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Abstract

Introduction

Although the health of military personnel who have taken part in specific conflicts has
been studied throughout the 20™" century, there is a paucity of evidence on the long-term
overall impact of military service on health. This thesis describes the establishment of
and findings from the Scottish Veterans Health Study, a retrospective cohort study
comparing the health outcomes of veterans with those of people with no record of
service, in order to determine whether the long-term health of military veterans living in

Scotland differed from that of people who had never served in the armed forces.

Methods

The study population comprised all 57,000 military veterans born between 1945 and 1985
who were resident in Scotland both before and after military service, together with a 3:1
comparison group of 173,000 people with no record of service, matched for age, sex and
postcode sector of residence. The demographic data were extracted from the National
Health Service Central Registry database and were linked electronically to the National
Health Service Scottish Morbidity Record and national vital records data for acute and
psychiatric hospital admissions, psychiatric day-case admissions, cancer registrations and
death certificate data. Survival analysis was used to determine hazard ratios for those
health conditions and outcomes considered to be of a priori interest, overall, by sex, by
birth cohort and by length and period of service, both univariately and after adjusting for

deprivation.

Results

Veterans were at significantly increased risk of cardiovascular disease compared to non-
veterans overall, and of acute myocardial infarction, stroke and peripheral arterial disease
specifically. Subgroup analysis showed the increased risk to be confined to veterans born
between 1945 and 1959, reducing in more recent birth cohorts. The risk was highest in
veterans who left after only a short period of service (Early Service Leavers), whilst those
who served for longest exhibited a similar risk of cardiovascular disease to all non-
veterans. Veterans were at no higher overall risk of cancer than non-veterans, although

there were major differences in the risk of specific cancers, which changed over time.



The oldest veterans had an increased risk of cancer of the lung, oropharynx and larynx,
oesophagus and stomach; the risks of these cancers reduced in more recent birth cohorts.
The 1960-1964 birth cohort showed an increased risk of both bladder cancer and
pancreatic cancer in comparison with non-veterans. There were increased risks of
ovarian cancer in veteran women compared with non-veterans, and of breast cancer in
longer-serving women. The risk of cervical cancer decreased in more recent birth
cohorts. There were no differences in the risk of colorectal cancer or prostate cancer in
veterans, overall or in any subgroup. There was no clear evidence of increased risk of
lymphohaematopoietic cancer in veterans. Veterans were at increased risk of motor
neuron disease, but not of multiple sclerosis. Veterans were at increased risk of peptic
ulcer disease for all birth cohorts up to the mid-1960s but not thereafter; the risk was
highest in those with the shortest service. Hepatitis C was less common in veterans than
in non-veterans, in all subgroups. Analysis of mental health outcomes showed that the
greatest burden of ill-health was among Early Service Leavers, whilst veterans who
completed at least a minimum length of engagement were not at increased risk
compared with non-veterans, except for post-traumatic stress disorder. The results for
post-traumatic stress disorder, in both veterans and non-veterans, demonstrated a
complexity which could not be reconciled with any operational exposure or conventional
clinical pattern, but which may have reflected a ‘hidden iceberg’ of unmet need in the
late 1990s which was uncovered by increasing awareness of the condition. Longer service
was generally associated with better mental health. Veterans were at no greater risk of
suicide than non-veterans; the risk was independent of length of service. Veteran women
exhibited a risk profile for mental health outcomes which more closely resembled that of
veteran men; this was especially marked for suicide. Veterans were not at increased risk
of alcoholic liver disease overall; the only subgroup to show an increase in risk was Early
Service Leavers who had completed training, and there was also evidence of increased

risk of some alcohol-related cancers in trained Early Service Leavers.

Interpretation

Older veterans demonstrated an increased risk of smoking-related ill-health, including
cardiovascular and respiratory disease and the smoking-related cancers, which is
consistent with reported high rates of military smoking in the 1960s and early 1970s.

Overall, there has been an improvement in health of veterans compared with the non-



serving population in more recent generations, suggesting that the increased emphasis
on health promotion and physical fitness in the armed forces since the late 1970s has
been effective. Major alcohol problems were no more common in veterans than in the
wider community, and were most likely to affect those who left earliest, although not
those who left whilst still in training. Longer service was generally associated with better
long-term health. Early Service Leavers had poorer health outcomes than longer-serving
veterans, but the ability to stratify by length of service demonstrated that the poorest
outcomes were in those who did not complete initial training. It is likely that their long-
term health outcomes have been predominantly influenced by pre-service and post-
service health and behavioural factors which, at a pre-service level, may have also
contributed to their failure to complete the minimum military engagement, rather than
by their short period of military service. The early period of service appears to act as an
extension to the screening process for entry to service, filtering out those who prove least
suited to service. The Early Service Leavers therefore form a ‘less healthy leaver’ group
which is the counterpart to the longer-serving ‘healthy worker effect’; their status as
veterans means that they can be identified within the community, unlike most other
occupational leaver groups, but their poorer long-term health is unlikely to be due to
military occupational factors. Improved understanding of the determinants of veterans’
health will inform the provision of appropriate health and community services to meet

their needs.
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Preface

In my final tour of duty in a military career spanning the years 1970-2012, | was seconded
to the Scottish Government as Military Medical Liaison Officer. In the course of many
conversations with Ministers, senior civil servants, NHS staff, senior military officers,
executives and volunteers of the numerous ex-Service charities as well as veterans
themselves and other members of the public, | came to realise how poorly the majority of
civilians understand ‘the veteran’. Much has been written about the problems faced by
veterans endeavouring to settle back into an unfamiliar civilian world after a career in
uniform, be it long or short, but much of that writing has been based on anecdote and
individual case histories. Valuable as that may be, it is inevitably unrepresentative of the
veterans’ community as a whole, but there is little extant information in the United

Kingdom which is founded on the scientific analysis of epidemiological data on veterans.

This lack of understanding leads readily to stereotyping; the homeless, the alcoholic, the
prisoner, the sexual offender, the violent, unpredictable spouse, the drug addict, the
psychotic, the traumatised, broken in mind and body as a result of their military service.
The old man begging on an Edinburgh street corner, his scrawled cardboard placard
proclaiming his veteran status, fits this stereotype but does not do justice to the many
veterans who are valuable members of the community and workplace; loyal, disciplined,
reliable, smart, good timekeepers, skilled workers, effective managers, family-orientated
and enthusiastically contributing to the wider good through involvement in voluntary and
community work. In a veteran population in Scotland estimated in 2005 to comprise
around 400,000 people ranging in age from 17 to over 100 years, it would indeed be
remarkable not to find representatives of the full range of the human condition, both
positive and negative. One may even ask whether, given the heterogeneity of the
veteran population, it is reasonable to consider veterans as a group. No matter. That
decision has already been taken, by the Government, the mass media and, by extension,
the general public. What has been missing is an understanding of veterans’ issues which
is supported by science. What is unknown is how veterans compare with their civilian
counterparts. Are they more or less likely to suffer physical or mental health problems,

contact with the criminal justice system or homelessness?
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This study uses epidemiological analysis of Scottish linked health records and contextual
information drawn from a wide range of sources to develop a picture of the health status
of Scotland’s veterans who served after the end of National Service and, inter alia, makes
estimates of the levels of alcoholism and drug addiction within the veterans’ community,
in comparison with those who have never served. It is hoped that this information will
enhance understanding of veterans’ issues but, most importantly, that it will assist in
planning health and community services for veterans. It is also hoped that an
understanding of the important health problems affecting veterans will be of value to the
Ministry of Defence in targeting in-service initiatives for health improvement which will
be of benefit to Service personnel long after they have returned to civilian life, and in
evaluating the long-term effectiveness of the many Armed Forces health promotion

initiatives which have been implemented in recent years.
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Abbreviations

AFCS — Armed Forces Compensation Scheme
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USA — United States of America

VA - Veterans Administration (USA)
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Definitions

GENDER - The masculine personal pronouns (‘he’, ‘him’, ‘his’) are to be interpreted as
also including the female gender throughout, except where explicitly stated otherwise or
implicit from the context. Feminine personal pronouns generally refer to issues specific to

women.

MILITARY PERSONNEL - The terms ‘soldier’, ‘military’, ‘Armed Forces’ and ‘Defence’ are
to be interpreted as including personnel of all three Services (Naval Service, Army, Royal
Air Force), both genders, and all ranks, unless otherwise stated or implicit from the

context. The Naval Service encompasses both the Royal Navy and the Royal Marines.

KR AR )
AN RN X

NOTE ON THE TITLE OF THE STUDY — The study was entitled the Scottish Veterans [no
apostrophe] Health Study in order to emphasise its main purpose. The apostrophe was
omitted as its use, in indicating the genitive case, would have altered the meaning. An

early aspiration to abbreviate the title to the SCOTVET Study did not materialise.



Chapter 1: Introduction

1.1 Overview

This thesis describes the establishment of and findings from the Scottish Veterans Health
Study, a retrospective cohort study comparing the long-term health of veterans with that
of people with no record of service. The study population comprised all military veterans
resident in Scotland who were born between 1945 and 1985 and who met the inclusion
criteria (57,000 people), and a 3:1 comparison group of 173,000 people with no record of
military service matched for age, sex and postcode sector of residence, followed up for up
to 30 years. The demographic data were linked to hospital admission records, cancer

registrations and death certificates to provide information on long-term health outcomes.

1.2 Structure

The first part of this thesis (Chapter 1) sets out the background to veterans’ health and
the aims of the study. Chapters 2 and 3 describe the construction of the cohort and
provide a baseline description of the study population, whilst Chapters 4-7 present the
results of the data analysis, with commentary and interpretation, by disease or outcome
groups. Chapter 8 draws together the findings and examines the implications for service
provision, care of veterans, the Armed Forces Covenant, and health policy for serving
personnel. Chapter 8 also makes recommendations for further research where the
results indicate that additional study is needed to clarify the findings or to explore
potential risk factors. Supporting information on the historical context, the demography
of the serving and veteran populations, military occupational health and other factors
potentially influencing veterans’ health, and technical details of the dataset, is presented

in the Appendices.

1.3 Background

1.3.1 Definition of a Veteran

The UK definition of ‘veteran’ status requires, as a minimum, only a single day’s service

and is one of the most inclusive in the world (Dandeker et al. 2006). It provides
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recognition of an individual’s commitment to serve their country, irrespective of the
length, outcome or reason for termination of that service. It includes many who have
given valuable service, often in challenging conditions, and who have faced threats which
may have impacted on their health, as well as those who have left after only a few days of
military training. Becoming a member of the Armed Forces is unique. It involves a
commitment to unswerving loyalty to the Crown; to move anywhere in the world at any
time to take part in whatever activities are demanded; to comply unquestioningly with
military orders and discipline; to accept the risk of injury or death in the line of duty; and
to accept exacting standards of behaviour, even during free time'. As an employment, it
carries unique constraints; having joined, the serviceman or woman is not free to leave
(after the initial weeks?) until after a mandatory and lengthy period of notice?; failure to
turn up for work is a punishable offence which may even incur imprisonment?;
“render[ing oneself] unfit for duty”” (perhaps through a hangover) is a punishable

offence, as is lateness for work. Unsurprisingly, some who join find that it is not for them.

Uniquely, the UK rewards the commitment to join the Armed Forces, whatever the
outcome, with lifelong recognition of status as a veteran following the completion of a
single day’s paid service®. There is no other occupation in which this is paralleled. Those
who enter the nursing profession, the police, the fire service, or a trade, and drop out in
the first few days of training are lost to follow-up and never further considered. But all
those who join the Armed Forces and subsequently leave, irrespective of the length or
nature of their service or reason for discharge, are individually and collectively considered

to be veterans and are the subject of much interest and concern.

Veterans are therefore not only a unique occupational group, but are also highly diverse,

comprising not only those who have had a long career, and who may equate to ‘retired’

! “Values and Standards of the British Army”. Ministry of Defence (2008) and equivalent Royal Navy and
Royal Air Force policies

2 Army Act 1955. 3 & 4 Eliz. 2 Ch. 18 Sect. 14, superseded by the Armed Forces Act 2006 Sect. 329(2)

3 Army Act 1955. 3 & 4 Eliz. 2 Ch. 18 Sect. 5(5), superseded by the Armed Forces Act 2006 Sect. 329(2)
4 Army Act 1955. 3 & 4 Eliz. 2 Ch. 18 Sect. 41, superseded by the Armed Forces Act 2006 Sect. 15

> Army Act 1955. 3 & 4 Eliz. 2 Ch. 18 Sect. 42(1)(d), superseded by the Armed Forces Act 2006 Sect. 16

® The Armed Forces Covenant. Ministry of Defence (2011). A commitment by the UK Government to
ensuring that service and ex-service personnel and their families do not experience disadvantage in
comparison with the wider community.
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members of other occupations, but also those who left at an early stage, either at their
own volition or because of unsuitability. Of the latter group, a substantial proportion
represents failures of the selection process; commonly medical or previous disciplinary
problems which were not fully identified or disclosed but which come to light early in
training. The ability to identify them and to monitor their long-term outcomes as an
‘occupational leaver group’ is therefore also unique, but it brings potential problems of
interpretation, as will be discussed at Section 8.3.1.3. Veterans also demonstrate a wide
variation in educational attainment, ranging from those with a reading age of less than 7
years’ through to people with postgraduate and higher professional or technical

qualifications.

1.3.2 Veterans’ Health

Concerns about the health of veterans began to emerge during the First World War, when
large numbers of injured personnel returned from conflict to the care of their families or
of the many institutions which were being set up to provide support to the wounded?, as
described at Appendix 1. In recent years, there has been widespread media reporting of
veterans’ health issues, perhaps aimed at swaying public opinion about a specific military
operation’, or in an attempt to increase public awareness of, and support for, a perceived
problem. Such ‘newsworthy’ reporting has rarely been based on scientific evidence™.
Formal studies on the long-term health of UK veterans are rare, and as a consequence
little is known about the health of the great majority of veterans, who have not sustained
a life-changing injury but whose long-term health may have been affected, for better or
worse, by their military service. This lack of reliable information has hampered both
identification of the key issues and the provision of appropriately-targeted services for
veterans. Nor have the Ministry of Defence or veterans’ support organisations had access
to validated evidence on which to base their response to misleading publicity. The

Scottish Veterans Health Study was therefore conceived as an exploratory study which

" House of Commons Defence Committee (2013) The Armed Forces Covenant in Action? Part 4: Education of
Service Personnel, London: The Stationery Office Ltd.

8 Including the Princess Louise Scottish Hospital of Limbless Sailors and Soldiers, established in 1916.

® For example, as related in Dean, E. T. (1992) 'The myth of the troubled and scorned Vietnam veteran',
Journal of American Studies, 26(01), 59-74.

O For example http://www.edinburghnews.scotsman.com/news/seeing-four-motorway-lanes-of-bodies-
sticks-in-your-mind-1-1490080 accessed 20 November 2015




Scottish Veterans Health Study Chapter 1 - Introduction 46

would deliver an overarching picture of the ‘landscape’ of veterans’ health in Scotland,

founded on epidemiological evidence.

1.3.3 Stakeholders

The UK has a strong commitment to supporting its veterans, and an understanding of
veterans’ health is important to a wide range of stakeholders in support of policy
development and service delivery. Overarching responsibility for the care of all citizens
rests with central Government; in Scotland, much of this responsibility has been devolved
from Westminster to the Scottish Government'. The nation’s responsibility to its
veterans is enshrined in the Armed Forces Covenant®. The National Health Service (NHS)
has responsibility for provision of appropriate healthcare services to all members of the
population including veterans, whilst community services are the responsibility of local
authorities. Many local authorities have signed up to Community Covenants'? which
commit them to supporting the service community, including veterans and their families,
in their local area. Within the Ministry of Defence, health protection policy for serving
personnel is driven by information on the in-service risks to health; whilst immediate
occupational risks are managed by a risk assessment process, knowledge of the long-term
health consequences of service can contribute to the identification of hitherto
unrecognised threats, as well as to the evaluation of the effectiveness of in-service health
protection and promotion policies. Ultimately, the key stakeholders (and potential
beneficiaries) are the veterans themselves and their families. All stakeholders have a
requirement for reliable information on veterans’ health status and risk which underpins

policies and services.

1.4 Aim

The aim of the Scottish Veterans Health Study was to determine whether the long-term
health of military veterans living in Scotland differed from that of people with no record

of military service, in order to:

i Although Defence policy is reserved to Westminster, devolved responsibilities of particular relevance to
veterans include healthcare, housing, transport and education.

12 https://www.gov.uk/government/publications/armed-forces-community-covenant/armed-forces-
community-covenant accessed 20 November 2015. Community Covenants are a component of the
overarching Armed Forces Covenant®.
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*» Improve overall understanding of veterans’ health issues.
% Support the Armed Forces Covenant® by contributing to the evidence base for

developing services for veterans (needs assessment) provided by:

0 The NHS.
0 Local authorities.
0 The Third Sector (charities and voluntary providers).
< Where possible, assess the likelihood that any differences found could be
attributed to service.
% Evaluate the long-term effectiveness of the Ministry of Defence health promotion
strategy for serving personnel.

% Provide an evidence base to address popular myths and misconceptions”.

1.5 Studying Veterans’ Health

Throughout most of the 20" century, up to the end of National Service in May 1963, the
majority of British men had seen military service (Appendix 2), the exceptions being those
who were medically unfit to serve and a small number who were in ‘reserved’ (nationally
important) occupations’. Therefore, there was no non-veteran group which could be
used as a valid health comparator, as will be discussed at Section 2.2.2.1, and veterans’
health issues, other than those directly related to war injury, could not readily be
identified. The establishment of an all-volunteer military force was accompanied by the
emergence of a representative non-veteran group who entered adulthood in the early
1960s. Fifty years on, and with the development of modern data handling techniques
which have facilitated the study of longitudinal health data at both population and
individual level, it has been possible to undertake a comparison between the health of

those who have served and those who remained civilians, in order to determine whether

13 Assumptions about military service and its effects, widely used in mass media reports, which are
recognised as implausible by many serving personnel, veterans and service providers, as acknowledged in
the reports by the Royal British Legion (2014) ‘A UK Household Survey of the Ex-Service Community’, and
by Ashcroft, M. A. (2014) The Veterans' Transition Review., but which are difficult to challenge or refute in
the absence of scientific evidence.

1 Compulsory military conscription, which operated in the UK from 1916-1919 and from 1939 to 1960. The
last intake of National Servicemen was in November 1960 and the last were discharged in May 1963.

15 ‘Reserved occupations’ included dock workers, railway workers, miners, and farmers
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the health outcomes of veterans and non-veterans differ, and whether there is

heterogeneity of health outcomes at subgroup level within the veteran community.

1.6 Previous Studies

Large-scale follow-up studies of military veterans have been conducted in both the United
States (US) and Australia. Many of these studies are conflict-specific, covering veterans of
the Vietnam, Korean and Gulf wars. Observational studies have included the US Vietnam
Experience Study, the US National Vietnam Veterans Readjustment Study, the Australian
Vietnam Veterans Health Study, the Australian Korean War Veterans Study, and the US
National Health Study of Gulf War Era Veterans. One of the largest studies was the US
Government follow-up study of almost 300,000 veterans who held Government life
insurance as at 1953 (the Dorn Study), whilst by contrast, the US Veterans Affairs
Normative Aging Study was a 40 year follow-up from 1963 of a much smaller group of
2,000 veterans who were aged 21-81 years at entry. Several US population-based health
studies have included a question on veteran status, including the Atherosclerosis Risk in
Communities (ARIC) Study, and the Centers for Disease Control (CDC) Behavioral Risk
Factors Surveillance Study (BRFSS) and National Health Interview Study. Long-term
cohort studies on military personnel and veterans are now well established, including the
US Millennium Cohort, but older longitudinal military or veteran cohorts are rare; an
example is the US Vietnam Era Twin Registry which followed up 7,000 male twin pairs

over 40 years.

Some studies covered a wide range of diagnoses, for example the Australian Korean War
Veterans Study, whilst others were specific to a disease or diagnostic group, for example
the ARIC Study which examined only cardiovascular outcomes. Others such as the US
2010 National Veterans’ Survey, although reporting on health status and disability,
contained no diagnostic data’. Survey methodology was similarly heterogeneous,
encompassing telephone surveys, questionnaires and clinical examination. The overall

findings from the major conflict-specific studies were generally published as official

'® National Survey of Veterans, Active Duty Service Members, Demobilized National Guard and Reserve
Members, Family Members, and Surviving Spouses. Department of Veterans Affairs (2010). Available at
http://www.va.gov/vetdata/docs/SurveysAndStudies/NVSSurveyFinalWeightedReport.pdf accessed 20
November 2015.




Scottish Veterans Health Study Chapter 1 - Introduction 49

reports rather than peer-reviewed scientific papers'”'

, although some of the findings of
these reports have been disputed in later scientific studies (McNally 2007, Sterling and
Weinkam 1978). Detailed analysis of specific areas of interest within the studies has
given rise to a very large number of scientific papers'. The circumstances of the conflict
may have contributed to the observed health outcomes in conflict-specific studies, for
example the high levels of drug misuse reported in US troops during the Vietnam war
(Robins et al. 1974). A limitation of conflict-specific studies is that large numbers of
conscript personnel may be included, and they may not be representative of an all-
volunteer force; for example volunteers generally enter service between the ages of 18
and 21 years, whilst conscripts enter at any eligible age, up to and including middle age.
This may be an important source of bias. Importantly, conflict-specific studies also
provide no insight into veterans who were ineligible for deployment, for example those
who left prior to completing training, or those who were medically unfit to deploy. Even
allowing for these limitations, such studies remain an important source of baseline
information on the long-term health of veterans in the absence of large-scale general

studies. The exclusion of women from combat in Western armed forces, and small

numbers of serving women, has resulted in few studies reporting their health outcomes.

In the UK, a major cohort established to examine the health of Gulf era personnel is
maintained by the King’s Centre for Military Health Research at King’s College, London,
and many research papers have been published®”. Since the establishment of the cohort,
many of the original cohort members have become veterans. However, no large-scale
cohort studies on the health of pre-Gulf era UK veterans have been identified; nor have
any studies examined the long-term health of UK veterans irrespective of length of
service, deployment or exposure to combat. Identification of their health status and

support needs is essential in order to underpin the UK’s commitment to afford the

"7 The Contractual Report of Findings from the National Vietnam Veterans’ Readjustment Study comprises
four volumes (3,000 pages)

18 Harrex, W. K., Horsley, K. W., Jelfs, P., van der Hoek, R. and Wilson, E. J. (2003) Mortality of Korean War
veterans; the veteran cohort study. A report of the 2002 retrospective cohort study of Australian veterans
of the Korean War, Canberra.

" For example, a Medline search for [Agent Orange AND Vietnam] identified 295 papers relating to use of
the defoliant. The same search in Embase identified 244 papers, whilst PubMed found 320 papers.

20 |isted at http://www.kcl.ac.uk/kecmhr/pubdb/ accessed 2 November 2015.
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privileges of veteran status?' to all who meet the definition of a single day’s service, as

described at Section 1.3.1.

1.7 Gaps in the Literature

The major gaps in the literature which were identified were:
+* There was a paucity of long-term studies on UK veterans.

% There was a lack of long-term studies examining veterans overall, unrelated to any

specific conflict.
% Few studies included rank or length of service as a variable.
** There was a paucity of studies on women veterans.

% Few studies examined the health of veterans in comparison with a matched non-

veteran group.

% Social deprivation was often noted as a confounder, especially in US studies on
Veterans Administration patients where the lower end of the socio-economic
status (SES) spectrum tends to be over-represented. No large-scale studies were

found which had adjusted for this.

The Scottish Veterans Health Study was conceived in order to address this knowledge
gap, by conducting an overarching exploratory analysis of a wide range of long-term
health outcomes in a broad population-based national cohort of male and female
veterans who served for between one day and over 40 years, over a 50-year period,
irrespective of exposure to combat or length of service, together with a non-veteran
comparator group matched for year of birth, sex, and area of residence, and with the
ability to adjust for SES. The study used a newly-generated linked dataset, derived
from routinely-collected data, to build up a picture of veterans’ health at population

level and contribute to an understanding of whether, and if so how, military service

2 Entitlement to: access veterans’ services; receive support from service charities; receive community
support and an assurance of no disadvantage under the Armed Forces Covenant; receive priority
healthcare where nationally authorised.
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affects the health of those who have served, and to facilitate planning of appropriate

services for veterans.

1.8 Research Questions
The research questions to be addressed in this thesis are:

X/

+* Do military veterans have better or worse long-term health outcomes (physical or
mental) than people who have never served?

% Are there specific conditions which are associated with military service, and is
there evidence of causality?

< Are some sub-groups of veterans at greater risk than others?
+* Are there any trends over time?

< What is the overall impact of military service on health?

1.9 Formulating the Hypothesis

As veterans are a subset of the wider population, the null hypothesis, that the overall
long-term health of veterans would not differ from that of non-veterans after matching or
adjusting for age, sex, deprivation or geography, was taken as the starting point.
However, a large number of potential risk factors, both occupational and lifestyle, could
have influenced veterans’ health; these are summarised in Section 1.10 and discussed in
more detail in Appendix 3. Therefore, where indicated by a review of the literature or
reported health risk behaviour in serving military personnel, disease-specific supporting
hypotheses were developed and are presented in the introductory sections of Chapters 4-

7.

1.10 Influences on Veterans’ Health

Veterans’ health results from the combination of biological, social, psychological,
occupational and environmental factors operating along the life-course. The
predominant pre-service factors are SES, education and exposure to childhood adverse

events, whilst in-service influences encompass both occupational and lifestyle factors.
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The former include exposure to environmental hazards, and issues arising from
operational deployment, whilst the latter may encompass nutrition, alcohol and smoking.
Exercise levels in-service span both the occupational (military training and operations)
and the lifestyle (recreational) spheres. Post-service, the veteran’s health is affected by
both civilian employment and by lifestyle choices; the latter may have been modified by
in-service health promotion and other service-related factors. A wider discussion of the
overall influences on veterans’ health is at Appendix 3, whilst specific issues are
addressed in the Introduction, Commentary or Discussion under specific chapter or
disease headings in Chapters 4-7. Although the dataset provided no information on
individual occupational or lifestyle risk factors, reported health behaviour in serving
personnel and patterns of disease in the veterans were used to infer risk factors which
were likely to have influenced veterans’ health. The overall findings of the Scottish

Veterans Health Study are discussed and summarised in Chapter 8.



Chapter 2: Construction and Analysis of the Cohort
2.1 Overview

As described at Section 1.1, the Scottish Veterans Health Study is a retrospective cohort
study established to compare the long-term health of veterans with that of people with
no record of service. The cohort comprises all military veterans resident in Scotland who
met the inclusion criteria (Section 2.2.1) (57,000 individuals) and a 3:1 comparison group
of individuals (173,000) with no record of military service matched for age, sex and
postcode sector of residence. Participants were identified via their electronic NHS
registration records, which provided the dates of entering and leaving military service as
well as demographic information. These records were linked, at an individual level, to
routine acute hospital admissions data, psychiatric admission and day-case data, cancer
registrations, death certificates and limited prescribing data. Information was available
for follow-up events that occurred between 1 January 1981 and 31 December 2012
inclusive. After data cleansing, the final dataset included in the analysis comprised 56,205
veterans and 172,741 non-veterans. Survival analysis was used to compare long-term

health outcomes overall and by subgroup.

2.2 Creation of the Cohort

The cohort was developed through discussions with the Registrar General for Scotland,
the Head of the NHS Central Registry (NHSCR) in Scotland, staff of the Information
Services Division (ISD) of NHS Scotland and key stakeholders (Scottish Government, NHS
Scotland, Ministry of Defence and charities). The consultation process is described at
Section 2.2.3.3. A feasibility study was conducted in 2010-2011, examining only
cardiovascular outcomes in two age groups and comparing veterans against the general
Scottish population using routinely-reported data. The results indicated that older
veterans were at increased risk of cardiovascular disease compared with the general
population, but were insufficiently robust owing to the lack of a matched non-veterans
comparison group. Nonetheless, lessons learned during the feasibility study informed the

structure of the final dataset.
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2.2.1 Inclusion Criteria

All participants were identified via their electronic NHS registration records held at the
NHSCR in Dumfries, which as noted above provided demographic information as well as

the dates of entering and leaving military service where relevant.

Individuals were included in the dataset as a ‘veteran’ if they met all the following

criteria:

e Date of birth between 1 January 1945 and 31 December 1985
*  ‘Exit to Armed Forces’ cipher on NHS record?
e ‘From Armed Forces’ cipher on NHS record®

e Current Health Board cipher on NHS record

Individuals with only one Armed Forces cipher (either exit or re-registration) were
excluded from both groups. For veterans with multiple Armed Forces ciphers,
corresponding to periods of interrupted service, only the dates of the first and last ciphers

were used.

2.2.2 Choice of Criteria
2.2.2.1 Earliest Birth Date

The earliest birth date of 1 January 1945 was chosen in order to exclude all veterans who
joined the Armed Forces as a result of conscription under the National Service Act 1948
and earlier legislation. The last date at which National Service call-up could have taken
place was 31 December 1960, when the oldest of the eligible veterans would have been
15 years of age, thus providing confidence that National Service personnel were

excluded®, although in practice National Service conscription began to be phased out

22 berived from information provided by military recruitment centres. Believed to be reasonably complete
except for a short period in the mid-1990s when a procedural change resulted in a shortfall. Information
provided by NHSCR.

B Re-registration with NHS GP on leaving the Armed Forces, together with medical discharges (which are
routinely notified to NHSCR). Information provided by NHSCR.

24 No National Service personnel were conscripted under the age of 18 years, in accordance with the
National Service Act 1948.
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from 1957 and the last intake was in November 1960%. For the period of full
implementation of National Service, selection of an appropriate comparison group would
have been problematic as the majority of men (and some women) had been required to
serve in the Armed Forces unless they were in certain nationally-important (‘reserved’)
occupations® (Section 1.5) or were medically unfit. Therefore, any comparison group of
non-veterans would have been biased towards members of the small number of
occupational groups (predominantly critical manual jobs such as coal-mining or farming)
who were exempt National Service, and people with long-term health conditions who

were medically unfit to serve.

The earliest birth date of 1945 meant that at the start of the feasibility study in 2010, the
oldest surviving veterans were aged 65 years, although re-linking of the dataset as at 31
December 2012 for the full study (see Section 2.2.8.2) resulted in the maximum age at
follow-up being 67 years. The Scottish Veterans Health Study would therefore not yield
information on the health needs of elderly veterans. In an analysis of the prevalence of
mental, physical and behavioural difficulties identified in the 2007 Adult Psychiatric
Morbidity Survey of England, Woodhead et al. found no overall differences between
community-dwelling National Service veterans and non-veterans aged 65 years and over,
although the veterans were less likely to have any mental health disorder than non-
veterans. The authors noted methodological limitations in their study; the two groups
were likely to be different, for the reasons discussed above, and it was likely that there
was a ‘healthy survivor’ effect whereby those with problems associated with premature
mortality would not have reached age 65 years to enter the study population. (Woodhead
et al. 2011b). The conclusion of that study, that community-dwelling National Service
veterans are not at greater risk of current adverse mental, physical or behavioural health
than population controls, has been taken to imply that the health needs of veterans aged
over 65 years equate to those of the general older population (Compass Partnership

2014)%.

2 Richard Vaughan, aged 22 years, joined the last intake into the Royal Army Pay Corps, No. 277 National
Service Intake, on 17 November 1960, after completing his training as a chartered accountant. He was
discharged on 16 May 1963 in the rank of 2" Lieutenant, officially becoming the last National Serviceman
to be discharged. Source: http://www.bbc.co.uk/news/magazine-32929829 accessed 1 June 2015.

2 “The needs experienced by older veterans are largely the same as non-veterans of the same age”.
Compass Partnership (2014) A UK Household Survey of the Ex-Service Community, London: Royal British
Legion.
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2.2.2.2 Latest Birth Date

The latest birth date of 31 December 1985 for the cohort was selected in order that the
youngest members of the groups would enter the study at age 25 years (as at the date of
the feasibility study in 2010), since the majority of the conditions of interest were those
predominantly affecting the older age groups and little additional information would be
gained by including the youngest veterans (age 16-24 years). This resulted in a birth

cohort spanning 41 years.

2.2.2.3 Veteran Status

The UK Government definition of a veteran includes any individual who has served in the
Armed Forces for at least one day (Burdett et al. 2013), with no requirement to have
served in combat, in an operational theatre or even to have completed initial training, as
described at Section 1.3.1. The study population was defined to be concordant with the
UK definition. Although those who have left following Reserve service only are also
veterans, they do not de-register from their NHS GP during service, even if they deploy
operationally, and therefore they cannot be identified from the NHSCR database unless
they have also had a period of Regular service. It is therefore possible that the ‘non-
veterans’ group would include some people who had served as reservists, but their
contribution to this group is likely to be small (estimated at up to 0.2%, as described in

the footnote?).

2.2.2.4 Geography

There are known geographical variations in health in Scotland (Hart et al. 1997, Patterson
et al. 1988), which could have acted as a confounder. Although the veterans and non-

veterans were matched for area of residence (postcode sector), the inclusion within the

7 The Royal British Legion estimated in 2006 that 15% of veterans were ex-Reservists (Compass Partnership
(2006) Profile and Needs of the Ex-Service Community 2005-2020, London: Royal British Legion.).
Extrapolating this gives a total of 9,918 Reservist veterans who would have been eligible for inclusion. As
the non-veterans group comprised 3.3% of the total population of Scotland, around 327 Reservist veterans
may have been inadvertently included with the non-veterans, equating to 0.2% of the non-veterans. Until
the Reserve Forces Act 1996 came into force on 1 Apr 1997, Reservists were unable to deploy without a
Queen’s Order being signed (requiring declaration of a major national emergency); they normally
undertook around 15 days’ military training per year. Other than injuries sustained on training, the impact
on their long-term health is likely to have been limited. The Reserve Forces Act facilitated call-up of
Reservists for active duty, and many have since served alongside Regular personnel in Iraq and
Afghanistan.
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dataset of the postcode district and the Health Board area within which each individual
resided also enabled exploration of regional variations to be undertaken for selected
conditions. The postcode sector is the first part of the UK Royal Mail postcode plus the
numeric digit of the second part®. There are 1,273 postcode sectors in Scotland?, and
each sector covers a range of 500-20,000 individuals (mean 4,600) although the
geographical area varies with population density® (Figure 2-1). This unit was considered
to be of suitable size to enable the comparison group to be matched by geographical area
whilst not over-matching for socio-economic status. Only the higher-level postcode
district (the first three or four characters, eg EH3 or EH10), of which there are 477 in
Scotlandzg, was supplied; the risk of inadvertent disclosure was considered to be minimal

at this scale.

Image has been removed due to
Copyright restrictions

Figure 2-1 - Postcode sector map for Edinburgh

The NHS health board region within which each individual was registered was also
provided as part of the dataset. There are 14 regional health boards in Scotland, covering

a range of 22,000-1.1 million individuals (mean 390,000). This provided a larger

B Eor example, EH10 7AB
2 As at 2014

3% |nformation from ISD Scotland http://www.isdscotland.org/Products-and-Services/GPD-
Support/Geography/ last accessed 15 June 2015
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geographical unit for investigation of broad regional differences in health outcomes; as
health boards are responsible for the delivery of healthcare services, any regional
differences discovered may have implications for local needs assessment and service

provision.

2.2.2.5 Comparison Group

The 3:1 comparison group of non-veterans was intended to be selected with no ‘Armed
Forces’ ciphers on the record but otherwise according to identical criteria. Matching was
by age, sex and postcode sector of residence; the methodology will be described in detail

at Section 2.2.4.

2.2.3 Variables

The variables chosen were constrained by the availability of routine data items within the
NHSCR and Scottish Morbidity Record (SMR) datasets. Demographic and disease-specific
data were available, together with information on military service where relevant. No

lifestyle data, for example on smoking, alcohol intake, exercise, nutrition or obesity were

available. No records of occupation or employment status were available.

The variables provided with the dataset are listed at Appendix 6, Table A6-1. Additional
variables which would be used frequently were calculated and are listed at Appendix 6,

Table A6-2.

2.2.3.1 Demographic

For each individual, a unique pseudo-anonymised 8-digit numeric identifier was
generated and supplied, together with date of birth, sex, health board of last recorded
address, and a binary flag for deaths. As described at Section 2.2.6 below, a separate file
giving the unique identifiers and postcode districts of residence was also provided. It was
hoped that inter alia, an estimate of the number of veterans in prison or accessing
services for the homeless could be made, as separately-identifiable NHS primary care
services are provided for these groups; however the primary care practice identifiers

were deemed too sensitive to include in the dataset and this aspiration was dropped.
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2.2.3.2 Service-Specific

A binary field recorded veteran/non-veteran status. For the veterans, the NHS database
provided the dates of entering and leaving military service, for Regular personnel only
(see Section 2.2.2.3). These two dates enabled a calculated variable for length of service
to be derived. For the purposes of data analysis, length of service was stratified into
common terms of military engagement, at three levels of granularity as described at
Section 3.2.2. As the data were derived from NHS records and it was not possible to link
to military service records, no information was available on the service (Naval Service®*',
Army, Royal Air Force) to which an individual had belonged, on rank or in-service

trade/occupation, or on deployment or exposure to combat.

2.2.3.3 Disease-Specific

An initial list of conditions and outcomes of potential interest was drawn up as a basis for
discussion with stakeholders. This was based on the conditions of interest which had
been identified as a result of the literature review and stakeholder consultation for the
Australian study of mortality in male Korean War veterans (Harrex et al. 2003). This study
was chosen as the baseline as it had a 50-year follow-up period and hence was the
nearest comparable study to the Scottish Veterans Health Study, noting the limitations of
a mortality study in failing to capture low-mortality conditions. The list of conditions
routinely reported by ISD as Scottish national healthcare statistics® was then examined
and the initial list was augmented with conditions which had either not been relevant to
the Australian study (for example gynaecological cancers) or, having a low mortality, had
not been considered in that study (for example, non-melanoma skin cancer). The revised
list was then shared with veterans’ charities, the Ministry of Defence and ISD and
scrutinised for appropriateness and completeness. As a result of stakeholder feedback,
suicide, self-harm and diabetes were added, additional ethical clearance being required
for the former two. Amyotrophic lateral sclerosis, which was proposed by stakeholders,
was confirmed as being synonymous with the already-included motor neuron disease.
Hearing loss was suggested by the Ministry of Defence but was deemed not to be feasible

as no relevant NHS dataset was available; similarly, musculo-skeletal/arthritic conditions,

3" The Naval Service encompasses the Royal Navy and the Royal Marines

32 http://www.isdscotland.org/Products-and-Services/index.asp accessed 1 Nov 2015.
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which were of interest to the veterans’ charities as they may impact on support needs,

are not routinely recorded and could not be included.

Following the stakeholder discussions, 48 conditions which were likely to give rise to an
acute or psychiatric admission record, cancer registration, or death, were considered to
be of a priori interest and to merit inclusion in the dataset. These encompassed single
conditions, for example prostate cancer; aggregated groups of conditions, for example
any cancer; and external causes, for example injuries due to road traffic accident. For
each condition, a binary field recorded the presence or absence of the condition®’, and a
date field recorded the first episode. No information was provided on the second or
subsequent episodes of the same condition. The primary cause of death was given where
appropriate, coded using ICD-9 for deaths prior to 1 January 1997 and ICD-10 for later
deaths.

2.2.3.4 Prescribing Data

Individual-level prescribing data for nicotine replacement therapy (NRT), alcohol
abstinence therapy and the main groups of psychotropic drugs*, based on dispensed
prescriptions, were available from 2009 from the NHS Prescribing Information System

(PIS).

2.2.3.5 Socio-Economic Status

In Scotland, 6,505 datazones have been defined, based on census output areas (OA), with
a mean population of 800 (range 500-1,000)*. The Scottish Index of Multiple Deprivation
(SIMD) for each datazone is derived from information on income, employment, health,
education (including skills and training), housing, crime, and access to services (Scottish
Government 2012). Current income and employment have the highest weightings®. The

SIMD has been used to derive quintiles of socio-economic status for the Scottish

33 Occurrence of the specified ICD-9 or ICD-10 code or codes, at any position in the record
34 Antidepressants, anxiolytics and anti-psychotic drugs

33 Scottish Index of Multiple Deprivation 2004: Technical Report
http://www.scotland.gov.uk/Publications/2004/10/20089/45176 accessed 18 July 2014

3% http://www.scotland.gov.uk/Topics/Statistics/SIMD
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population; ranging from 1 (most deprived) to 5 (least deprived). Postcode of residence®”
was used to categorize the study subjects according to these quintiles, and the SIMD
quintile at Scotland-wide and health board level was included in the dataset for each

individual.

2.2.4 Data Extraction

For veterans meeting the inclusion criteria, the Community Health Index (CHI) number
was extracted from the appropriate data table by the NHSCR. This veteran group was
used as the basis for the matched non-veterans comparison group. The data items on
which the matching was based were postcode sector, year of birth and sex, and a Scottish
Health Board posting was required. A process script to extract matching individuals was
written by NHS IT Applications Support, and was run manually. The first four matching
records for each individual were selected; after elimination of duplicates, this gave an
output file of approximately 173,000 non-veterans in addition to the 57,000 veterans.
The CHI number file was passed to the Information Services Division (ISD) of NHS Scotland

for individual-level linkage to the SMR, prescribing records and death certificate data.

2.2.5 Data Linkage

The demographic data provided by NHSCR were linked directly to the routinely-collected
ISD Scotland health data by the eData Research and Innovation Service (eDRIS) at ISD
Scotland. Data were available covering the period 1981-2012 for hospital admissions
(Scottish Morbidity Record 01 (SMRO01)), mental health admissions (SMR04), cancer
registrations (SMRO06, derived from the Scottish Open Cancer Registration And Tumour
Enumeration System (SOCRATES)*®) and National Records of Scotland (NRS) deaths.
Occurrences of each outcome were identified using ICD-9 (to 31 December 1996) or ICD-
10 (from 1 January 1997) diagnostic codes (listed at Appendix 7) and were flagged against
each member of the cohort, using the Community Health Index (CHI) number as the link
field, along with the first date recorded for each outcome. Information was also provided

from the Prescribing Information System (PIS) for specified groups of drugs

37 Only the most recent postcode was available from the NHS record. For the veterans, this would always
be post-service.

38 Scottish Cancer Registry http://www.isdscotland.org/Health-Topics/Cancer/Scottish-Cancer-Registry.asp
accessed 15 June 2015.
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(Section 2.2.3.4 and Appendix 6, Table A6-1). Flags against members of the cohort were
created and the first date of prescription was recorded for each drug. PIS data were
available from 2009 to 2012. Additional demographic information was added including
SIMD quintiles, NHS Health Board of residence, sex and postcode district. A pseudo-

anonymisation code was substituted for each CHI number before release of the dataset.

2.2.6 Ethics, Privacy & Security

Approval for the study was granted by the Privacy Advisory Committee of the Information
Services Division (ISD) of NHS Scotland, PAC reference 27/12. The data extract was
pseudo-anonymised but access to the original identifiers was retained securely by ISD for
use in the event that emerging findings dictated a requirement to contact individuals. As
the study was to be based on the analysis of pseudo-anonymised secondary data,

individual patient consent was not deemed necessary.

Only the postcode district (the first part of the postcode, mean population 25,000) was
released with the dataset, in order to reduce the risk of a breach of confidentiality. The
pseudo-anonymised identifiers and postcode districts were provided as a separate file, a
condition of its supply being that it was not to be linked to the main data file. Therefore,
a dummy variable value was created for each postcode district, based on the OBJECTID

field for the GIS postcode district shapefile®.

The original .csv data file supplied, and the Excel .xIsx files created from it, were password
protected. Stata datasets do not have a password protection facility, so the Stata file (see
Section 2.3.1) was held on a password-protected laptop computer which was physically

secured in a locked cabinet when not in use.

Care was needed to ensure that reporting of the results of the study did not inadvertently
lead to the disclosure of personally identifiable information, which would have resulted in

a breach of both statute and of the common-law duty of confidentiality. Guiding

3% National Records of Scotland 2013-1 Postcode Extract shapefile, sourced from
http://www.nrscotland.gov.uk/statistics-and-data/geography/nrs-postcode-extract/2013-1 accessed 14
May 2013. The shapefile is the Geographic Information Systems (GIS) data storage format for geometric
attributes of geographic features, and has a standard format for compatibility across a variety of software.
Shapefiles are predominantly used in mapping with GIS software but the OBJECTID field for each postcode
in this shapefile found additional utility as a dummy variable.
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principles were taken from the Statistical Disclosure Control Protocol published by ISD
Scotland®. Particular problems were presented by subgroup analysis of rare conditions,
where suppression of small numbers would have led to the omission of potentially
important findings, and rounding or other ‘blurring’ techniques would have introduced
major and misleading inaccuracy. Where possible, hazard ratios, odds ratios or graphical
representations have been presented rather than numbers. There are several instances,
most relating to deaths*', where exact numbers less than 5 have been reported. In these
instances, both the largest spatial unit (all Scotland) and largest temporal units (wide
ranges of dates of birth and dates of events) have been used as the base, and no
additional personal information can be deduced or implied; the probability of disclosure*
and harm has therefore been assessed as minimal. In the tabulated subgroup analyses,
which unavoidably provide a greater degree of granularity and therefore risk of

disclosure, case numbers less than 10 have been suppressed.

2.2.7 Funding

No external funding for the study was received.

2.2.8 Description of the Groups - Initial Dataset
2.2.8.1 Veterans

The initial dataset delivered from ISD Scotland comprised 56,659 veterans, of whom
51,344 (90.6%) were male and 5,315 (9.4%) were female. A total of 3,546 veterans (6.3%)

had died by the end of the follow-up period.

On preliminary examination of the dataset, 557 of the ‘veterans’ had a “Date Joined
Armed Forces” but an entry of NULL under “Date left Armed Forces”. Further enquiry
indicated that these represented the small number of serving personnel who had

registered with an NHS GP whilst still serving — either because they were living remote

“0|SD Scotland. Statistical Disclosure Control Protocol Version 2.3 (2012).

“! The Data Protection Act 1998 does not apply to deaths, although the common-law duty of confidentiality
remains applicable

“2 Disclosure: The discovery of details that were previously unknown about an individual by someone who
already has some information about them, or the identification of an individual and gain of previously
unknown information about them. Adapted from ISD Scotland. Statistical Disclosure Control Protocol
Version 2.3 (2012).
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from a military base where they could obtain primary care or, in some cases, because
they had registered with an NHS practice in contravention of military policy. With no
date of exit from the Armed Forces, they did not meet the definition of veterans and were

excluded.

A further 350 individuals had a calculated age at ‘leaving the Armed Forces’ of less than
15 years. They were considered to be the children of Service families, who had registered
with an NHS practice having formerly been under the care of the Armed Forces (usually
overseas) and they too were excluded. Service from age 15 years was considered to be
feasible as the UK school leaving age was not raised from 15 to 16 years until 1972. Prior
to this date, military service could begin at age 15 years in one of the junior soldiers’
units; subsequently, entrants were taken into these units from age 16 years. Adult
service could commence at age 17 years, although combat service was (and remains)

precluded prior to age 18 years in accordance with international law.

Four individuals had dates of birth prior to 1945 and were excluded.

After initial data cleansing, 55,572 veterans remained in the dataset.

2.2.8.2 Non-Veterans

The initial dataset delivered from ISD Scotland comprised 178,441 non-veterans, of
whom 157,447 (88.2%) were male and 20,994 (11.8%) were female. A total of 392 non-
veterans (0.22%) were recorded as dead. The expected number of deaths was around
10,000 and it was immediately apparent that there had been an error in the preparation
of the dataset. Further investigation showed that the non-veterans had inadvertently
been selected with an additional criterion of ‘Alive’, the only deaths having occurred in
the period between selection of the study participants and linkage with health and vital

records events.

It was therefore necessary to re-select and re-link the data, and the opportunity was

taken to further cleanse the dataset to remove the anomalies already identified.
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2.2.9 Description of the Groups - Revised Dataset
2.2.9.1 Veterans

The revised dataset comprised 56,570 veterans, of whom 51,268 were male and 5,302
were female, with 3,556 deaths. Following a final round of data cleansing to exclude
incomplete or invalid records, or those not meeting the inclusion criteria, a total of
56,205 (99.4%) veterans was included in the analysis, of whom 50,970 (90.7%) were male
and 5,235 (9.3%) were female. There were 3,529 (6.3%) deaths in the group.

2.2.9.2 Non-Veterans

The new non-veterans group comprised 172,753 individuals of whom 152,046 were male
and 20,707 were female, with 10,952 deaths. After final data cleansing the dataset
included 172,741 non-veterans, of whom 152,038 (88.0%) were male and 20,703 (12.0%)

were female. There were 10,947 (6.3%) deaths in the group.

2.2.10 Data Format

The dataset was supplied by the Information Services Division of NHS Scotland as a
comma-delimited .csv file, which was imported into Excel® 2007 (©2006 Microsoft Corp),

saved as an .xIsx file and then imported into Stata v12.1 (©1985-2011 StataCorp).

2.2.11 Missing Data

2.2111 Regular Personnel

A search was run by NHSCR to estimate the number of veterans who were excluded from
the dataset as, although they settled in Scotland on leaving the Armed Forces, they had
not been resident in Scotland pre-service. Hence, their length of service could not be
calculated. This group comprised 2,259 people, and their inclusion would have
augmented the veteran group by an additional 4%. It is unlikely that there would be
systematic differences between their health and that of those who were in Scotland prior

to service, and it was not considered that their omission would introduce bias.



Scottish Veterans Health Study Chapter 2 - Contruction of Cohort 66

2.2.11.2 Reservists

Reserve personnel do not deregister from their NHS general practitioner on joining for
active duty, and hence do not have Armed Forces exit and entry flags on their NHS
record; therefore, they could not be separately identified in the Scottish Veterans
dataset. As a result, some reservists may have been included amongst the non-veterans;
this would have had the effect of weakening any observed differences between veterans
and non-veterans. As discussed at Section 2.2.2.3, the number of reservists included in
the non-veterans group is likely to be small?’, and since UK reservists were not normally
able to deploy operationally until 1996%, the impact of operational service* on the health

of this group is unlikely to have been an important confounder in this study.

2.2.11.3 Unregistered

Both veterans and non-veterans would have been excluded from the dataset if they had
never registered with a GP in Scotland. People who had previously been registered but
were currently unregistered would have been included but recorded at their last
registered location. NHS ‘Access Practices’ are provided in the major Scottish cities for
homeless people; since the benefits of accessing NHS services include free prescriptions,

few are likely to have never registered.

2.3 Data Analysis

2.3.1 Statistical Methods

A survival analysis (time-to-event) methodology was chosen as this allows different

lengths and periods of service to be taken into consideration, and different ages at entry

3 Prior to the passing of the Reserve Forces Act 1996 (RFA 1996), any deployment of reservists required the
signing of a Queen’s Order. The last time this was invoked, prior to the Gulf War of 2003, was for the
Korean War (1950-1953). Subsequent to the passing of RFA 1996, a Queen’s Order was only required for
compulsory mobilisation.

“4 Around 26,000 reservists have been called up for mobilisation since the start of Operation TELIC (Iraq
2003). Of these, around 10% or 2,600 are likely to have been resident in Scotland and contributed to the
non-veteran population of approximately 1.6 million (all men aged 27-67 as at 2012, plus 10% of women)
from which the 173,000 non-veterans were drawn. Thus, the expected number of deployed veterans
inadvertently included in the non-veteran dataset is around 280. Population data from the General
Register Office for Scotland (now National Records of Scotland) http://www.gro-
scotland.gov.uk/statistics/at-a-glance/annrev/2012/figures-chapter-1.html accessed 17 October 2014.
Data on reservists from Lowland Reserve Forces’ and Cadets’ Association.
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to follow-up (age at leaving the armed forces) to be accommodated. Cox proportional
hazard models were used to examine the association between veteran status and
cumulative risk of each condition in turn, using age as the time dependent variable, age at
first occurrence as the failure time, and death (if no occurrence of the specified condition)
or the end of the study as the censor time. Hazard ratios and p values were calculated
and the a priori rejection level was set at 0.05. The use of age, rather than time from
baseline, as the time-dependent variable is recommended for longitudinal studies of this
type (Korn et al. 1997, Thiébaut and Bénichou 2004). The Cox proportional hazard model
assumes that the relative hazard remains constant over time. Cox proportionality
assumptions were tested using methodology based on Schoenfeld residuals (Grambsch
and Therneau 1994), or graphically using the method described by Hess (Hess 1995).
Where non-proportionality was found, landmark analysis was used to adjust the models
for time-varying effects of covariates (Van Houwelingen 2007). Landmark analysis was
also used to manage potential confounding where conditions prevalent in young people
would have precluded military service, for example asthma. The models were run
univariately and then repeated adjusting for the potential confounding effect of socio-
economic deprivation (SIMD) quintile, as the matching by postcode sector did not
eliminate differences in socio-economic status. No adjustment was made for sex or year
of birth as these were likely to be predictive variables rather than confounders; over-
adjustment would risk masking associations of interest (Breslow 1982, Miettinen 1970).
Where clinically and epidemiologically appropriate, an assessment of risk by sex was
made and compared with male:female ratios reported in other studies, in order to
determine whether there were important differences between veterans and non-
veterans by sex. However, men and women were considered together in the overall
analyses in order to contribute to an assessment of the likely impact of military service on
health, and also a measure of need within the veterans’ community; the combined data

also provided greater statistical power.

The analyses were repeated stratifying by grouped year of birth to examine potential
birth cohort effects; by geographical region to examine potential regional variations in
selected conditions; and by length of service in categories reflecting common UK lengths
of military engagement as described in Section 3.2.2. Where clinically relevant for
conditions sharing a common aetiology (for example, all cardiovascular disease;

comprising acute myocardial infarction (AMI), stroke and peripheral arterial disease
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(PAD)), disease groups were defined and created in order to increase statistical power,
and the analyses were repeated to examine overall differences in outcomes between
veterans and non-veterans. Changing patterns of disease by year of entry to service, for
which the non-veteran comparator could not be used, were assessed using kernel density
plots to provide a comparison with the overall number of personnel recruited in each
year. Means and medians were calculated as appropriate for age at recruitment, length
of service, age at diagnosis, age at death and length of follow-up, using the mean if the
data were approximately normally distributed and the median for skewed data. Co-
morbidities were examined for selected conditions, using odds ratios to explore
differences between veterans and non-veterans. For certain conditions, including suicide,
incidence per 100,000 person-years was calculated. All-cause case-fatality was calculated
and, where appropriate, Cox proportional hazard models were used to compare the risk
of death within specified periods (30 days, one year or five years) between veterans and
non-veterans. Age at diagnosis was assumed to be normally distributed and has been
presented graphically for some diagnoses, to facilitate comparison between veterans and
non-veterans; length of follow-up after diagnosis was also assumed to be normally

distributed. All analyses were performed using Stata v12.1 (©1985-2011 StataCorp);

certain graphical material was prepared using Excel® 2007 (©2006 Microsoft Corp).

2.3.1.1 Rare Conditions

Some rare conditions are of military interest and/or importance and were included in the
list identified for study by the stakeholders. Analysis of rare conditions in a retrospective
cohort study is problematic (Ho et al. 2008) as the statistical power may be insufficient to
generate statistically significant results, but Douglas Altman’s statement that “To consider
all non-significant results as indicating no effect of importance is clearly wrong” (Altman
1980) was taken as a guiding principle. Since the Scottish Veterans study was based on a
100% sample of all veterans meeting the inclusion criteria, increasing the sample size to
increase power was not an option. Pragmatic and ad hoc analyses were therefore
performed for the rarer conditions where small numbers of cases precluded valid survival
analysis; if the results have indicated a possible difference between veterans and non-
veterans, recommendations have been made for further investigation, for example by

means of a nested case-control study.
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2.3.1.2 Healthy Worker Effect

In recognition of the complexity of the healthy worker effect in military studies, as
discussed further at Section 8.3.1.1, no attempt has been made to apply a correction for
the healthy worker effect in the analysis of data from the Scottish Veterans Health Study,

although its implications are considered in the interpretation of the data.

2.3.1.3 Unquantifiable Risk Factors

Although no data were available on risk factors such as smoking, alcohol intake, drug
misuse or combat, the possible role of these has been inferred through examination of
patterns of ill-health recognised as being associated with smoking, alcohol or drug
misuse. The potential role of smoking was explored through patterns of AMI, lung cancer,
oropharyngeal and laryngeal cancer, oesophageal cancer, COPD and peptic ulcer, whilst
alcoholic liver disease, alcohol-related death, oropharyngeal and laryngeal cancer, and
oesophageal cancer provided an indication of alcohol misuse. Drug misuse is discussed
through patterns of risk of hepatitis B and hepatitis C. Although these conditions are not
exclusively associated with smoking, alcohol and drugs respectively (with the exception of
alcoholic liver disease and alcohol-related death), the occurrence of similar patterns of
risk in two or more conditions enabled inferences to be drawn. Where feasible, the order
of analysis broadly follows descending order of attributability to these risk factors, within
the main chapter groupings. The possible role of combat exposure has been inferred from
the period of service in relation to military history, for example high-intensity operations
in Northern Ireland 1969-1972, when the majority of serving personnel were deployed

there.

2.3.2 Spatial Analysis

Spatial analysis was performed using ArcGIS v.10.1. An extract of the dataset was used to
create a personal geodatabase file (.mdb), which enabled conditions of interest to be
mapped in order to investigate geographical patterns and explore comparisons with local
incidence in the non-veteran group. Analyses were performed, where appropriate, at
postcode district level, health board level or by grouped health boards. The health board
groups were defined as: Ayrshire & Arran, Glasgow, Lanarkshire and Lothian, constituting

the predominantly urban Central Belt (South); Argyll & Clyde, Fife, Forth Valley and
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Tayside, constituting Central Belt (North) which was also mainly urban; and the more
rural Borders, Dumfries & Galloway, Grampian, Highland, Orkney, Shetland and Western
Isles health boards which together made up the Highlands, Islands and Borders group.
Maps were generated for certain conditions, showing numbers of cases at postcode
sector level, in order to highlight areas of local need and provide comparisons with non-

veterans, and examples are presented at Appendix 5.

2.4 Interpretation

2.4.1 Philosophical Principles

Although descriptive epidemiology could provide a picture of veterans’ health,
interpretation of the results was essential in order for the outcome of the study to be of

value to policy-makers and service providers.

“A theory is just a model of the universe, or just a restricted part of it, and a
set of rules that relate quantities in the model to observations that we make.
It exists only in our minds, and does not have any other reality (whatever that
might mean). A theory is a good theory if it satisfies two requirements: it
must accurately describe a large class of observations on the basis of a model
that contains only a few arbitrary elements, and it must make definite
predictions about the results of future observations.”*

As with all retrospective studies, a limiting factor was the scope of data available. The
veterans’ sample comprised 100% of those meeting the inclusion criteria, and probability
matching had ensured the best possible data linkage. Incomplete or missing data would
therefore remain incomplete; a data linkage study is inevitably constrained by the data
which were originally included in the linked dataset, almost certainly developed for a
purpose other than the study. This dictated a pragmatic study design which ‘worked
around’ the constraints of the available data, but would inevitably present challenges in

interpretation.

The theoretical framework underpinning the drawing of conclusions, making of

predictions, or construction of explanations is known as logical reasoning. The

4 Stephen Hawking, ‘A Brief History of Time’. Bantam Press, London etc. (1988)
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development of a sound interpretive model required an understanding of its principles.

There are three main models of logical reasoning; deductive, inductive and abductive.

2.4.1.1 Deductive Reasoning

Deductive reasoning starts with the assertion of a general rule and proceeds from there
to a guaranteed specific conclusion. Deductive reasoning moves from the general rule to
the specific application. If the original assertions are true, then the conclusion must also

be true. Deductive reasoning is commonly used in mathematics®.

2.4.1.2 Inductive Reasoning

Inductive reasoning begins with specific observations, and proceeds to a generalized
conclusion that is likely, but not certain, in light of evidence discovered. Inductive
reasoning moves from the specific to the general. The inductive approach leads to

hypothesis generation, and is common in scientific research®.

2.4.1.3 Abductive Reasoning

Abductive reasoning starts from an incomplete set of observations and proceeds to the
most likely explanation, the ‘inference to best explanation’ (Lipton 2003). Abductive
reasoning is particularly suitable for decision-making based on incomplete information,
for example medical diagnosis or judicial enquiry.” Importantly, abductive reasoning
allows triangulation of different perspectives in order to develop an integrated

explanation (Eastwood et al. 2014).

2.4.1.4 Developing a Logical Framework

The Scottish Veterans Health Study was a novel study; no previous retrospective cohort
study examining a wide range of health outcomes was identified which had been
conducted on a large, national cohort of veterans spanning several decades of service,
and several decades of birth dates, and was independent of length of service or

participation in any specific conflict or combat. Accordingly, it was necessary to develop a

e Adapted from ‘Deductive, Inductive and Abductive Reasoning’. Butte College Center for Academic
Success http://www.butte.edu/departments/cas/tipsheets/thinking/reasoning.html accessed 25 Jul 2014
47 |1

Ibid.

8 Ibid.
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novel methodology to interpret the results. In the absence of similar previous studies
which might have generated pre-existing general hypotheses on the health of veterans in
comparison with people who had never served, and which could be applicable to this
cohort, the deductive approach was rejected as an overall framework. The approach
selected was a combination of abductive and inductive reasoning, which allowed the
most likely conclusions to be drawn from the emerging research findings. These were
then used to generate a preliminary working hypothesis, which was further tested and
refined as the data analysis progressed to develop the final thesis statement. Where
evaluation of the emerging evidence suggested that more than one mechanism was
involved, additional hypotheses were generated, following Chamberlin’s principle of

‘multiple working hypotheses’ (Chamberlin 1890, Elliott and Brook 2007).

The development of an excessively complex model was a theoretical risk with a dataset
comprising almost 230,000 study subjects and 140 variables. From a theoretical
perspective, this would have contravened the principle of ontological parsimony, which
dictates that among competing hypotheses, the one with the fewest assumptions should
be selected® (Cleophas and Zwinderman 2013). More importantly, from a practical
perspective, it would have made it difficult to understand and act on the key drivers of
veterans’ health, thus limiting the value of the study to policy-makers and providers and,
ultimately, to the veterans themselves. Thus, the overarching aim was to develop a model

for veterans’ health which was both simple and widely generalisable.

2.5 Scheme of Presentation

2.5.1 Literature Review

The heterogeneity of veterans’ studies, the predominance of conflict-specific® studies,
and the large number of recent studies on veterans’ mental health, dictated a targeted
approach rather than a single generic literature review. Accordingly, a brief review of the
literature relevant to the general background has been given in Chapter 1, with
supplementary material in Appendices 1 to 3, and a series of focussed reviews of the

relevant literature is presented as part of the Introduction, Discussion or Commentary for

49 Also known as lex parsimoniae or Occam’s Razor, after the philosopher and theologian William of
Ockham (c.1287-1347)

%0 As described at Section 1.6
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each condition discussed in Chapters 4-7. Studies were selected for inclusion on the basis
of their relevance to the issue under discussion, using appropriate search strategies
followed by review of the abstracts and, where indicated, reading of the full papers.
Where a consensus between authors was clear, only one or more representative papers
were selected; where there was lack of consensus amongst researchers, an adequate
number of references was included to reflect the competing views. Recent publications
were chosen where available and relevant; review papers and meta-analyses were cited if

available.

2.5.2 Results

A systematic approach was taken whereby ‘core’ analyses of cumulative incidence and
Cox proportional hazard ratios, comparing veterans and non-veterans, are presented for
each diagnosis or outcome as defined at Section 2.2.3.3 and Appendix 6; overall, by sex,
by age, by birth cohort® and by length of service®>. For some rare conditions, small
numbers precluded subgroup analysis by birth cohort and/or length of service; where this
was the case, these analyses have been omitted. Where differences between veterans
and non-veterans were found in the ‘core’ analyses, additional focussed analyses such as
period of service were undertaken to clarify the findings where appropriate; these are
presented within the relevant subsection, or as an additional subsection. Geographical
distribution was examined for conditions where the number of cases was sufficient to
yield meaningful results. Age at diagnosis was compared for conditions where it was
considered important to determine whether a difference existed between veterans and
non-veterans, for example mental health and substance abuse-related conditions and
outcomes, and neurological conditions, but was omitted where it would not have added
materially to the understanding of veterans’ health. Other than as described above, the
full analysis is presented for each diagnosis or outcome deemed to be of a priori interest,
whether or not differences were found between veterans and non-veterans. It was

considered to be equally important to be able to demonstrate robustly that no difference

n 5-year groups, except for some rare conditions where 10-year groups were used. Where numbers were
sufficiently large, a combined analysis of length of service and birth cohort (in two categories, pre-1960
and 1960 onwards) was also presented in order to clarify changing patterns over time.

%2 By common lengths of military engagement, including classification as Early Service Leavers, who were
further subdivided into those who left before completing training, and those who completed training but
left before completing the minimum term of engagement. Comparison is made against all veterans.
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could be shown to exist as it was to identify differences; some conditions were widely
believed to be more prevalent in the veterans’ community but analysis of the data gave
no cause for concern, whereas the identification of unexpected differences at subgroup

level in other conditions has highlighted the need for further research.

Principal results have been presented graphically, and also in tabular form where there
were sufficient numbers of cases and where the greater degree of granularity added
clarity. Nelson-Aalen plots were used to compare cumulative hazards, thereby
demonstrating the probability of having experienced the outcome under investigation by
a given age, for both veterans and non-veterans. This was considered to be a more
appropriate form of presentation than the Kaplan-Meier plot, which shows the survivor
function and hence the likelihood of not having experienced the outcome under
investigation. All Nelson-Aalen plots showing cumulative hazards by subgroup, and forest
plots depicting hazard ratios by birth cohort®, present univariate results unless otherwise
stated or implicit from the context. For rare but potentially important conditions, where
statistical power was limited, a graphical presentation has been used to highlight
apparent differences between veterans and non-veterans. Ethical issues in respect of
the presentation of small numbers have been discussed at Section 2.2.6; graphical
presentation alone was used where small numbers rendered the underlying data

potentially disclosive.

A table of, or commentary on, co-morbidities has been included for those diagnoses and
outcomes where the literature indicated that co-morbidities may have an important role,

or where there was a likelihood of shared aetiological factors.

2.5.3 Context

A study of veterans’ health would be of limited value if it did not seek to place the
findings into the wider context of military culture, ethos, operational activity or policy.
Accordingly, a broad range of sources has been used to provide this contextual

background, including legislation, military policy documents, information obtained from

>3 Error bars on forest plots are terminated with a short horizontal line; those which are unterminated have
been truncated. Owing to software limitations, it was not possible to show truncated error bars with the
convential arrowhead terminator.
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the Ministry of Defence through specific Freedom of Information (FOI)** inquiry,
published and unpublished dissertations, military historical sources and soldiers’ and
veterans’ own narrative®. These sources have been used to inform the interpretation of

the results and the implications for service delivery and military policy.

>* Freedom of Information Act 2000. Chap.36

>3 Websites run by regimental associations and veterans’ groups have provided a rich source of narrative,
providing important qualitative information on such issues as alcohol use.



Chapter 3: Cohort Description

3.1 Aim

The aim of this chapter is to describe the baseline characteristics of the cohort and to

make some preliminary observations on the patterns identified.

3.2 Veterans and Non-Veterans

3.2.1 Demographic Information

After data cleansing as described at Sections 2.2.8 and 2.2.9, the cohort comprised
228,946 people; 56,205 veterans and a comparison group of 172,741 people with no
record of military service, matched for age, sex and last recorded postcode sector of

residence. The main characteristics of the cohort are summarised at Table 3-1.

People with birth dates between 1 January 1945 and 31 December 1985 met the inclusion
criteria for date of birth, and were thus aged between 27 and 67 years of age at the end
of follow-up on 31 December 2012. The rationale for selection of this date range has
been described at Sections 2.2.2.1 and 2.2.2.2. The composition of the study population
stratified by birth cohort in 5-year bands is shown at Table 3-1. The smaller size of the
later birth cohorts is a consequence both of the downsizing of the Armed Forces
(Appendix 2, Section A2.1.1) and of more recently-joined personnel who are still serving.
The smaller number of women than men reflects the gender balance of the Armed

Forces.
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Table 3-1 — Demographic characteristics of the cohort

Chapter 3 - Cohort Description

Veterans Non-veterans
56,205 172,741
n (%) n (%)
Sex
Male 50,970 (90.7) 152,038 (88.0)
Female 5,235 (9.3) 20,703 (12.0)

Year of Birth

1945-1949 8,194 (14.6) 24,867 (14.4)
1950-1954 10,052 (17.9) 28,856 (16.7)
1955-1959 11,463 (20.4) 32,706 (18.9)
1960-1964 10,392 (18.5) 31,651 (18.3)
1965-1969 8,764(15.6) 28,138 (16.3)
1970-1974 4,684 (8.3) 16,110 (9.3)
1974-1979 1,404 (2.5) 5,459 (3.2)

1980-1985 1,252 (2.2) 4,954 (2.9)

Vital Status’®

Alive or undetermined”’

52,676 (93.7)

161,794 (93.7)

Dead 3,529 (6.3) 10,947 (6.3)
SIMD quintile

1 (most deprived) 11,880 (21.3) 34,116 (19.8)

2 12,228 (21.9) 35,279 (20.5)

3 11,882 (21.3) 36,454 (21.2)

4 11,373 (20.4) 36,544 (21.2)

5 (least deprived) 8,468 (15.2) 29,971 (17.4)
Early Service Leavers®®

Male 12,798 (25.1) N/A

Female 1,904 (36.4) N/A

77

3.2.2 Veterans - Length of Service

Among all veterans, the mean length of service was 8.57 years (SD 7.98). For men the

mean was 8.91 years (SD 8.13), and for women it was 5.35 years (SD 5.35). A kernel

% At the end of follow-up

>’ Deaths of individuals who have left Scotland but have a current health board cipher (ie have not
deregistered from NHS Scotland) on the NHSCR record are notified to NHSCR if they occur in England or
Wales. A current health board cipher was a requirement for inclusion in the cohort. Deaths of UK
nationals occurring overseas are only notified to NHSCR if registered with the consular authorities. Around
15,000 people within the cohort age-group per year migrate out of Scotland to an overseas destination,
equating to around 0.5% of the population; this group includes asylum seekers. Neither the number of
individuals in the cohort who subsequently moved overseas, nor the period for which they remained
overseas, can be quantified. The assumption has been made that there is no systematic difference
between veterans and non-veterans in this respect, and that the number who died elsewhere, and were
not notified to NHSCR, is unlikely to exceed 0.5% of deaths each year. [Based on information from NHSCR,
and statistical data on migrations from NRS]

%8 As defined at Section 2.2.3.2
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density plot (Figure 3-1) showed the length of service data to be highly skewed, with the
majority of personnel serving for only a short time and a much smaller number going on
to complete long service. Therefore, the median is a more appropriate statistic than the
mean, notwithstanding that mean length of service is more often quoted in reports®.
The median length of service was 6.25 years (IQR 2.17-12.24 years) overall. The median
lengths of service by sex were 6.50 years (IQR 2.42-12.83 years) for men and 3.92 years
(IQR 1.34-7.50 years) for women. In some of the Discussion sections, it has been

necessary to use the mean, even where the median would have been more appropriate,

for comparability with published studies.

Density

. H H H , B . H ,
0 10 20 30 40 50
Length of service (years)

Figure 3-1 - Kernel density plot of length of service
Reference lines at 1, 3, 6, 12 and 22 years

Subgroup analysis by length of service was generally based on one of two classifications: a
breakdown by the most common lengths of engagement, in 8 categories®, and a
simplified subdivision into four categories: two categories of Early Service Leaver®' (ESL)

and two categories of veterans who served for at least the minimum engagement,

For example, the study conducted on behalf of the Royal British Legion. Compass Partnership (2014) A UK
Household Survey of the Ex-Service Community, London: Royal British Legion.

60 Early Service Leavers still in training and trained; the Manning Control Points at 3, 6 and 12 years; and the
"full career’ point of 22 years; with a subdivision of the long 13-22 year period into two categories 13-16
years and 17-22 years; with a further category for all those serving in excess of 22 years

%" The term is defined by the Ministry of Defence. ‘Early Service Leavers. Guidance Notes for Resettlement
Staff’. JSP 575. Ministry of Defence (2010) (issue 4).
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broadly corresponding to highest rank achieved® and to level of seniority and job

responsibility.

Although no data were available on rank, there is an association between rank and length
of service which is discussed more fully in Appendix 3, Sections A3.3.2 and A3.3.3. The
assumption was made that the majority of people leaving after 3 years’ service or less
would not have progressed beyond their rank on entry. The 12-year point represents a
career landmark; the majority of those leaving after 12 years’ service or less would not
have progressed beyond the rank of corporal or equivalent (NATO rank OR4) whilst that
those leaving after more than 12 years are likely to have reached senior NCO or warrant
rank (NATO rank OR5 to OR9) or to have been officers®®. Those who leave after less than
12 years include officers on short service commissions; they could not be separately

identified®.

While the division into 8 categories facilitated the most precise assessment of the impact
of length of service on health, it was only useful in the analysis of common conditions,
where there were large numbers in the subgroups. For less common conditions it was
necessary to use a simplified four-category breakdown in order to give adequate
statistical power in the subgroups. For graphical presentations of the effect of length of
service, only the four-category division was used, as the use of 8 categories resulted in
excessively detailed graphs which lacked visual clarity. Nelson-Aalen cumulative hazard
plots were used to show overall risk in specific conditions compared with all non-
veterans, stratifying the veterans by; ESL status in two groups (discharged during training
or completed training but discharged before completing initial engagement); completion
of 4-12 years service; and over 12 years service. A third, binary categorisation of the
veterans, either into ESL/non-ESL or stratified at the 12-year point, was employed in

selected analyses, where it would add clarity.

82 private soldier and equivalent for ESL, up to corporal and equivalent (junior management) for 4 to 12
years’ service; senior non-commissioned officer, warrant officer, field officer and above (middle to senior
management) with over 12 years’ service.

8 Asat1 April 2014, officers comprised 14.5% of the Army, 20.4% of the Naval Service and 22.3% of the
Royal Air Force. Source: UK Armed Forces Annual Personnel Report. Ministry of Defence (2014).

% The long-term health outcomes of the officers included in this subgroup are likely to be better than those
of the non-commissioned ranks. Ismail, K., Blatchley, N., Hotopf, M., Hull, L., Palmer, I., Unwin, C., David,
A. and Wessely, S. (2000) 'Occupational risk factors for ill health in Gulf veterans of the United Kingdom',
Journal of Epidemiology and Community Health, 54(11), 834-838. The effect would be to reduce the
differences between veterans and non-veterans in this subgroup.
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Table 3-2 and Table 3-3 show the number of veterans, overall and by socio-economic

status, in each of the leaver categories in 8 and four groups respectively.

Table 3-2 - Veterans by length of service, in 8 categorie

SIMD 1

n(%)
(most
deprived)

SIMD 2
n(%)

Veterans

n=56,205 (100%)

SIMD 3
n(%)

s, and socio-economic status

SIMD 4
n(%)

SIMD 5
n(%)
(least

deprived)

Basic training 1,433 (2.5) 1,367 (2.4) 1,147 (2.0) 1,080 (1.9) 796 (1.4) 5,823 (10.4)
Up to 3 years®” 3,119 (5.5) 2,877 (5.1) 2,405 (4.3) 2,046 (3.6) 1,509 (2.7) 11,956 (21.3)
4-6 years 2,499 (4.4) 2,494 (4.4) 2,214 (3.9) 2,096 (3.7) 1,507 (2.7) 10,810 (19.2)
7-9 years 1,570 (2.8) 1,677 (3.0) 1,606 (2.9) 1,535 (2.7) 1,148 (2.0) 7,536 (13.4)
10-12 years 1,082 (1.9) 1,197 (2.1) 1,234 (2.2) 1,226 (2.2) 908 (1.6) 5,647 (10.0)
13-16 years 865 (1.5) 933 (1.7) 1,010 (1.8) 962 (1.7) 636 (1.1) 4,406 (7.8)
17-22 years 636 (1.1) 767 (1.4) 977 (1.7) 966 (1.7) 761 (1.4) 4,107 (7.3)
>22 years 569 (1.0) 810 (1.4) 1,173 (2.1) 1,358 (2.4) 1,086 (1.9) 4,996 (8.9)
Total 11,773(20.9) 12,122 (21.6) 11,766 (20.9) 11,269 (20.0) 8,351 (14.9) 55,28616
(98.4)

Table 3-3 - Veterans by length of service, in 4 categorie

SIMD 1

n(%)
(most
deprived)

SIMD 2
n(%)

Veterans

n=56,205 (100%)

SIMD 3
n(%)

s, and socio-economic status

SIMD 5
n(%)
(least

deprived)

Basic training 1,433 (2.5) 1,367 (2.4) 1,147 (2.0) 1,080 (1.9) 796 (1.4) 5,823 (10.4)

Less than init. 2,323 (4.1) 2,125(3.8) 1,759 (3.1) 1,494 (2.7) 1,093 (1.9) 8,794 (15.6)

engagement65

4-12 years 5,151 (9.2) 5,368(9.6) 5,054 (9.0) 4,857 (8.6) 3,563 (6.3) 23,993 (42.7)

>12 years 2,177 (3.9) 2,616 (4.7) 3,276 (5.8) 3,390 (6.0)) 2,600 (4.6) 14,059 (25.0)

Total 11,084 (19.7) 11,476 (20.4) 11,236(20.0) 10,821 (19.3) 8,052 (14.3) 52,669
(93.7)%

6 Excluding those who left in basic training

% Some data on socio-economic status were missing. Percentages are based on the entire dataset

% The smaller number of veterans in Table 3-3, compared with Table 3-2, reflects the omission of those
with between 2.5 and 3.5 years’ service, whose status as Early Service Leavers is uncertain owing to
changes in the length of minimum engagement over time and between Services.
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The positive association between ESL and poorer socio-economic status (p<0.001) was
consistent with earlier studies (Buckman et al. 2013). However, whilst there was an
overall gradient of higher socio-economic status with longer service, the data highlighted
that long service was not necessarily associated with higher status and there was a small,
but perhaps vulnerable, subgroup of veterans (1-2%) who, having completed a long

career in uniform, were living in deprived circumstances (SIMD 1) post-service.

Because of the changes in length of minimum term of service, as described at Appendix 3,
Section A3.3.3, for the avoidance of doubt a cut-off of 2.5 years was applied to analyses
of health effects in ESL. This cut-off has always represented departure prior to
completing the minimum term for the purposes of the study, although inevitably it results
in the exclusion from some analyses of an ‘indeterminate’ group whose ESL/full
engagement status could not be identified with confidence (3,182 people, 5.7% of
veterans). It is likely that their health outcomes were intermediate between the ‘trained’
category of ESL and the group of non-ESL with the shortest service. The ‘indeterminate’
group was not excluded from any analyses other than those requiring classification by ESL
status. Similarly, although there is (and historically has been) much variation in the
duration of initial training, it was pragmatically defined as 0.4 years for the purposes of

data analysis; this was considered to be a reasonably representative period.

Among the ESL as defined in the Scottish Veterans study®®, 12,798 were men (25.1% of all
male veterans) whilst 1,904 were women (36.4% of all female veterans), an unadjusted
odds ratio of 1.45, 95% Cl 1.39-1.51 for women. This accords with Buckman et al.’s
finding that women were more likely to be ESL than men, unadjusted odds ratio (OR)
2.22,95% Cl 1.20-4.09 (Buckman et al. 2013); a possible explanation for this will be

presented in Section 5.37.3.

3.2.3 Veterans - Age at Entry and Discharge

Analysis of age at entry and discharge, by length of service, showed an inverse association
between age at recruitment and length of service. The median age at recruitment was
highest for Early Service Leavers who did not complete initial training, and lowest for the

veterans who had the longest service (Table 3-4).

68 i.e. served for less than 2.5 years
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Table 3-4 - Median age at entry and discharge, by length  of service in 4 categories

Length of Median age Median age
Service at entry at discharge
(years) (years)
All veterans 18.1 16.8-20.4 26.0 21.6-32.4
Basic training 19.5 17.4-24.0 19.6 17.6-24.1
Trained ESL 18.0 16.7-20.4 19.3 17.9-21.7
4-12 years 18.1 16.9-20.1 25.9 23.4-28.6
>12 years 17.6 16.6-19.6 39.9 33.7-42.0

The inverse association between age at recruitment and duration of service was
unexpected. It is plausible that those older recruits who became ESL had joined the
Services after a period of unemployment; their poor pre-service employment record may
have been a risk factor for failure to complete training or minimum engagement, as well
as contributing to their later risk of ill-health (Hammarstréom and Janlert 2002). By
contrast, those who were youngest at recruitment may have been more likely to have
joined one of the junior entrant schemes (junior leader, apprentice or equivalent) as
school leavers at age 15%, 16 or 17 years. Initial training at one of the junior entrant
units’ is recognised by the Army as a fast track pathway to promotion”'; this appears
borne out by the finding of a positive association between longer service’ and younger
age at entry in the Scottish Veterans data, as are the benefits of progressing directly from
school into further education and then full employment. Notwithstanding, there is
pressure on the UK Government to phase out recruitment of minors (under 18 years of

age) as part of a growing wave of international concern about ‘child soldiers’”>.

3.2.4 Veterans and Non-Veterans - Geographical Distribution

Scotland is divided geographically into the generally urban Central Belt region,
characterised by the major conurbations of Glasgow and Edinburgh and linked by the M8

motorway corridor, and the more rural Highlands, Islands and Borders. For the purposes

% Prior to the raising of the UK school leaving age from 15 to 16 years in 1972.
™ For the Army, now termed Army Foundation Colleges; the terminology has changed over time.

m ‘Army Colleges for School-Leavers aged 16 to 17’. Army Recruiting Group, Ministry of Defence (2010).
p.10.

2 Generally associated with higher rank

73 “The recruitment of under 18s into the UK Armed Forces’. ForcesWatch briefing paper
http://www.parliament.uk/documents/joint-committees/human-
rights/Briefing from Forces Watch age of recruitment.pdf accessed 10 December 2014
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of this study, the Central Belt was further subdivided into north™ and south” regions,
based on Health Board regions as described at Section 2.3.2. The majority of the cohort
lived in the Central Belt region, whilst approximately 25% of the cohort lived in the
Highlands, Islands and Borders regions. Details of area of residence and regional Health

Board for veterans and non-veterans are shown at Table 3-5.

Table 3-5 - Geographical characteristics of the cohort

Veterans Non-veterans
56,205 172,741
n (%) n (%)
Region
Borders 2,777 (4.9) 9,184 (5.3)
Central Belt (South) 22,026 (39.2) 71,579 (41.4)
Central Belt (North) 19,738 (35.1) 57,872 (33.5)
Highlands 10,884 (19.4) 32,073 (18.6)
Islands 573 (1.0) 2,012 (1.2)
Not recorded 207 (0.4) 21 (<0.1)
Health Board
Lothian 8,052 (14.3) 25,746 (14.9)
Grampian 7,740 (13.8) 22,232 (12.9)
Fife 6,469 (11.5) 17,338 (10.0)
Tayside 5,445 (9.7) 16,233 (9.4)
Glasgow 5,313 (9.5) 18,185 (10.5)
Argyll & Clyde 4,585 (8.2) 14,092 (8.2)
Lanarkshire 4,534 (8.1) 14,661 (8.5)
Ayrshire & Arran 4,127 (7.3) 12,987 (7.5)
Forth Valley 3,239 (5.8) 10,209 (5.9)
Highland 3,144 (5.6) 9,841 (5.7)
Dumfries & Galloway 1,691 (3.0) 5,533 (3.2)
Borders 1,086 (1.9) 3,651 (2.1)
Western Isles 256 (0.5) 881 (0.5)
Orkney 159 (0.3) 572 (0.3)
Shetland 158 (0.3) 559 (0.3)
Not recorded 207 (0.4) 21 (<0.1)

The availability of the postcode district for each individual enabled the location of

veterans to be mapped, as described at Section 2.3.2. The initial mapping was

7 Corresponding to Argyll & Clyde, Fife, Tayside and Forth Valley Health Board regions

75Corresponding to Ayrshire & Arran, Glasgow, Lanarkshire and Lothian Health Board regions
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undertaken as part of the pilot study and has already established its value as an aid to

needs assessment’®, as discussed at Appendix 3, Section A3.4.3.
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Figure 3-2 - Locations of veterans and main military bases
(red — Army, dark blue — Naval Service, light blue — Royal Air Force)

Figure 3-2, showing absolute numbers, demonstrates that veterans tended to be

clustered around the main military bases and the nearest major towns and cities. The

84

Scottish Veterans dataset has also facilitated the creation of more detailed maps showing

the location of veterans with specific conditions; examples are included at Appendix 5. As

76 “New map to help services for veterans”. Service Personnel and Veterans Agency, 27 October 2011.
http://servicepersonnelandveteransagency.blogspot.co.uk/2011/10/new-map-to-help-services-to-

veterans.html accessed 9 December 2014.
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the maps are postcode-based, care must be taken that the modifiable areal unit problem
(Paez and Scott 2005) does not lead to inappropriate conclusions being drawn. The
modifiable areal unit problem is a source of bias which results from the effect of using
zones of differing sizes (postcode boundaries) and population densities. For example, the
large, sparsely-populated IV36 (Forres and Kinloss) postcode district has the appearance
of representing a larger group of veterans than the geographically smaller but more
densely populated EH54 (Livingston) district, although it has 644 veterans, similar to the

652 veterans resident in EH54.

3.3 Mortality

Since the age of the cohort ranged from 27 to 67 years at the end of follow-up, most
deaths represented premature mortality. By the end of follow-up, 3,529 (6.28%) veterans
had died, compared with 10,947 (6.32%) non-veterans. The Cox proportional hazard
model demonstrated that the difference in all-cause mortality was not statistically
significant, either unadjusted (HR 1.02, 95% Cl 0.98-1.06, p=0.387) or after adjusting for
deprivation (HR 0.97, 95% Cl 0.93-1.01, p=0.097). The mean age at death was 51.9 years
(SE 0.14) for veterans and 49.9 years (SE 0.09) for non-veterans, and one-way ANOVA
demonstrated the difference to be statistically significant, p<0.001. Analysis of specific

causes of death will be presented in subsequent chapters.

3.4 Commentary

The Scottish Veterans Health Study cohort was broadly comparable with the veteran
population described in the 2014 study carried out for the Royal British Legion”’, albeit
that the latter covered a wider range of ages and periods of service. Less than 3 years’
service was reported in 37% of the RBL veterans, compared with 31.5% of the Scottish
veterans; it is likely that the difference arose from a greater percentage of the RBL cohort,
which included older veterans, having served at a time when the minimum engagement
was only 3 years. This would also have had the effect of reducing the mean length of
service, 7 years in the RBL study compared with 8.6 years in the Scottish Veterans study.

Women made up 11.2% of the RBL veterans, compared with 9.3% of the Scottish

7 Compass Partnership (2014) A UK Household Survey of the Ex-Service Community, London: Royal British
Legion.
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Veterans group and 12% of the non-veteran comparison group’®. Comparison based on
socio-economic status was not possible as the classification used in the RBL study” could

not be mapped to SIMD categories.

78 The difference in the percentage of women between the veterans and the matched non-veterans group
in the Scottish Veterans Health Study cohort arises from differences in the number of duplicate individuals
(later eliminated) who were selected by the automated matching process

" For example, Category E in the RBL study was applied to any household where the chief income earner
was entirely dependent on state benefits (including State Pension), unemployed for more than 6 months
or a casual worker with no regular income.



Chapter 4: Cardiovascular Disease

4.1 Introduction

The term ‘cardiovascular disease’ encompasses a group of diseases including coronary
heart disease (CHD), stroke (Yusuf et al. 2001) and PAD (Diehm et al. 2004, Bakhai 2004).
It is a major cause of morbidity and mortality in developed nations (Yusuf et al. 2001).
The terms CHD, ischaemic heart disease (IHD), coronary artery disease and, especially in
older publications, arteriosclerotic or atherosclerotic heart disease, are used
interchangeably; where possible, in citing published works, the authors’ original
terminology has been retained. IHD is the leading cause of mortality worldwide,
accounting for 12.9% of all deaths in 2011 (World Health Organisation 2013), and it has
been estimated that 7 million people suffer an AMI each year (White and Chew 2008).
Risk factors encompass genetic, environmental and lifestyle factors including family
history, tobacco smoking, alcohol misuse, physical inactivity, obesity, type 2 diabetes and
hypertension (O'Donnell and Elosua 2008). The role of stress is less clearcut (Steptoe et
al. 1996) but it is widely believed to be a risk factor. A positive association between all
major mental health disorders and cardiovascular disease is well documented (Keyes

2004, Osborn and Levy 2007).

4.2 Aim

The aim of this chapter is to explore the risk of cardiovascular disease (as measured by
AMI, stroke and PAD), separately and overall, in veterans compared to people with no
record of service, in order to examine patterns of risk in specific subgroups, to identify

trends over time, and to postulate reasons for any differences identified.

4.3 Overview

The Scottish Veterans Health Study examined cardiovascular morbidity and mortality in a
large, national cohort of veterans spanning over 50 years of service and 30 years of
follow-up, as described in Chapter 3. Records were available for hospitalisation and death

for three major cardiovascular diagnoses; AMI, stroke, and PAD.
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4.4 Military Cardiovascular Risk

Military personnel present a mixed picture for cardiovascular risk (Bergman et al. 2014b);
they generally benefit from a higher level of physical activity during service (although this
varies with trade or occupational group), but are known to have a higher prevalence of
smoking than their civilian peers (Brown 2010) although the difference has changed over
time (Lewthwaite and Graham 1992). Paradoxically, military personnel and veterans
have been shown to be more likely to exhibit unfavourable health behaviours than those
who have never served (Hoerster et al. 2012). Diet during service is likely to have been
relatively high in energy, in accordance with the needs and choices of a predominantly
young, physically active population (Andersen et al. 1995, Edholm et al. 1970), especially
for earlier generations of veterans, but diet post-service may be influenced more by
family and societal norms. In-service nutrition, and research on the prevalence of
obesity in serving personnel and veterans, are discussed in more detail in Appendix 3, and
the use of tobacco in the Armed Forces is explored in Appendix 4. Achieving health
behaviour change in young people presents challenges (Gibbons and Gerrard 1995),
especially in military personnel who are known to exhibit higher levels of risk-taking
behaviour (Verrall 2011). Nonetheless, physical exercise and obesity avoidance are in
keeping with the military ethos (Crowdy 1987). Risk factors such as type 2 diabetes or
severe hypertension are unlikely to affect serving personnel to any large extent, as they
are likely to lead to medical discharge, but they will contribute to risk in the veteran
population, as will cases developing after leaving service. No studies have been identified

which examine their prevalence in UK veterans.

A review of cardiovascular risk factors in US military personnel examined known risk
factors in relation to the serving population, and cited a number of studies reporting an
association between war-related stressors and acute cardiac events, whilst noting
significant gaps in the literature on cardiovascular risk assessment in military personnel
(McGraw et al. 2007). As early as 1990, Blanchard predicted a “wave of cardiovascular
and other diseases” as the Vietnam-era cohort ages (Blanchard 1990), predominantly in
relation to the well-documented association between post-traumatic stress disorder and
cardiovascular disease (Bedi and Arora 2007, Coughlin 2011). Long-term follow-up has
indeed indicated higher cardiovascular mortality among Vietnam veterans with PTSD, HR

1.7, p=0.034 (Boscarino 2006), although perhaps at a lower level than was anticipated by
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Blanchard (Blanchard 1990). Traumatic lower limb amputation is a risk factor for IHD; in a
major study of US veterans of World War 2 followed up for 31 years, there was a relative
risk for cardiovascular mortality of 1.58, p<0.001 for unilateral above-knee amputation
and 4.00, p<0.01, for bilateral above-knee amputation, compared with controls with
disfigurement only (Hrubec and Ryder 1980). A review by Naschitz and Lenger found the
increased risk to be consistent across a number of studies, and in addition an increased
risk of abdominal aortic aneurysm has been demonstrated. Both haemodynamic changes
and altered lifestyle have been postulated as explanatory factors (Naschitz and Lenger

2008).

Other than the studies that have been published on cardiovascular outcomes in military
veterans who have taken part in specific conflicts or who have been exposed to
hazardous agents (Boscarino 2008, Kang and Bullman 2009) or undergone amputation
(Hrubec and Ryder 1980), there is a paucity of studies examining long-term cardiovascular
outcomes in a general population of veterans to assess the net effect of all aspects of
military service. In one of the few such studies identified, Brown reported an age-
adjusted prevalence of self-declared CHD of 6.5% in US male veterans compared with
5.5% in male non-veterans, with comparative rates for females of 4.5% and 3.5%
respectively, using data from the CDC Behavioral Risk Factors Surveillance Study (BRFSS)
(Brown 2010). Hoerster reported a prevalence of 20.9% for all cardiovascular disease in
male veterans, using the same dataset, compared with 6.4% for male non-veterans
(Hoerster et al. 2012). A study of long-term mortality in Australian veterans of the 1951
Korean War found increased mortality from IHD in those who had served in the Army and
Navy although not in former Air Force personnel (Harrex et al. 2003). This paucity of
research is surprising as UK studies in the early 1980s highlighted increased
cardiovascular risk amongst serving military personnel (Lynch and Oelman 1981, Lynch
1985), and it might have been expected that follow-up studies would be performed to
investigate whether they remained at risk in later life. The Scottish Veterans Health Study
therefore provided an opportunity to examine long-term cardiovascular outcomes in

veterans with a wide range of military experience.
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4.4.1 Smoking and Cardiovascular Disease

The earliest suggestion of an association between smoking and coronary artery disease
appears to have been made in 1934 when an increased incidence of coronary disease was
noted in Europe in the years following the First World War, coinciding with an increase in
smoking rates (Lakier 1992). The first major epidemiological study was published in 1958
and examined death rates in a cohort of 187,783 men followed for 44 months; a mortality
ratio of 1.68 was found for all-cause deaths in cigarette smokers compared with non-
smokers. There was a strong dose-response relationship with a ratio of 1.34 for those
smoking less than half a pack® per day, rising to 2.23 in men smoking two or more packs
per day, compared with non-smokers. A quarter of the excess deaths were due to cancer

and half the excess to coronary artery disease (Hammond and Horn 1958).

Evidence for an association between smoking and CHD continued to accrue and, by 1983,
a report by the US Surgeon General presented the results of five major cohort studies,
including the Framingham study®', which showed a risk ratio for incidence of CHD ranging
from 2.2 to 3.3 for smokers using more than one pack per day compared with light
smokers, pipe/cigar smokers and non-smokers. Epidemiological studies covering over 20
million person-years of exposure in a variety of national settings were reviewed and
showed a high degree of consistency, with smokers overall experiencing a 70% higher risk
of CHD mortality than non-smokers. The excess risk for CHD was independent of other

risk factors (Shopland 1983).

In the UK, a review of 20-year mortality in the British male physicians’ study
demonstrated a 37% higher IHD mortality in all smokers (including pipe and cigar
smokers, who may be at lower risk) than in non-smokers (Doll and Peto 1976). This high-
quality study, using a large sample (34,000) with almost complete follow-up, and
diagnoses confirmed from death certificates, also demonstrated a highly significant

gradient in IHD mortality (p<0.001) from non-smokers through light smokers to heavy

8 |n the 1950s the standard pack size was 10 cigarettes, as opposed to the modern pack which normally
contains 20 cigarettes, although the tar and nicotine content was higher. Ten cigarettes in the 1950s had
approximately the same nicotine content as 25 modern cigarettes and the same tar content as 34 modern
cigarettes [nicotine and tar data from International Smoking Statistics http://www.pnlee.co.uk/ISS.htm
accessed 18 December 2012].

8 The US Framingham study was set up in 1948 under the direction of the then National Heart Institute to
monitor the cardiovascular health of 5,209 adults who were in good health at baseline. It remains in
progress and now encompasses the children and grandchildren of the original cohort.
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smokers, with an annual mortality rate of 413 per 100,000 in non-smokers, 608 per
100,000 in people smoking less that 15 cigarettes per day and 792 in those smoking 25 or
more per day. The reduction in IHD mortality after stopping smoking was variable but the
greatest benefit was seen in the youngest ex-smokers. After 15 or more years as an ex-
smoker, the ratio of the number of observed deaths in ex-smokers to the number which
would have been expected in non-smokers was 1.3 in men aged 30-64, falling from 3.5 at
baseline in men aged 30-54 and 1.7 in men aged 55-64. The small number of study
subjects who stopped smoking before the age of 30, after smoking for an average of 7
years, showed a similar all-cause mortality rate to non-smokers. The authors
categorised the level of evidence for attributability of the observed excess IHD mortality
as “2A% — Probably wholly or partly attributable to smoking”, the uncertainty arising
largely in respect of the older age groups. A follow-up study at the 50-year point
demonstrated a gain in life expectancy of 10 years after stopping smoking at age 30 years,
reducing with age at cessation although even at age 60 years there was a gain of 3 years
of life (Doll et al. 2004). Although stopping smoking reduces cardiovascular risk, the
benefit increasing with time (Ockene and Miller 1997), levels of CRP, a marker of
inflammation known to be related to cardiovascular risk, remain strongly correlated to
pack-years smoked even in old age, irrespective of time since smoking cessation (Tracy et

al. 1997).

4.4.1.1 Environmental Tobacco Smoke

The first reports of the adverse health effects of environmental tobacco smoke (ETS)
exposure were in relation to lung cancer, and the association between ETS and IHD was
not recognised until much later. One of the earliest studies to identify an association
followed a cohort of 91,909 individuals recorded in a private census in Maryland, USA for
12 years from 1963. The study demonstrated a relative risk for deaths from
arteriosclerotic heart disease in non-smoking men with household exposure to ETS of
1.31,95% Cl 1.1-1.6, and for women, RR = 1.24, 95% Cl 1.1-1.4. Men aged 25-44 exposed
to high levels of ETS were found to be at greatest risk (RR 5.70, 95% ClI 1.5-21.4) (Helsing

82 Categorisation by levels of evidence is a fundamental tenet of evidence-based medicine. Many authors
and organisations have developed systems to categorise levels of evidence; that used by Doll and Peto is
described at Table Xl of their paper. Burns, P. B., Rohrich, R. J. and Chung, K. C. (2011) 'The levels of
evidence and their role in evidence-based medicine', Plastic and Reconstructive Surgery, 128(1), 305. Doll,
R. and Peto, R. (1976) 'Mortality in relation to smoking: 20 years' observations on male British doctors',
British Medical Journal, 2(6051), 1525-1536.
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et al. 1988). A Scottish study followed up 16,171 healthy middle-aged adults to 1982
after establishing their smoking pattern at baseline in 1972 and noted that myocardial
infarction was more common in both men and women exposed to ETS, although the
study had a number of methodological limitations including self-reporting of ETS
exposure, small numbers of incident disease and deaths, and the absence of any tests of
statistical significance from the data analysis (Gillis et al. 1984). The first UK cohort study
to use salivary cotinine as an objective measure of ETS exposure was the British Regional
Heart Study; this demonstrated an 86% fall in cotinine levels in non-smokers over 20
years, from 1978-1980 to 1998-2000. The percentage of men with a cotinine level
previously found to be associated with low cardiovascular risk rose from 27% to 83% over
the same period (Jefferis et al. 2009). A study of Norwegian Army conscripts showed that
although the prevalence of smoking was 51%, 91% were exposed to ETS in dormitories
(Schei and Sogaard 1994), suggesting that even non-smoking military personnel may have
experienced substantial exposure to tobacco from this source. There is evidence from
the EPIC® study that exposure to ETS is more harmful to former smokers than to never-
smokers (Vineis et al. 2005), which may be especially relevant to military (and, by
extension, veteran) populations where a high percentage are former smokers (Figure 8-4)

(Lodge 1991).

A meta-analysis of 19 studies examining the risk of IHD in never-smoking spouses of
smokers demonstrated a relative risk of 1.30, 95% Cl 1.22-1.38, p<0.001, and noted that
earlier, smaller meta-analyses had found similar results (Law et al. 1997). The excess risk
associated with inhaling ETS was approximately half the excess risk which would result
from smoking 20 cigarettes per day although the exposure® equates to only about 1% of
that experienced by a smoker. In order to try and explain this disproportionate risk, the
authors assessed possible confounders and sources of bias. They dismissed publication
bias as requiring an implausibly large number of studies, and assessed the role of diet,
body mass index, social class, blood pressure and serum cholesterol to be insufficient to
explain the findings. They examined dose-response relationships in five major studies
and concluded that although the risk of IHD increased with number of cigarettes smoked,

the relationship was non-linear and extrapolation back to zero dose did not yield a RR of

8 European Prospective Investigation into Cancer and Nutrition.

8 As measured by nicotine; may differ for other components of cigarette smoke
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1.0; the weighted average risk of smoking one cigarette per day was 1.38, 95% Cl 1.18-
1.64, p<0.001, increasing to a RR of 1.78 at 20 cigarettes per day. The authors
hypothesised that platelet aggregation would explain IHD not only in smokers but also in
those inhaling ETS, on the basis of experimental studies on platelet aggregation
demonstrating an immediate increase in risk of IHD of 43% for smoking and 34% for ETS,
close to the observed excess risk (Law et al. 1997). This was disputed by Smith and co-
workers (Smith et al. 2000) who considered that it was inconsistent with the biochemistry
and physiology of platelets. Ahijeviych and Wewers have summarised the evidence and
concluded that the mechanism is multifactorial; increased platelet aggregation plays a
part, as does reduced oxygen transport due to elevated carbon monoxide levels.
Coronary artery endothelial dysfunction has also been shown to occur following ETS
inhalation and is especially important as it is associated with an increased risk of
atherosclerosis (Ahijevych and Wewers 2003). Furthermore, ETS is predominantly
composed of sidestream tobacco smoke, which carries a higher content of volatile agents
than does the mainstream smoke inhaled by the smoker (Brunnemann et al. 1977).
Studies of biomarkers have confirmed the disproportionately higher cardiovascular risk
which arises from the inhalation of even low concentrations of ETS, compared with

actively smoking (Lu et al. 2014).

4.5 Implications for the Hypothesis

The pattern of cardiovascular disease in serving personnel during the 1960s and 1970s
(Appendix 3), and the well-documented high prevalence of military smoking during this
period (Appendix 4), suggested that an increased risk of cardiovascular disease may be
found in veterans compared with non-veterans. It was possible that this could be
mitigated by higher exercise levels in the veterans but the net effect, including the impact
of factors arising before and after service, could not be predicted.  An examination of
the risk of cardiovascular disease in veterans would inform the evolution of the

hypothesis on the net impact of military service on health.
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Results

4.6 Acute Myocardial Infarction

AMI was defined as ICD-9 code 410 or ICD-10 code 121, at any position in the record.

4.6.1 Incidence
4.6.1.1 Overall

The risk of AMI was higher among veterans than non-veterans (Figure 4-1). Over the
follow-up period of 32 years, 2,106 veterans experienced a first episode of AMI,
compared with 5,261 non-veterans, equivalent to a cumulative incidence of 3.8% and
3.1% respectively. Cox proportional hazard analysis confirmed the higher risk in veterans,
HR 1.22, 95% Cl 1.16-1.29, p<0.001 in the unadjusted model. Testing for non-
proportionality of the hazards was non-significant, p=0.211. The difference remained
after adjustment for socio-economic status (SES), adjusted HR 1.18, 95% Cl 1.12-1.24,
p<0.001. The overall mean age at first AMI was 50.5 years for both veterans and non-

veterans, SD 7.7 and 7.9 respectively.
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Figure 4-1 - Nelson-Aalen plot of AMI by veteran status

4.6.1.2 Sex

Subgroup analysis stratifying by sex showed an increased risk of AMI in men, with 2,071

(4.06%) first episodes among the male veterans compared with 5,102 (3.36%) in the male
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non-veterans, unadjusted HR 1.21, 95% Cl 1.15-1.27, p<0.001. The difference persisted
after adjusting for SES, HR 1.17, 95% Cl 1.11-1.23, p<0.001. There were only 35 (0.7%)
female veterans who experienced a first AMI compared with 159 (0.8%) female non-
veterans. This represented a non-significant reduction in risk in the veteran women, both
univariately (HR 0.90, 95% Cl 0.62-1.29, p=0.559), and following adjustment for SES (HR
0.88, 95% Cl 0.61-1.27, p=0.489).

4.6.1.3 Birth Cohort

Analysis of risk of AMI by birth cohort demonstrated an overall reducing trend over time.
There was a statistically significantly increased risk in veterans born between 1945 and
1959 in comparison with non-veterans, but no difference between veterans and non-
veterans for those born from 1960 to 1964 and a non-significantly reduced risk in those
born 1965-1985 (Figure 4-2). The birth cohort effect remained after adjusting for the

confounding effect of SES.
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Figure 4-2 - Hazard ratios for AMI by birth cohort
Veterans referent to non-veterans

Analysis by time-varying covariate using year of birth as the covariate confirmed this
trend. There was no difference in age at first AMI between the veterans and non-

veterans when stratified by birth cohort (Table 4-1).
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Table 4-1 - Mean age at first AMI, stratified by birth co  hort

Veterans Non-veterans

Birth year

Mean Mean

age age

(years) (years)
Overall 2,106 50.54 7.66 5,261 50.54 7.88
1945-1949 766 53.81 7.85 1,819 54.89 7.38
1950-1954 629 51.03 6.81 1,465 51.45 6.83
1955-1959 456 48.30 5.97 1,102 48.17 6.04
1960-1964 178 45.49 4.79 573 45.09 4.96
1965-1985 77 39.48 5.25 302 39.78 5.36

The trend demonstrated in the birth cohort analysis was further tested by plotting crude
incidence of AMI by year of birth. Figure 4-3 shows that the crude incidence was higher in
the veterans for all those born from 1945 to 1958, but veterans born from 1959 onwards

showed no difference from non-veterans.

120
100

80

Veterans
60 S

== = Non-veterans

Incidence per 1,000

40

20

Year of Birth

Figure 4-3 - Incidence of AMI by year of birth
Veterans and non-veterans

4.6.1.4 Length of Service

Analysis by length of service showed the highest risk to be in the two categories of Early

Service Leaver, whilst the risk in veterans with the longest service was similar to that of all
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non-veterans. Veterans with between 4 and 12 years’ service were at elevated risk

compared with non-veterans, but their risk was lower than for ESL (Figure 4-4).
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Figure 4-4 - Hazard ratios for AMI by length of service
All non-veterans for comparison

4.6.2 Geographical Distribution

Analysis by geographical area of residence based on Health Board regions showed the

increased risk in veterans to be consistent across all areas (Table 4-2).

Table 4-2 - Cox proportional hazard model of the associat  ion between veteran status and
risk of AMI, stratified by geographical region

Veteran Univariate Multi-variable®®
cases
n 95% ClI 95% ClI

Overall 2,106 1.22 1.16-1.29 <0.001 1.18 1.12-1.24 <0.001
Central Belt (South) 908 1.25 1.15-1.35 <0.001 1.20 1.11-1.30 <0.001
Central Belt (North) 751 1.23 1.10-1.34 <0.001 1.20 1.10-1.30 <0.001
Borders, Highland & 446 1.22 1.09-1.36 0.001 1.21 1.08-1.35 0.001
Islands

8 Adjusted for SES
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4.6.3 Case-Fatality

The mean follow-up from date of diagnosis of AMI to the date of death or the end of the
study on 31 December 2012 was 7.39 years (range 0-31.71 years) for veterans and 6.61
years (range 0-31.94 years) for non-veterans, representing 15,563 person-years of
follow-up in the veterans and 34,775 person-years in the non-veterans. There were 576
(27.4%) deaths in veterans with AMI, equating to 37.0 per 1,000 person-years, and 1,483
(28.2%) deaths in non-veterans (42.6 per 1,000 person-years).

Myocardial infarction accounted for the deaths of 386 (18.3%) veterans with a history of
AMI compared with 974 (25.8%) of the non-veterans. Veterans were at lower risk of
immediate death from the first episode of AMI (defined as date of death = date of first
AMI, and cause of death = AMI), with 292 (13.9%) experiencing a fatal outcome on the
day of the event compared with 830 (15.8%) of the non-veterans, OR = 0.89, 95% Cl 0.81-
0.99, p=0.039. Thirty day case-fatality was significantly lower among veterans, HR 0.87,
95% Cl 0.76-0.98, p=0.028 in the univariate model. One-year and five-year case-fatality
rates were also lower among veterans (Table 4-3). The differences were similar after
adjusting for deprivation. On subgroup analysis, the effect was confined to older
veterans, born prior to 1960. When analysed geographically, the lower 30-day case-
fatality in veterans was only seen in the predominantly urban Central Belt, and not in the

more rural Borders, Highlands and Islands (Table 4-4).

Table 4-3 - Cox proportional hazard model of the associat  ion between veteran status and 30-
day, one year and five year case-fatality following AMI

Univariate Multi-variable
Case-fatality 95% ClI 95% ClI
30 days 0.87 0.76-0.98 0.028 0.86 0.76-0.98 0.025
1 year 0.88 0.78-1.00 0.047 0.88 0.78-1.00 0.042

5 years 0.87 0.77-0.97 0.012 0.86 0.77-0.96 0.009
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Table 4-4 - Cox proportional hazard model of the associat  ion between veteran status and 30-
day case-fatality following AMI, overall and strati  fied by geographical region, sex and birth
year

Univariate Multi-variable
95% ClI 95% CI

Overall 0.87 0.76-0.98 0.028 0.86 0.76-0.98 0.025
Region
Central Belt (North & South) 0.84 0.72-0.97 0.015 0.84 0.72-0.97 0.015
Borders, Highland & Islands 1.07 0.81-1.43 0.621 1.06 0.80-1.41 0.680
Sex
Men 0.87 0.76-0.99  0.033 0.87 0.76-0.99 0.030
Women 0.94 0.42-2.11 0.876 0.91 0.40-2.05 0.813
Birth year
1945-1959 0.83 0.73-0.95 0.008 0.83 0.72-0.95 0.006
1960-1985 1.08 0.73-1.59 0.704 1.09 0.73-1.61 0.680
4.7 Stroke

Stroke was defined as ICD-9 code 430-432, 434 or 436, or ICD-10 code 160-164, at any

position in the record.

4.7.1 Incidence

4.7.1.1 Overall

For stroke, a landmark analysis beginning at age 40 was performed in order to minimise
confounding by acute cerebrovascular events of non-atheromatous origin in younger
people. A total of 77 veterans and 292 non-veterans experienced a cerebrovascular event
prior to age 40 years and were excluded. During the 32 year period of follow-up, 466
veterans experienced a first episode of stroke from age 40 years, compared with 1,159
non-veterans, equivalent to a cumulative incidence of 0.83% and 0.67% respectively. The
difference was statistically significant, unadjusted HR 1.21, 95% Cl 1.09-1.35, p=0.001

(Figure 4-5). Testing for non-proportionality of the hazards was non-significant, p=0.639.
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Figure 4-5 - Nelson-Aalen plot of stroke by veteran status
Landmark age 40 years

4.7.1.2 Sex

Stroke was more common in men than in women, in both veterans and non-veterans.
There were 441 (0.87%) cases in male veterans compared with 1,061 (0.70%) in male non-
veterans, a statistically significant difference, unadjusted HR 1.22, 95% Cl 1.09-1.36,
p=0.001. For women, there were 25 (0.48%) cases in veterans compared with 98 (0.47%)
cases in non-veterans. The difference in women was not significant, unadjusted HR 1.03,

95% Cl 0.67-1.60, p=0.884. The hazard ratios were similar after adjusting for deprivation.

4.7.1.3 Birth Cohort

Analysis by birth cohort showed the increased risk of stroke to be confined to veterans
born between 1945 and 1954, with the greatest increase in risk in the 1950-1954 cohort.
There was no difference in risk for veterans born between 1955 and 1964, and a non-

significant reduction in risk for veterans born after 1964 (Figure 4-6).
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Figure 4-6 - Hazard ratios for stroke by birth cohort
Veterans referent to non-veterans
Landmark age 40 years

4.7.1.4 Length of Service

All veterans except those with the longest service showed an increase in risk of stroke
compared with non-veterans, although the increase in risk was greatest in those ESL who
left prior to completion of initial training. Veterans with over 12 years’ service exhibited a

slight decrease in risk of stroke compared with non-veterans (Figure 4-7).
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Figure 4-7 — Nelson-Aalen plot of stroke by length of serv  ice
All non-veterans for comparison
Landmark age 40 years
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4.7.2 Geographical Distribution

When the data were analysed by geographical region based on Health Board boundaries,
only Argyll & Clyde (subsumed into Greater Glasgow & Clyde and Highland in 2006)
showed a statistically significant difference in veterans in the univariate Cox model, HR
1.50, 95% Cl 1.08-2.08, p=0.015. Grouping the predominantly urban Central Belt Health
Boards together showed HR 1.24, 95% Cl 1.11-1.39, p<0.001, whilst for the more rural
Highlands, Islands and Borders regions grouped together, the difference was not
statistically significant, HR 1.03, 95% Cl 0.82-1.29, p=0.796. The significance persisted,

where present, in the multi-variable model after adjusting for deprivation.

4.7.3 Case-Fatality

The mean follow-up from date of initial admission for stroke occurring after age 40 years,
to the date of death or the end of the study, was 6.16 years (range 0-24.91 years) for
veterans and 5.33 years (range 0-24.91 years) for non-veterans, representing 2,871
person-years of follow-up in the veterans and 6,177 person-years in the non-veterans.
There were 152 (32.6%) deaths in veterans who had experienced a stroke, equating to
52.95 per 1,000 person-years, and 423 (36.5%) deaths in non-veterans (68.47 per 1,000

person-years).

Thirty-day case-fatality after first episode of stroke was statistically significantly lower for
veterans, HR 0.77, 95% Cl 0.60-0.98, p=0.031. Both one-year and five-year case-fatality
were also lower, HR 0.74, 95% Cl 0.58-0.92, p=0.009 and HR 0.80, 95% Cl 0.65-0.98,
p=0.030 respectively. When stratified geographically, five-year survival was higher in the
urban Central Belt, HR 0.79, 95% Cl 0.63-1.00, p=0.051, than in the rural Highlands,
Islands and Borders, HR 0.85, 95% Cl 0.56-1.29, p=0.434, although neither achieved

significance.

4.8 Peripheral Arterial Disease

PAD was defined as ICD-9 code 443.9 or 440.2, or ICD-10 code 1702 or 173-179, at any

position in the record.
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4.8.1 Incidence

Most cases of PAD are diagnosed and managed in the community, and only the most
severe result in hospitalisation. Reasons for admission include invasive investigation,
revascularisation and amputation. Recorded cases therefore do not reflect overall
incidence or prevalence. The assumption has been made that there are no systematic
differences in completeness of ascertainment between veterans and non-veterans, and

that any differences reflect real differences in incidence or severity.

4.8.1.1 Overall

During the 32 years of follow-up, 696 veterans were hospitalised with PAD compared with
1,443 non-veterans, equivalent to a cumulative incidence of 1.24% and 0.84%
respectively. The difference in risk was statistically highly significant, unadjusted HR 1.47,
95% Cl 1.34-1.61, p<0.001 (Figure 4-8). The difference was only slightly attenuated after
adjusting for deprivation, HR 1.39, 95% Cl 1.27-1.52, p<0.001. Testing for non-

proportionality of the hazards was non-significant, p=0.734.
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Figure 4-8 - Nelson-Aalen plot of PAD by veteran status

4.8.1.2 Sex

PAD resulting in hospitalisation was more common in men than in women, in both
veterans and non-veterans. There were 675 (1.32%) cases in male veterans compared

with 1,347 (0.89%) in male non-veterans, and 21 (0.40%) in female veterans compared
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with 91 (0.46%) in non-veterans. The difference was statistically highly significant for
men, with the veterans at higher risk, unadjusted HR 1.48, 95% Cl 1.35-1.63, p<0.001 and
HR 1.40, 95%Cl 1.2-1.54, =<0.001 after adjusting for deprivation. For women, PAD was
less common in the veterans although the difference was not statistically significant,
unadjusted HR 0.89, 95% Cl 0.56-1.43, p=0.632 and HR 0.86, 95% Cl 0.53-1.38, p=0.525

after adjusting for SES.

4.8.1.3 Birth Cohort

Analysis of the risk of PAD by birth cohort showed a similar pattern to the risk of stroke,
with the highest risk relative to non-veterans in the 1950-1954 birth cohort. However the
risk was also significantly higher among veterans born 1955-1959 and non-significantly
higher in those born 1960-1964. For those born from 1965 onwards, the risk did not differ

from non-veterans (Figure 4-9).
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Figure 4-9 - Hazard ratios for PAD by birth cohort
Veterans referent to non-veterans

4.8.1.4 Length of Service

All veterans with up to 12 years’ service showed an increased risk of PAD, whilst the risk

for those with over 12 years’ service was similar to all non-veterans (Figure 4-10).
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Figure 4-10 - Hazard ratios for PAD by length of service
All non-veterans for comparison
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4.8.2 Geographical Distribution

When analysed by geographical region of residence, there was a statistically significant
increased risk in all areas except the Islands (Orkney, Shetland and the Western Isles) in
the univariate Cox model. Grouping into Central Belt and ‘all other regions combined’
showed similar hazard ratios; 1.46, 95% Cl 1.21-1.77, p<0.001 in the Central Belt and 1.47,
95% Cl 1.33-1.3, p<0.001 for all other regions. Results were similar after adjusting for SES

in the multi-variable model.

4.8.3 Case-Fatality and Co-Morbidity

The mean follow-up from date of initial admission for PAD to the date of death or the end
of the study was 6.42 years (range 0-31.29 years) for veterans and 6.04 years (range 0-
31.02 years) for non-veterans, representing 4,468 person-years of follow-up in the
veterans and 8,701 person-years in the non-veterans. There were 179 (25.7%) deaths in
veterans who had been hospitalised with PAD, equating to 40.06 per 1,000 person-years,
and 397 (27.5%) deaths in non-veterans (45.63 per 1,000 person-years).

The commonest cause of death in veterans with a history of PAD was IHD, accounting for

29 deaths (0.82% of all deaths in veterans), compared with 50 deaths (0.46% of the total)
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in non-veterans. For non-veterans, the commonest cause of death in those with a
history of PAD was lung cancer, accounting for 60 cases (0.55% of all non-veteran deaths)
compared with 27 deaths in veterans with PAD (0.77% of all veteran deaths). Ten of the
veterans and 13 of the non-veterans with PAD died of stroke. Other notable causes of
death in those with a history of PAD were oesophageal cancer (13 veterans and 35 non-
veterans), and alcoholic liver disease (5 veterans and 8 non-veterans). In comparison,
none of the veterans and only 3 non-veterans with a history of PAD died of colorectal

cancer.

4.9 All Cardiovascular Disease

4.9.1 Incidence
4.9.1.1 Overall

The three cardiovascular diagnoses (AMI, stroke, and PAD) were aggregated as ‘any
cardiovascular disease’. Only the first episode of any of the three conditions was
included, to eliminate multiple counting. Overall, 3,046 veterans experienced any
cardiovascular disease, compared with 7,360 non-veterans over the 32 year period of
follow-up, equivalent to a cumulative incidence of 5.42% and 4.26% respectively. The
difference in risk was statistically significant in both the unadjusted Cox proportion hazard
model, HR 1.23, 95% Cl 1.18-1.29, p<0.001, and after adjusting for deprivation, HR 1.19,
95% Cl 1.14-1.24, p<0.001 (Figure 4-11).
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Figure 4-11 - Nelson-Aalen plot of all cardiovascular dise  ase by veteran status
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4.9.1.2 Sex

There were 2,965 (5.81%) cases of any cardiovascular disease in male veterans compared
with 7,262 (4.78%) in male non-veterans, and 81 (1.55%) in female veterans compared
with 368 (1.78%) in non-veterans. The increase in risk was confined to men (HR 1.23, 95%
Cl 1.17-1.28, p<0.001 unadjusted and HR 1.18, 95% Cl 1.13-1.23, p<0.001 after adjusting
for deprivation); the hazard ratio for women was 0.89, 95% Cl 070-1.14, p=0.365

unadjusted, and remained non-significant, p=0.269, after adjusting for deprivation.

4.9.1.3 Birth Cohort

The analysis was repeated stratifying by birth cohort. There was a steady reduction in
risk from the 1950-1954 birth cohort onwards. The risk was statistically significantly
elevated in all pre-1960 birth cohorts, with a small peak in the 1950-1954 cohort, and
there was a non-significant reduction in risk in all birth cohorts from 1965 onwards

(Figure 4-12).
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4.9.1.4 Length of Service

Results for risk of cardiovascular disease stratified by length of service are tabulated at
Table 4-5, overall and in two birth cohorts (1945-1959 and 1960-1985), and are shown

graphically at Figure 4-13.

Table 4-5 - Cox proportional hazard model of the associat  ion between veteran status and all
cardiovascular disease (AMI, stroke and PAD), overa Il and stratified by length of service and
birth cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496

n HR 95% CI HR 95% CI HR 95% CI

Overall
Univariate 3,046 1.23 1.18-1.29 <0.001 1.28 1.22-1.34 <0.001 1.00 0.89-1.12 0.939

Multi- 3,046 1.19 1.14-1.24 <0.001 1.23 1.17-1.28 <0.001 0.99 0.88-1.11 0.894
variable

Length of service in 8 categories

Basic 409 1.49 1.35-1.65 <0.001 1.52 1.36-1.68 <0.001 1.32 1.01-1.73 0.044
training86

ESL® (0-3 740 1.42 1.31-1.53 <0.001 1.44 1.33-1.56 <0.001 1.26 1.03-1.55  0.025
years)

4-6 years 563 1.22 1.12-1.33 <0.001 1.23 1.12-1.35 <0.001 1.13 0.90-1.42 0.274
7-9 years 388 1.21 1.10-1.35 <0.001 1.27 1.14-1.42 <0.001 0.95 0.71-1.26 0.714

10-12 years 310 1.24 1.10-1.39 <0.001 133 1.17-1.50 <0.001 0.83 0.60-1.16 0.277

13-16 years 216 1.19 1.04-1.36 0.013 130 1.12-1.51 0.001 0.83 0.59-1.18 0.307

17-22 years 190 1.01 0.87-1.17 0.864 1.08 0.93-1.26 0.316 0.59 0.36-0.99 0.044

23 yrs & 224 0.82 0.72-0.95  0.007 0.88 0.76-1.01 0.074 0.31 0.15-0.65 0.002
over

Length of service in 2 categories
<12 years 2,416 1.32 1.26-1.38 <0.001 135 1.29-142 <0.001 1.12 0.99-1.26 0.075

> 12 years 630 0.98 0.90-1.07 0.693 1.05 0.97-1.15 0.237 0.60 0.46-0.79 <0.001

This clearly demonstrated the highest risk of cardiovascular disease to be in veterans who
did not complete initial training, whilst the risk in those who completed more than 12

years of service did not differ from the non-veteran population.

% Veterans who did not complete basic training, defined as serving for less than 0.4 years

¥ ESL = Early Service Leavers, who did not complete the minimum term of engagement



Scottish Veterans Health Study Chapter 4 - Cardiovascular Disease 109

0.20+
0.15+
e
©
=
5 0.104
N
©
I
0.05+
0.00+
T T T T T
0 20 40 60 80
Age (years)

Basic training Other ESL
Non-ESL 4-12 years Non-ESL over 12 years
————— Non-veterans

Figure 4-13 - Hazard ratios for cardiovascular disease by  length of service.
All non-veterans for comparison

4.9.2 Case-Fatality

The mean follow-up from date of initial admission for cardiovascular disease to the date
of death or the end of the study was 7.49 years (range 0-31.98 years) for veterans and
6.89 years (range 0-31.95 years) for non-veterans, representing 22,815 person-years of
follow-up in the veterans and 52,342 person-years in the non-veterans. There were 808
(26.5%) deaths in veterans who had been hospitalised with cardiovascular disease,
equating to 35.4 per 1,000 person-years, and 2,139 (28.0%) deaths in non-veterans with
cardiovascular disease (40.9 per 1,000 person-years). Overall, veterans who had a
diagnosis of any cardiovascular disease were at significantly lower risk of all-cause death
than non-veterans, unadjusted HR 0.91, 95% Cl 0.84-0.98, p=0.020 in the Cox
proportional hazard model. The difference remained statistically significant after

adjusting for deprivation, HR 0.90, 95% Cl 0.83-0.98, p=0.011.

4.10 Chapter Discussion

4.10.1 Main Findings

Analysis of the incidence of AMI, stroke, PAD and all cardiovascular disease combined
revealed an overall increase in risk in veterans compared with age, sex and geographically
matched non-veterans, which persisted after adjusting for SES. There was a pattern of

highest risk in the earliest birth cohorts, and in the veterans who had served for shorter
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periods, which was observed in each condition separately and in all three conditions
analysed together. The greatest increase in risk was in older veterans who had left the
Armed Forces prior to completing initial training, whilst the veterans in the most recent
birth cohorts and with the longest service demonstrated a statistically significant

reduction in overall risk (Table 4-5). This is summarised graphically at Figure 4-14 and

Figure 4-15.
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4.10.2 Interpretation

In the general population, occupational factors have been estimated to give rise to a 19%
increase in cardiovascular mortality in men, and 9% in women (Nurminen and Karjalainen
2001). Occupational risk factors for cardiovascular disease which may be relevant to
Armed Forces personnel are described at Appendix 3 and include heavy physical exertion
(especially in association with low or moderate physical fitness) (Holtermann et al. 2010),
heavy lifting (Steenland 1996), high job strain and low job control (Theorell et al. 1998),
exposure to both direct and environmental tobacco smoke (Wells 1998, Ockene and
Miller 1997), exposure to noise and extremes of temperature (Kristensen 1989), shift
work and disturbed sleep patterns (Wang et al. 2011), exposure to carbon monoxide, for
example from vehicle exhaust fumes (Koskela 1994), and psychological stress (Dimsdale
2008). Moderate physical exertion is cardio-protective, and a high level of cardio-
respiratory fitness protects against the adverse cardiovascular effects of heavy physical
exertion (Holtermann et al. 2010). The combined effect of shift work and other
cardiovascular risk factors, such as smoking, has been considered to be multiplicative

(Tenkanen et al. 1998).

Although many authors have calculated attributable fractions for the occupational risk
factors, the lack of data on occupational exposure within the Scottish Veterans Health
Study population means that it is not possible to make specific estimates of effect.
However, the pattern of risk in relation to both length and period of service provides an
indication of factors which are likely to be relevant. The risk was highest in those who did
not complete initial training, and lowest in those with the longest service. Occupational
hazards are highly unlikely to give rise to this pattern of reducing risk with longer service,
although protective factors of occupational origin could be explanatory. Pre-service
factors, together with lifestyle factors which may be modified early in the course of
service, are likely to be relevant to the increased risks seen in those with the shortest
service. The risk factor having the best fit appears to be tobacco smoking; there is
consistent evidence that military personnel smoke more than civilians, and that smoking
prevalence increases early in recruit training but decreases with rank and seniority (and
therefore by implication, with length of service) (Lodge 1991, Shahar and Carel 1991).
Furthermore, the prevalence of smoking in the Armed Forces has decreased over time

(Lewthwaite and Graham 1992), which would be consistent with the reduction in risk in
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veterans in the more recent birth cohorts. The changing pattern of military tobacco
smoking is described at Appendix 4. The small peak in risk of cardiovascular disease in
veterans with 10-12 years’ service coincides with a group of veterans of whom most are
likely to have left after reaching a rank no higher than corporal®; Lodge’s study shows
that corporals and below are the heaviest smokers (Figure 8-4), whilst those with the
longest service are generally officers, warrant officers and senior non-commissioned
officers, who are more likely to have been never-smokers or ex-smokers (Lodge 1991).
This hypothesis will be tested in subsequent chapters by examining other smoking-related

disorders in veterans, as described at Section 2.3.1.3.

Although smoking is generally regarded as a lifestyle choice, the military smoking culture
of former years meant that many people were encouraged to smoke through
comradeship and in order to enjoy the benefits of the ‘smoke break’, and even non-
smokers were exposed to environmental tobacco smoke in shared barrack-rooms.
Therefore, for military personnel, it may nonetheless be argued that there was an
‘occupational’ element to smoking. Early indications are that the more recent emphasis
on smoke-free Ministry of Defence workplaces, and the provision of smoking cessation
services to serving personnel, have been of benefit to the cardiovascular health of
veterans, as seen in the reducing cardiovascular risk in more recent birth cohorts,
although the impact of recent operations in Iraq and Afghanistan, and a reduction in
funding for military smoking cessation services (Appendix 4, Section A4.1.3), cannot yet

be determined.

The lower risk of immediate death observed in veterans may result from a postulated
persistence into civilian life of the need for military personnel to seek prompt medical
care, since serving military personnel are unable to self-certify sickness absence and must
report all ill-health to a healthcare provider. Alternatively, it may reflect residual higher
fitness levels in veterans, or a lower prevalence of co-morbidities owing to selection bias
in a group who have previously had to meet military health standards. The geographical

pattern of reduced mortality after AMI or stroke in the urban Central Belt region, but not

8 Twelve years of service represents the ‘Manning Control Point’ at which many personnel who had not
progressed beyond the rank of corporal, and who showed no potential for further promotion, were
discharged. Described in a Defence Policy news release: ‘Rebalancing Army Manpower’.
http://webarchive.nationalarchives.gov.uk/20121026065214/http://www.mod.uk/Defencelnternet/Defen
ceNews/DefencePolicyAndBusiness/RebalancingArmyManpower.htm accessed 15 Jul 2014.
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in the more rural districts, suggests that ready accessibility of healthcare is an important

factor.

4.10.3 Developing the Hypothesis

Findings from the analysis of data on cardiovascular disease established that the initial
null hypothesis did not hold true, and that there was a greater overall risk of
cardiovascular disease in veterans compared with non-veterans. The results of the
subgroup analysis also showed that shorter service was associated with higher risk,
suggesting that a lifestyle factor such as smoking may be more likely to be responsible for
the observed differences between veterans and non-veterans than an occupational
exposure. The changing pattern of risk over time closely mirrored changes in the
prevalence of military smoking (Appendix 4, Section A4.1.3). This hypothesis is further
explored in subsequent chapters through examination of the risk of other smoking-

related conditions.

4.10.4 Key Points

+* Overall, veterans had a 23% higher incidence of cardiovascular disease than non-

veterans.

+* The increased risk was observed for AMI, stroke and PAD, individually and

together, and was highest for PAD.

% The risk was only increased in male veterans.

% Veterans born 1945-1959 were at increased risk of AMI, stroke and PAD.

¢+ The increase in risk was highest for the 1950-1954 birth cohort.

“* There was no overall increase in risk of AMI, stroke or PAD for veterans born from

1960 onwards.

% Veterans who had not completed initial training had the greatest increase in risk

of cardiovascular disease overall compared with non-veterans.
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+* The risk of cardiovascular disease was reduced in the veterans who had served for

longest.

+* A higher rate of tobacco smoking in service personnel, especially in the earlier

period, is the most likely main explanatory factor.



Chapter 5: Cancer

5.1 Overview

There is a 43% lifetime risk of developing cancer in the UK (as at 2014, and excluding non-
melanoma skin cancer); the commonest cancers are breast, lung, prostate, and colorectal,
which account for over half of cancer diagnoses®. More than 60% of new cancers are
diagnosed over the age of 65%°. In 2012 over 30,000 new cases of cancer were diagnosed
in Scotland, equating to an age-standardised®' incidence of 6.26 per 1,000 (6.72 per 1,000
men (95% Cl 6.61-6.84) and 5.80 per 1,000 women (95% Cl 5.71-5.90))”2. Known risk
factors are diverse, and include chemical agents (eg tobacco smoke (Sasco et al. 2004),
benzene (Lynge et al. 1997)), physical agents (eg asbestos fibres (O'Reilly et al. 2007),
solar radiation (Ramani and Bennett 1993)), and biological agents (eg human
papillomavirus (HPV) (Clifford et al. 2003), Epstein-Barr virus (Thompson and Kurzrock
2004)), although many cases are idiopathic. Increasingly, associations with genotypes or

gene mutations are being identified (Davies et al. 2002).

In a worldwide military context, there has been widespread popular anxiety about the
carcinogenic potential of substances such as chemical warfare agents, ionising radiation
(Gardner 1988), defoliants, industrial chemicals, and the smoke from the destruction of
industry and infrastructure, to which military personnel may have been exposed in the
course of their duties®. Other militarily-relevant occupational carcinogens are described
at Section 5.4 and Appendix 3, Sections A3.3.5.7 to A3.3.5.12. Operationally-specific
follow-up studies on UK personnel have been generally reassuring, demonstrating no
increased risk either in people deployed to the Falklands or the first Gulf conflict (Defence

Statistics (Health) 2013, Defence Statistics (Health) 2014a), or in veterans of the nuclear

8 Data from Cancer Research UK http://www.cancerresearchuk.org/cancer-
info/cancerstats/incidence/risk/statistics-on-the-risk-of-developing-cancer#fsource4 accessed 17 Mar
2015. Lifetime risk projections have been calculated by the Statistical Information Team at Cancer
Research UK, based on data provided by the Wolfson Institute of Preventive Medicine, Queen Mary
University of London.

% Derived from figures provided by Cancer Research UK — Average number of new cases per year 2009-
2011 http://www.cancerresearchuk.org/cancer-info/cancerstats/incidence/age/ accessed 4 Aug 2014.

o1 Age-standardised using the 2013 European Standard Population

92 Figures from ISD Scotland http://www.isdscotland.org/Health-Topics/Cancer/Cancer-Statistics/All-Types-
of-Cancer/#all-cancer-types accessed 4 Aug 2014.

%3 For example, ‘OPERATION PURPLE HEART: Supporting US soldiers returning from lraq and Afghanistan
with cancer’. http://operationpurpleheart.blogspot.co.uk/ accessed 4 Aug 2014.
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test programmes of the 1950s and 1960s (Muirhead et al. 2003b); further studies are
described at Appendix 1, Sections A1.3.2 and A1.3.2.1. However no studies have been
identified which explore the long-term risks of cancer in a broad spectrum of UK veterans,
which would provide pointers to the overall impact of military service on health and

would facilitate understanding and mitigation of any potential health risks identified.

5.2 Aim

The aim of this chapter is to explore the risk of cancer, both overall and for a range of
specific cancers, in veterans relative to people with no record of service, to examine
patterns of risk in specific subgroups, to identify trends over time, and to postulate

reasons for any differences identified.

5.3 Hypothesis

The finding of an increased risk of cardiovascular disease in veterans, highest in those
with the shortest service, suggested that smoking was a plausible explanation. Analysis of
the data on cancer incidence allowed this hypothesis to be tested, examining lung,
oropharyngeal and laryngeal, and other smoking-related cancers. The nature of military
service also gives rise to a range of potential cancer risks, which are described in the
following sections. Since military service may involve exposure to a wide range of
carcinogens, the decision was taken to explore all major cancer sites for which routinely-
collected ISD data were available (23 cancer sites) in order to build up the broadest
possible picture. It was considered important to include cancers where numbers were
small, notwithstanding that the interpretation of the findings may be problematic, as this
group included cancers of military importance such as mesothelioma of the pleura and
malignant melanoma. It was anticipated that cancer sites where the literature suggested
that no difference should be expected or plausible, such as colorectal cancer, would act
as a control, indicating that where differences were found in other sites, they were likely

to be real.

The hypothesis to be tested was therefore that cancers associated with smoking and with
exposure to hazards likely to be encountered during military service would prove more
common in veterans and, if military service was causally associated, that longer service

would be associated with increased risk.
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5.4 Military Cancer Risks

5.4.1 Occupational Carcinogens

Some military personnel working in specialised areas may have been exposed to known
occupational carcinogens, as described in Appendices 1 and 3. The Armed Forces
implemented the Control of Substances Hazardous to Health (COSHH) Regulations 2002
and earlier legislation, but prior to 1987, military personnel were unable to take legal
action for occupational injury or ill-health,* although a War Disability Pension was
payable for injury or ill-health attributable to service, irrespective of whether it arose in
connection with hostilities. As a result, there was a tacit acceptance of hazards which
would later be deemed unacceptable. In 1987 the Crown Proceedings (Armed Forces) Act
1987% repealed Section 10 of the Crown Proceedings Act 1947%, clearing the way for
personnel to sue the Crown for illness or injury. One consequence was full compliance by
the Armed Forces with national health and safety legislation, other than in connection
with national emergency or for the purposes of any warlike operations in any part of the
world outside the United Kingdom, when the Section may be revived. The Act was not
made retrospective, so those who served prior to 1987 and may have been exposed to
occupational carcinogens such as the solvent tetrachloroethylene (Scott and Chiu 2006,
Blair et al. 1998), which were subject to greater controls in later years, had no recourse to

litigation.

5.4.2 Non-Occupational Cancer Risks

Service personnel have historically had higher rates of tobacco use than civilians, as
discussed at Section 4.4 and Appendix 4, Section A4.1.4. Tobacco smoke is a complex
mix of numerous substances known to be carcinogenic to humans, including polycyclic
aromatic hydrocarbons, N-nitrosamines and even radioactive polonium-210. Exposure to
environmental tobacco smoke also results in inhalation of harmful levels of carcinogens.

Tobacco-associated cancers include lung, oral cavity, oropharynx, nasopharynx,

%4 “Nothing done or omitted to be done by a member of the armed forces of the Crown while on duty as
such shall subject either him or the Crown to liability in tort for causing the death of another person, or for
causing personal injury to another person, in so far as the death or personal injury is due to anything
suffered by that other person while he is a member of the armed forces of the Crown etc . ..” [Crown
Proceedings Act 1947 Part | Section 10]

%1987 Chap. 25
%1947 10 & 11 Geo. 6. Chap. 44
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oesophagus, stomach, bladder, ureter, and kidney. Smoking is associated with an
increased risk of liver cancer independent of alcohol, and also increases the risk of
cervical cancer (Hecht 2006). The association between smoking and colorectal cancer is
not clear-cut. A 26-year follow-up of US veterans showed an association (Heineman et al.
1994), but Doll considered that any apparent association was likely to be due to
confounding (Doll 1996). A review paper published in 2001 concluded that there was
positive evidence of a causal association and that the difficulty in demonstrating an
association in earlier publications may have arisen because of a postulated delay of 35-40
years between onset of smoking and the emergence of an increased risk of colorectal
cancer; the effect would only be observed in studies having sufficiently long follow-up.
(Giovannucci 2001). Nonetheless, the IARC has been unable to conclude that there is a
causal association, and has stated that inadequate adjustment for confounders may

explain any observed small increase (IARC 2004).

There are dietary associations with increased cancer risk, but the relationship between
diet and cancer is complex and has not yet been fully elucidated. There are wide
geographical variations in diet (Goodwin and Brodwick 1995), as well as confounders;
furthermore, diet is not independent of other lifestyle choices such as smoking and
alcohol use (Coulson et al. 1997). Obesity also carries an increased risk of malignancy
including gastro-intestinal cancers and leukaemia (Vucenik and Stains 2012). Obesity is
less prevalent in serving UK military personnel than in the civilian community up to the
age of 35 years; thereafter the prevalence is the same (Fear et al. 2011). However, no
data are available on the prevalence of obesity in UK veterans. Heavy alcohol use is
associated with an increased risk of cancer, especially of the oropharynx/larynx and
oesophagus (Bagnardi et al. 2001); nine percent of liver cancer and 12% of colorectal
cancer is also attributable to alcohol consumption (Parkin 2011a). These risk factors will

be further addressed in the discussion of individual cancers.

Multiple sexual partners and high-risk sexual behaviours (inconsistent condom use,
exposure to commercial sex workers) have been reported to be especially common in
military populations (Malone et al. 1993, Whitehead and Carpenter 1999) and may
increase the risk of reproductive and oropharyngeal cancers through exposure to

oncogenic strains of HPV (Goyal et al. 2012, Kreimer et al. 2013).
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5.5 Healthy Worker Effect

There is controversy as to whether the ‘healthy worker effect’, whereby those in
employment enjoy better health and lower mortality than those who do not work
(Section 2.3.1.2), influences cancer incidence. Studies require a large population of
workers from a wide range of occupations in order to eliminate the confounding effect of
exposure to specific occupational carcinogens. Furthermore, the healthy worker effect
attenuates with time elapsed since first employment (Li and Sung 1999) so it is less likely
to influence conditions such as cancer which are more prevalent in later life. A
Norwegian study examined a cohort of 366,000 people followed between 1981 and 2003
and found a healthy worker effect for all cancers for male workers (SIR 0.91, 95% Cl 0.89-
0.93) but not for female workers (SIR 0.99, 95% Cl 0.95-1.03). There was a significantly
lower incidence of cancer of the head and neck, lung, prostate, kidney, bladder and
leukaemia in men and a lower incidence of lung and bladder cancer in women, but an
increased incidence of malignant melanoma in both men and women. There was an
increased risk of ovarian cancer in female workers, (SIR 1.32, 95% Cl 1.14-1.53) (Kirkeleit
et al. 2013). Conversely, a study of 1.6 million Swedish women followed up from 1971 to
1989 showed a slightly increased incidence of all cancers (SIR 1.05, 95% ClI 1.04-1.06) and
a higher incidence of lung cancer in the employed group. As in the Norwegian study,
there was an increased incidence of ovarian cancer in the working women (Gridley et al.
1999). Aspects of the applicability of the healthy worker effect to service personnel are

discussed at Section 8.3.1.1.

Results

5.6 All Cancers

A binary field in the dataset recorded the first instance of any cancer, defined as ICD-9
codes 140-209 and 230-234, and ICD-10 codes C00-C97 and DO0-D09. The in situ
neoplasms were included (D* codes and 23* codes) in order to ensure that all skin
cancers, including those of occupational origin, were captured in the overall analysis.
Since a history of childhood cancer would normally have precluded acceptance for
military service, and is unlikely to have been relevant to veterans’ health, a landmark

analysis was performed starting at age 20 years. Only 5 cancers in veterans, but 75
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cancers in non-veterans, occurred under the age of 20 years, consistent with a history of

childhood cancer acting as a bar to service.

5.6.1 Incidence

5.6.1.1 Overall

There were 3,588 cases of any cancer in veterans during the 32 year period of follow-up,
compared with 11,560 cases in non-veterans, equivalent to a cumulative incidence of
6.38% and 6.69% respectively. There was no statistically significant difference in risk
between veterans and non-veterans; the unadjusted HR for any cancer in veterans
relative to non-veterans was 0.98, 95% Cl 0.94-1.01, p=0.197 and the adjusted HR was
similar at 0.97, 95% Cl 0.94-1.01, p=0.171 (Figure 5-1).
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Figure 5-1 - Nelson-Aalen plot of all cancer, landmark age 20 years
by veteran status

5.6.1.2 Sex

When stratified by sex, there were 3,059 (6.00%) cases of any cancer in male veterans
compared with 9,212 (6.06%) in male non-veterans. For women the figures were 529
(10.11%) in veterans and 2,348 (11.34%) in non-veterans. The unadjusted Cox
proportional hazard ratio for men was 0.99, 95% Cl 0.95-1.04, p=0.775 and for women
0.98, 95% Cl 0.89-1.07, p=0.611. The hazard ratios after adjusting for deprivation were
0.99, 95% Cl 0.95-1.03, p=0.691 for men and 0.97, 5% Cl 0.88-1.07, p=0.593 for women.
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5.6.1.3 Birth Cohort

Analysis by birth cohort in 5-year groups showed that the hazard ratios were close to
unity for veterans born between 1945 and 1954, indicating that there was no difference
in risk between veterans and non-veterans. There was an overall downward trend from
the 1950-1954 birth cohort onwards, with a small, non-significant decrease in risk in
veterans born between 1955 and 1964 compared with non-veterans. The youngest
veterans, born between 1965 and 1985, had a significantly lower risk than non-veterans,
HR 0.83, 95% Cl 0.73-0.95, p=0.006 unadjusted (Figure 5-2). The decrease in risk in the
youngest veterans was similar after adjusting for deprivation, HR 0.84, 95% Cl 0.74-0.96,
p=0.008.
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Figure 5-2 - Hazard ratios for all cancer in veterans
referent to non-veterans by birth cohort

5.6.1.4 Length of Service

Analysis by length of service in veterans overall and in two birth cohorts, compared
against all non-veterans, showed no significant difference in risk of any cancer for any
length of service in either older or younger veterans, apart from a statistically significant

reduction in risk in both older and younger veterans who had served for 17-22 years”.

7 The 22-year point represents completion of a full career in the Army for those who are not commissioned
as officers. The majority of veterans who left after 17-22 years are likely to have been senior non-
commissioned officers (NCOs) (sergeants and staff-sergeants, and equivalent in the Royal Navy and Royal
Air Force) and warrant officers, in middle managerial or senior technical roles.



Scottish Veterans Health Study Chapter 5 - Cancer 122

There was a non-significant reduction in risk in veterans with over 22 years’ service. The

results are summarised at Table 5-1.

Table 5-1 - Cox proportional hazard model of the associat  ion between veteran status and
any cancer, overall and stratified by length of ser  vice and birth cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496
h HR 95% CI HR 95% CI HR 95% CI
Overall
Univariate 3,588 0.98 0.94-1.01 0.197 1.00 0.96-1.04 0.976 0.88 0.80-0.96 0.004
Multi-variable 3,588 0.97 0.94-1.01 0.171 1.00 0.96-1.04 0.873 0.88 0.81-0.97 0.006

Length of service
Basic training’® 413 0.99 0.90-1.09 0.855 1.03 0.93-1.15 0.541 0.83 0.65-1.06 0.114

EgSL (0-3 years) 820 1.04 0.96-1.11 0.331 106 0.98-1.15 0.156 0.97 0.82-1.14 0.691
4-6 years 677 0.98 0.90-1.06 0.554 099 0.91-1.08 0.886 093 0.78-1.10 0.383
7-9 years 480 1.00 0.92-1.10 0921 102 0.92-1.13 0.747 095 0.77-1.17 0.626
10-12 years 374 098 0.88-1.09 0.698 099 0.88-1.11 0.866 093 0.73-1.18 0.545
13-16 years 261 099 0.88-1.13 0918 105 0.92-1.21 0459 0.78 0.58-1.04 0.096
17-22 years 215 0.79 0.69-0.91 0.001 082 0.71-096 0.011 059 0.38-0.91 0.018
223 years 342 0.92 0.83-1.03 0.169 095 0.85-1.07 0.401 0.63 0.40-1.00 0.052

5.7 Specific Cancers

A total of 23 specific cancers were considered to be of a priori interest, including
respiratory, gastro-intestinal, reproductive, lymphohaematopoietic, intracranial, and skin
cancers, as described at Sections 2.2.3.3 and 5.4. These are summarised in order of
frequency in veterans, with crude cumulative incidences in veterans and non-veterans, at

Table 5-2.

% \Veterans who did not complete basic training, defined in this study as serving for less than 0.4 years

P EsL = Early Service Leavers, who did not complete the minimum term of engagement
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Table 5-2 - Crude cumulative incidence of specific cancer

(with ICD codes)

Chapter 5 - Cancer

ICD 9
codes

123

s in veterans and non-veterans

\EEER
n=56,205
n (%)

Non-veterans

n=172,741
n (%)

1
p value o

0

Non-melanoma skin C44 173 712 (1.27) 2344 (1.36) 0.106
Lung C33,C34 162 445 (0.79) 1106 (0.64) <0.001
Colorectal C18-C21 153-154 330 (0.59) 993 (0.57) 0.739
Oropharynx/larynx C00-C14, 140-149, 291 (0.52) 707 (0.41) <0.001
C32 161
Oesophageal C15 150 150 (0.27) 373 (0.22) 0.028
Non-Hodgkin lymphoma (age > (C82-C86 200, 202.0, 144 (0.26) 539 (0.31) 0.035
19) 202.7,202.8
Bladder c67 188 136 (0.24) 339 (0.20) 0.039
Malignant melanoma Cc43 172 134 (0.24) 476 (0.28) 0.138
Leukaemia C90-C95 203-208 125 (0.22) 373 (0.22) 0.621
Renal C64,C65 189.0,189.1 115 (0.20) 356 (0.21) 0.946
Stomach C16 151 98 (0.17) 252 (0.15) 0.133
Intracranial (age > 19) C71 191 82 (0.15) 296 (0.17) 0.196
Pancreatic C25 157 63 (0.11) 206 (0.12) 0.667
Hodgkin lymphoma (age >19) (81 201 59 (0.10) 189 (0.11) 0.980
Liver C22 155 44 (0.08) 180 (0.10) 0.088
Small intestine c17 152 17 (0.03) 63 (0.04) 0.493
Mesothelioma C38.4, 163 14 (0.02) 76 (0.04) 0.047
C45
Sex-specific cancers
Female 5,235 (100) 20,703 (100)
Breast C50 174 128 (2.54) 540 (2.61) 0.634
Ovarian C56 183 22 (0.42) 61 (0.29) 0.151
Cervical C53 180 18 (0.34) 81(0.39) 0.619
Uterine C54, C55 182 11 (0.21) 62 (0.30) 0.276
Male 50,970 (100) 152,038 (100)
Prostate Cc61 185 246 (0.48) 777 (0.51) 0.433
Testicular C62 186 156 (0.31) 510 (0.34) 0.316
Breast C50 175 4(0.01) 26 (0.02) 0.137

The commonest cancers overall in both veterans and non-veterans were the non-

melanoma skin cancers, although the incidence of breast cancer in women was higher.

Lung cancer was the commonest non-cutaneous cancer, followed by colorectal,

oropharyngeal and laryngeal, and prostate cancer in men. The specific cancers will be

explored in detail in the following sections.

100 p values for odds ratios
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5.8 Lung Cancer

Cancer of the lung was defined as ICD-9 code 162, or ICD-10 code C33 or C34, at any

position in the record.

5.8.1 Incidence
5.8.1.1 Overall

Veterans had a higher incidence of lung cancer than non-veterans. During the 32 years of
follow-up, there were 445 cases of lung cancer in veterans compared with 1,106 in non-
veterans, equivalent to a cumulative incidence of 0.79% and 0.64% respectively. Of
these, 437 (98.2%) cases in veterans and 1,076 (97.3%) cases in non-veterans occurred
over age 40 years. The difference in risk between veterans and non-veterans was highly
significant; Cox proportional hazard ratios, using a landmark age 40 years to minimise
confounding by lung tumours of non-bronchogenic origin in younger people, showed an
unadjusted hazard ratio of 1.22, 95% Cl 1.09-1.36, p=0.001. After adjusting for
deprivation, the hazard ratio was 1.16, 95% Cl 1.04-1.30, p=0.008. Testing for non-
proportionality of the hazards was non-significant, p=0.775. The Nelson-Aalen plot

demonstrates the increased risk in veterans (Figure 5-3).
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Figure 5-3 - Nelson-Aalen plot of lung cancer in veterans and non-veterans
Landmark age 40 years
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5.8.1.2 Sex
When stratified by sex, there were 408 (0.80%) cases in male veterans and 972 (0.64%)

cases in male non-veterans aged over 40 years. For women, the figures were 29 (0.55%)
and 104 (0.50%) cases for veterans and non-veterans respectively. The difference was

highly significant for men but non-significant for women (Table 5-3).

Table 5-3 - Cox proportional hazard model of the associat  ion between veteran status and
risk of lung cancer, stratified by sex

Veteran Univariate Multi-variable
cases
n 95% Cl 95% Cl
Men 408 1.23 1.09-1.38 0.001 1.17 1.04-1.31 0.008
Women 29 1.09 0.72-1.66 0.671 1.07 0.70-1.62 0.760

5.8.1.3 Birth Cohort

Stratification by birth cohort showed the increase in risk to be greatest in veterans born
between 1950 and 1954. There was an overall reducing risk from the 1950-1954 birth
cohort onwards. There was a non-significant increase for veterans born 1945-1949 and
1955-1959, and a non-significant decrease in risk in veterans born after 1960 (Figure 5-4).

The differences were similar after adjusting for deprivation.
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Figure 5-4 - Hazard ratios for lung cancer by birth cohort
Veterans referent to non-veterans
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Analysis of the incidence of lung cancer per 100,000 person-years showed a pattern of
reducing incidence in both veterans and non-veterans with successive birth cohorts.
Although the veterans started from a higher incidence, their rate fell more steeply in
those born in the early 1950s, and there was no difference in rates, compared to non-

veterans, for those born from 1965 onwards (Figure 5-5).
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Figure 5-5 - Incidence of lung cancer per 100,000 person-y ears
Veterans and non-veterans

The mean age at diagnosis of lung cancer was 54.9 years (SD 6.8) for veterans and 54.6
years (SD 7.2) for non-veterans. The kernel density plot confirmed that there was no

difference in age at diagnosis (Figure 5-6).



Scottish Veterans Health Study Chapter 5 - Cancer 127

Density

40 50 60 70
Age at diagnosis (years)

————— Non-veterans Veterans

Figure 5-6 — Kernel density plot - age at diagnosis of lun g cancer

5.8.1.4 Length of Service

Stratifying by length of service, overall and in two birth cohorts, showed a gradient of
decreasing risk with longer service, with the highest risk in those who did not complete
initial training. The increase in risk was highest for those born before 1960, whilst for
those born from 1960 onwards, there was a non-significant decrease overall. The pattern
of decreasing risk with length of service was seen across both birth cohorts, although
small numbers of cases in the post-1959 cohort gave rise to wide confidence intervals

(Table 5-4).
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Table 5-4 - Cox proportional hazard model of the associat  ion between veteran status and
lung cancer, overall and stratified by length of se rvice and birth cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496

n HR 95% ClI HR 95% ClI 95% ClI
Overall
Univariate 437 1.22 1.09-1.36 0.001 1.24 1.11-1.39 <0.001 0.78 0.44-1.35 0.361

Multi- 437 1.16 1.04-1.30 0.008 1.18 1.06-1.32 0.004 0.77 0.44-1.35 0.358
variable

Length of service in 8 categories

Basic 61 1.52 1.17-1.97 0.002 1.49 1.14-1.95 0.004 1.93 0.70-5.30 0.204
training98

ESL (0-3 109 1.46 1.19-178 <0.001 146 1.19-1.79 <0.001 1.30 0.52-3.23 0.575
years) 9

4-6 years 85 1.32 1.06-1.65 0.013 1.36 1.08-1.70 0.008 0.59 0.50-2.43 0.470
7-9 years 55 1.21 0.92-1.59 0.170 1.26 0.96-1.65 0.102 0.40 0.05-2.85 0.357
10-12 years 38 1.02 0.74-1.42 0.868 1.10 0.79-1.52 0.574 * * *

13-16 years 30 1.21 0.84-1.74 0.300 1.30 0.90-1.88 0.165 0.47 0.07-3.40 0.456

17-22 years 18 0.61 0.38-0.99 0.047 0.65 0.41-1.06 0.083 * * *

223 years 41 0.97 0.71-1.33 0.861 0.96 0.60-1.32 0.810 1.24 0.30-5.08 0.765

Length of service in 2 categories
<12 years 348 133 1.18-1.50 <0.001 1.35 1.19-1.53 <0.001 0.85 0.46-1.58 0.615

> 12 years 89 0.92 0.74-1.15 0.466 0.95 0.76-1.19 0.651 0.54 0.17-1.73  0.302

* No cases

The data were also stratified by length of service in 4 broad categories; ESL who did not
complete initial training, other ESL (completed initial training but not initial term of
engagement), individuals who served for 4-12 years, and those who served for over 12
years'”, and the results were presented graphically (Figure 5-7). This clearly
demonstrated the effect of seniority on lung cancer risk, with the highest risk in ESL.
Those who left at the most senior level had a risk slightly lower than non-veterans, whilst
those with an intermediate length of service demonstrated lower risk than the ESL, but

higher than non-veterans.

%" The placement of the boundary at 12 years is a proxy for the highest rank achieved, most people leaving

prior to 12 years reaching no higher than corporal whilst most of those who served longer will have been
senior non-commissioned officers or officers
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Figure 5-7 — Nelson Aalen plot of lung cancer by length of service
Non-veterans for comparison

5.8.2 Case-Fatality

The mean follow-up from date of initial admission for lung cancer to the date of death or
the end of the study on 31 December 2012 was 1.27 years (range 0-20.04 years) for
veterans and 1.32 years (range 0-23.09 years) for non-veterans, representing 555 person-
years of follow-up in the veterans and 1,420 person-years in the non-veterans. There
were 365 (77.2%) deaths in veterans with lung cancer, equating to 657.7 per 1,000
person-years, and 882 (82.0%) deaths in non-veterans (621.0 per 1,000 person-years).
There was no difference between veterans and non-veterans for either one-year or 5-
year case-fatality rates; HR 1.00, 95% Cl 0.74-1.37, p=0.988 at one year and 1.03, 95% ClI
0.80-1.34, p=0.796 at 5 years in the univariate model. The results were unaltered after

adjusting for deprivation.

5.8.3 Commentary
5.8.3.1 Risk Factors

The main risk factor for lung cancer is tobacco smoke. The majority of cases occur in
smokers (either current or past) but 15-20% of cases occur in non-smokers, many of
whom have been exposed to environmental tobacco smoke, although not all can be
attributed to passive smoking (Jenkins 2008a). Other risk factors include the naturally-

occurring radioactive gas radon, which is itself associated with an increased risk of lung
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cancer but acts synergistically with tobacco to increase the risk multiplicatively (Darby et
al. 2005). Inhalation of asbestos fibres also increases the risk of lung cancer, in addition
to increasing the risk of mesothelioma (Hodgson and Darnton 2000); like radon, asbestos

acts synergistically with tobacco smoke (Saracci 1977).

The pattern of highest risk in those with the shortest service, and reducing risk with
increasing length of service, is not consistent with exposure to any occupational
carcinogen, where longer exposure would be expected to give rise to increasing risk.
Instead, it points to a lifestyle risk which may be modified very early in service, but which
reduces over time in those who continue to serve'®. Tobacco is likely to be the best fit as
smoking rates are known to be higher in military personnel than civilians, to increase in
the first few weeks of service, and to reduce with longer service and higher rank, as

discussed at Section 8.3.2 and Appendix 4, Section A4.1.3.

5.8.3.2 Implications for the Hypothesis

The finding of a pattern of increased risk of lung cancer, consistent with tobacco smoking
as a possible risk factor, was concordant with the conclusion which emerged from the
analysis of cardiovascular disease (Chapter 4, Sections 4.10.2 and 4.10.3). Accordingly,
the emerging hypothesis that smoking was an important influence on the health of
veterans, and that the effect was greatest in those with the shortest service, was further

tested by examining the risk profiles for the other major smoking-related cancers.

The absence of data on the prevalence of smoking in the cohort was a limitation which
could only be fully addressed in other research; however, data from military studies from
the 1960s onwards provided a comparison between military and civilian smoking
prevalence at a time when many of the veterans were serving, as discussed at Appendix

4, Section A4.1.3.

102 Lodge’s study demonstrates that the percentages of both never-smokers and ex-smokers increases with

rank (and hence, by implication, length of service), indicating both that longer-serving people are more
likely to stop smoking and that non-smokers are more likely to have longer military careers. Lodge, L. H.
(1991) 'Tri-service Health Questionnaire - 1989', Journal of the Royal Army Medical Corps, 137(2), 80-83.
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5.9 Oropharyngeal /Laryngeal Cancer

Cancer of the oropharynx and larynx was defined as ICD-9 codes 146, 161 and ICD-10 C01,
C09, C10, C32, at any position in the record.

5.9.1 Incidence
5.9.1.1 Overall

Over the period of follow-up, there were 291 cases of oropharyngeal and laryngeal cancer
in veterans compared with 707 in non-veterans, equating to a cumulative incidence of
0.52% and 0.41% respectively. The difference was statistically significant both in the
unadjusted Cox model, HR 1.23,95% Cl 1.07-1.41, p=0.003 and after adjusting for
deprivation, HR 1.19, 95% Cl 1.04-1.37, p=0.013 (Figure 5-8). Testing for non-
proportionality of the hazards was non-significant, p=0.084. The mean age at diagnosis

was 52.7 years (SD 7.7) for veterans and 51.6 years (SD 8.0) for non-veterans.
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Figure 5-8 — Nelson-Aalen plot of oropharyngeal and laryng  eal cancer
by veteran status

5.9.1.2 Sex

The majority of cases of cancer of the oropharynx and larynx were in men, in both
veterans (98.28%) and non-veterans (96.89%). The difference in men was statistically
significant, HR 1.21, 95% Cl 1.05-1.39, p=0.007 unadjusted and 1.17, 95% Cl 1.02-1.35,

p=0.026 after adjusting for deprivation. Only 5 (1.72%) of the cases of cancer of the
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oropharynx and larynx were in women veterans. For the non-veterans, there were 22
(3.11%) cases in women. The difference between veteran and non-veteran women was
not statistically significant, HR 0.97, 95% Cl 0.36-2.56, p=0.947 in the unadjusted model.

The hazard ratio was similar after adjusting for deprivation.

5.9.1.3 Birth Cohort

The hazard ratios, for both men and women together, decreased steadily for the oldest
three birth cohorts (1945-1959 births); the risk was only statistically significantly
increased in veterans in the oldest (1945-1949) cohort. For veterans born from 1955
onwards, the hazard ratio was close to unity, indicating that there was little or no
difference in risk of oropharyngeal and laryngeal cancer between veterans and non-

veterans (Figure 5-9).
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Figure 5-9 - Hazard ratios for oropharyngeal & laryngeal ¢ ancer in veterans by birth cohort
referent to non-veterans

5.9.1.4 Length of Service

There was a complex pattern of risk of oropharyngeal and laryngeal cancer by length of
service, stratified by common lengths of engagement'® and compared against all non-
veterans, as shown at Table 5-5. There was an increased risk for all lengths of service
apart from 13-16 years and over 22 years, but this was only statistically significant for the

ESL who had completed training, and for people who had served for 10-12 years. The

1% Terms of military service
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analysis by birth cohort and length of service together was omitted; only 40 (13.75%) of
the veteran cases were born from 1960 onwards and there were insufficient numbers in
each category of length of service to yield meaningful results. The overall impact of
length of service is illustrated in the Nelson-Aalen plot at Figure 5-10, and only becomes
clear beyond the age of 60 years; the risk in veterans was increased in all those who
served for up to 12 years, but was no different from non-veterans for those with over 12
years’ service. For those with under 12 years’ service, ESL who completed basic training
but served for less than 3 years were at higher risk than those who left in basic training;
the risk in the latter was similar to those with 4-12 years service. However the lines for
these categories cross, indicating that the proportional hazards assumptions have been
violated and thus the Cox model is not strictly applicable at this level of detail (Hess
1995). Analysis in 2 broad categories of length of service, stratified at the 12-year point,
demonstrates a highly significant increase in risk of oropharyngeal and laryngeal cancer
for veterans with less than 12 years service, and no difference in risk from non-veterans

for those with longer service (Table 5-5, section 3).
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Table 5-5 - Cox proportional hazard model of the associat  ion between veteran status and
oropharyngeal and laryngeal cancer, overall and str  atified by length of service,
referent to all non-veterans

Veteran All Veterans

cases n=56,205

h HR 95% Cl
Overall
Univariate 291 1.23 1.07-1.41  0.003
Multi-variable 291 1.19 1.04-1.04 0.013

Length of service in 8 categories

Basic training™® 33 1.27 0.90-1.80 0.178
ESL” (0-3 years) 68 1.39 1.08-1.78  0.010
4-6 years 55 1.26  0.95-1.66  0.102
7-9 years 34 115  0.82-1.63  0.420
10-12 years 38 1.58  1.13-2.19  0.007
13-16 years 13 0.73 0.41-1.29 0.278
17-22 years 24 1.15 0.73-1.79 0.547
223 years 26 1.02 0.69-1.53 0.911

Length of service in 2 categories
<12 years 228 1.32 1.13-1.54 <0.001

>12 years 63 0.96 0.73-1.26  0.767

134
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Figure 5-10 — Nelson-Aalen plot of oropharyngeal and laryn  geal cancer by length of service
Non-veterans for comparison

5.9.2 Case-Fatality

The mean follow-up from date of initial admission for oropharyngeal or laryngeal cancer
to the date of death or the end of the study was 4.95 years (range 0-28.89 years) for
veterans and 5.17 years (range 0-31.49 years) for non-veterans, representing 1,440
person-years of follow-up in the veterans and 3,655 person-years in the non-veterans.
There were 113 (38.8%) deaths in veterans with cancer of the oropharynx or larynx,
equating to 78.5 per 1,000 person-years, and 284 (40.1%) deaths in non-veterans (77.7
per 1,000 person-years). The commonest cause of death, in both veterans and non-
veterans, was the oropharyngeal or laryngeal cancer itself although about 10% of deaths

were from lung cancer.

5.9.3 Commentary

The most important risk factors for oropharyngeal cancer are tobacco smoking and
alcohol. The risk associated with smoking increases with number of packs per day and
years of smoking, and a study by Blot et al. has demonstrated an OR of 3.6 (95% Cl 2.3-
5.6) after adjusting for alcohol for oropharyngeal cancer in men who have smoked for
over 40 years. The odds ratio for heavy drinking is even higher, 8.8 (95% Cl 5.4-14.3)

after adjusting for smoking for men drinking more than 30 alcoholic drinks per week, with
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beer and spirit drinkers showing a greater risk than wine drinkers. The risk for both
drinking and smoking has been shown to be multiplicative, the OR reaching 37.7 for the
heaviest drinkers and smokers (Blot et al. 1988); a similar conclusion was reached by
Tuyns et al. (Tuyns et al. 1988). The combined attributable risk for drinking and smoking
was 80% in men and 61% in women (Blot et al. 1988). Using data from the American
Cancer Society’s second ‘Cancer Prevention Study’ (CPS-11), a prospective study of
mortality in relation to smoking involving over a million adults, Parkin et al. estimated the
relative risk for male current smokers aged over 35 years to be 27.5 for cancer of the lip,
oral cavity and pharynx, and 10.5 for cancer of the larynx , and estimated 67% of
laryngeal cancers and 41% of oropharyngeal cancers to be attributable to smoking (Parkin

et al. 1994).

It is therefore likely that the data for oropharyngeal and laryngeal cancer provide an
insight into the long-term impact not only of smoking but also of alcohol use in veterans.
The finding that the rate was higher in ESL who did not complete a basic engagement
than in those who left before completing initial training, thereby differing from the
findings in respect of cardiovascular disease and lung cancer (Sections 4.10.2 and 5.8.3.1),
is consistent with partial attributability of the risk to alcohol. Heavy drinking is not
permitted during recruit training (Appendix 4, Section A4.2.3) but increases in the social
environment of the junior ranks’” mess, whilst personnel who leave close to the 12-year
point have the longest exposure to the junior ranks’ mess, having generally not
progressed beyond the rank of corporal or equivalent. The increased risk seen in the
1945-1954 birth cohorts is also consistent with the pattern of heavier smoking in these
veterans, providing further evidence supporting a pattern of smoking-related disease.
The finding that there was no increased risk in those with over 12 years’ service is
consistent with the findings for lung cancer, and also provides no evidence of long-term
alcohol-related harm in those with the longest service, notwithstanding their long
exposure to the social environment of military messes, suggesting that seniority, which is

generally associated with higher educational attainment, is protective.
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5.10 Oesophageal Cancer

Cancer of the oesophagus was defined as ICD-9 code 150 or ICD-10 code C15, at any

position in the record.

5.10.1 Incidence
5.10.1.1 Overall

There were 150 cases of oesophageal cancer in veterans compared with 373 in non-
veterans, equating to a cumulative incidence of 0.27% and 0.22% respectively. The
difference was statistically significant in the unadjusted model, HR 1.22, 95% Cl 1.01-1.47,
p=0.043 although it became non-significant after adjusting for deprivation, HR 1.19, 95%
Cl 0.99-1.44, p=0.068. Testing for non-proportionality of the hazards was non-significant,
p=0.397. The cumulative hazard plot shows that the difference was predominantly seen

in veterans over the age of 60 (Figure 5-11).
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Figure 5-11 - Nelson-Aalen plot of oesophageal cancer by v eteran status

5.10.1.2 Sex

Only 5 (3.33%) of the cases in veterans and 10 (2.68%) in non-veterans were in women.
Although the hazard ratio showed a higher risk in women veterans, the increase did not

achieve statistical significance, HR 2.01, 95% Cl 0.69-5.88, p=0.203 in the unadjusted
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model. The figures were similar after adjusting for deprivation. The mean age at
diagnosis, for men and women together, was 54.9 years (SD 6.3) for veterans and 54.1

years (SD 7.1) for non-veterans.

5.10.1.3 Birth Cohort

The risk of oesophageal cancer was only statistically significantly increased in veterans in
the 1945-1949 birth cohort, p=0.029. Thereafter, the risk declined steadily and it was

close to unity for all birth years from 1955 onwards (Figure 5-12).
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Figure 5-12 — Hazard ratios for oesophageal cancer in vete  rans by birth cohort
Veterans referent to non-veterans

5.10.1.4 Length of Service

Subgroup analysis by length of service was difficult to interpret owing to small numbers in
the subgroups, and the clearest picture was obtained when the results were presented
graphically. Analysing all age-groups together, there was little indication of a length of
service effect in veterans (Figure 5-13), but when the analysis was restricted to the
higher-risk 1945-1949 birth cohort, there was clear evidence of increased risk compared
to non-veterans for all lengths of service apart from those who left without completing
initial training; the greatest increase in risk was in ESL who had entered trained service

(Figure 5-14).
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A kernel density plot comparing cases in veterans born 1945-1949 with the total number
of veterans in that birth cohort who had served, by length of service, showed a lower

density in those with the shortest service'®; subsequently the cases broadly tracked the

1% The early peak in the ‘All veterans’ curve predominantly represents ESL who left before completing

training



Scottish Veterans Health Study Chapter 5 - Cancer 140

number of leavers, with some flattening and spreading of the 22-year peak of leavers'®

(Figure 5-15).
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Figure 5-15 - Kernel density plot of oesophageal cancer by length of service
referent to all veterans. 1945-1949 births only

5.10.2 Case-Fatality

The mean follow-up from date of first admission for oesophageal cancer to the date of
death or the end of the study on 31 December 2012 was 1.82 years (range 0-18.01 years)
for veterans and 1.76 years (range 0-25.48 years) for non-veterans, representing 272
person-years of follow-up in the veterans and 656 person-years in the non-veterans.
There were 121 (80.7%) deaths in veterans with oesophageal cancer, equating to 443.2
per 1,000 person-years, and 289 (77.4%) deaths in non-veterans (440.2 per 1,000 person-

years).

5.10.3 Commentary

The nature and epidemiology of oesophageal cancer have changed over the period
covered by this study, from a pattern dominated by squamous cell carcinoma and
strongly linked to tobacco and alcohol, to an increasing incidence of adenocarcinoma of

more uncertain aetiology, although a strong link between adenocarcinoma and obesity

105 The 22-year leavers correspond to those who have completed a ‘full career’ 22 year engagement, most
leaving as a senior non-commissioned officer or warrant officer.
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has been documented (Blot and McLaughlin 1999). With no data on histological type
available in the Scottish Veterans Health Study dataset, the scope for interpretation is
limited. However, Vaughan et al. examined risk factors for both histological types and
found that both were significantly associated with cigarettes and alcohol although the
odds ratios were very much higher for squamous cell carcinoma. A high BMI was
inversely associated with risk of squamous cell carcinoma but positively associated with
adenocarcinoma (Vaughan et al. 1995). Other studies have reported no association
between alcohol and adenocarcinoma. Helicobacter pylori may be protective against
adenocarcinoma (Holmes and Vaughan 2007); the role of H. pylori will be discussed
further in Section 5.11.4. A study in Taiwan found that duration of smoking was an
important risk factor for squamous cell carcinoma, but duration of alcohol consumption
was not. The authors found that the strongest risk factor for oesophageal cancer was

alcohol, and that there was a multiplicative effect with smoking (Lee et al. 2005).

Examining the 1945-1949 birth cohort only, the pattern of highest risk in the ESL who
completed initial training, followed by those with 4-12 years service, is consistent with
the pattern seen in oropharyngeal and laryngeal cancer, although the protection enjoyed
by those who left the services during initial training is even stronger. These results
suggest that although alcohol and smoking are relevant risk factors for oesophageal
cancer in veterans, alcohol may play a far bigger part than smoking. This is consistent
with research by Engel et al. who found a population attributable risk (PAR) of 80.2 (95%
Cl 57.6-92.4) for any alcohol consumption and 57.6 (95% Cl 32.3-79.5) for ever smoking,
for squamous cell carcinoma of the oesophagus in men (Engel et al. 2003). Since the
majority of cases of oesophageal cancer in the wider UK population occur over the age of

"% it may be too early to be certain whether the trend demonstrated in

60 years
Figure 5-12 represents a true reduction over time in the excess risk faced by veterans, or

whether it is simply a function of small numbers of cases in the younger cohorts.

106 839% of cases occur over the age of 60 years. Figures from Cancer Research UK
http://www.cancerresearchuk.org/cancer-info/cancerstats/types/oesophagus/incidence/uk-oesophageal-
cancer-incidence-statistics#By2 accessed 18 Aug 2014.
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5.11 Stomach Cancer

Cancer of the stomach was defined as ICD-9 code 151 or ICD-10 code C16, at any position

in the record.

5.11.1 Incidence
5.11.1.1 Overall

Stomach cancer was relatively infrequent, affecting 98 (0.17%) veterans and 252 (0.15%)
non-veterans over the follow-up period, a non-significant increase in risk, unadjusted HR
1.19, 95% Cl 0.94-1.51, p=0.139 and HR 1.18 (95% Cl 0.93-1.49, p=0.171) after adjusting
for deprivation. Testing for non-proportionality of the hazards was non-significant,
p=0.196. The Nelson-Aalen plot demonstrates a small increase in risk in veterans older

than mid-50 years (Figure 5-16).
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Figure 5-16 — Nelson-Aalen plot of stomach cancer by veter  an status

5.11.1.2 Sex

There were 96 (0.19%) cases in male veterans compared with 234 (0.15%) cases in male
non-veterans. For women, there were only 2 (0.04%) cases in veterans and 18 (0.09%)

cases in non-veterans.
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5.11.1.3 Birth Cohort

Only the 1950-1954 birth cohort showed a statistically significant increase in risk
compared with non-veterans. There was a non-significant increase in the 1945-1949 birth

cohort, but there was a non-significant decrease in risk for all veterans born after 1955

(Figure 5-17).
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Figure 5-17 — Hazard ratios for stomach cancer in veterans by birth cohort
Veterans referent to non-veterans

5.11.1.4 Length of Service

The number of cases was insufficient to permit valid analysis by length of service other
than in broad groups, presented graphically at Figure 5-18. This showed the highest risk
to be in ESL who had completed initial training, followed by people with 4-12 years
service. There was no increase in risk for those with over 12 years’ service, other than in
the over-60s, whilst ESL who left before completing initial training showed a similar risk to

non-veterans.



Scottish Veterans Health Study Chapter 5 - Cancer 144

0.010 -

0.008 -

0.006

0.004 -

Cumulative hazard

0.002

0.000 -

40
Age (years)

Basic training Other ESL
Non-ESL 4-12 years Non-ESL over 12 years
————— Non-veterans

Figure 5-18 — Nelson-Aalen plot of stomach cancer by lengt  h of service
Non-veterans for comparison

5.11.2 Regional Variation

Analysis by Health Board region showed a statistically significant increased risk of
stomach cancer in veterans born prior to 1955 who were resident in two contiguous
regions in the West of Scotland, Argyll & Clyde (subsumed into Highland and Greater
Glasgow & Clyde in 2006) and Glasgow. Hazard ratios were 2.97 (95% Cl 1.21-7.32,
p=0.018) for Argyll & Clyde and 2.46 (95% Cl 1.09-5.54, p=0.030) for Glasgow in the
univariate Cox model. After adjusting for deprivation, the hazard ratios were 3.00 (95% Cl
1.22-7.40, p=0.017) for Argyll & Clyde and 2.35 (95% ClI 1.04-5.30, p=0.039) for Glasgow.

There were no significant differences for any other Health Board region.

5.11.3 Case-Fatality

The mean follow-up from date of diagnosis of stomach cancer to the date of death or the
end of the study on 31 December 2012 was 1.87 years (range 0-22.04 years) for veterans
and 2.13 years (range 0-24.69 years) for non-veterans, representing 183 person-years of
follow-up in the veterans and 537 person-years in the non-veterans. There were 81
(82.7%) deaths in veterans with stomach cancer, equating to 442.0 per 1,000 person-
years, and 192 (76.2%) deaths in non-veterans (357.7 per 1,000 person-years). There was

no difference between veterans and non-veterans in case-fatality at one year, HR 0.98,
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95% Cl 0.71-1.34, p=0.866, or at 5 years, HR 1.11, 95% CI 0.86-1.45, p=0.416 in the

unadjusted Cox model. The hazard ratios were similar after adjusting for deprivation.

5.11.4 Commentary

Both the incidence and mortality of gastric cancer have been falling through the second
half of the 20" century, although this fall has been accompanied by a rise in oesophageal
adenocarcinoma, some of which may be attributed to obesity and gastro-oesophageal
reflux. Many risk factors for gastric cancer have been described although most, including
smoking and alcohol, are only weakly associated. Helicobacter pylori infection may
account for around half of cases of gastric cancer, whilst a history of gastric ulcer (with or
without surgery) is also a risk factor but is difficult to separate from H. pylori. The
declining prevalence of H. pylori infection in the developed world (Go 2002) further
hinders estimation of attribution, although the age-group in the Scottish Veterans study
who were at highest risk of stomach cancer'” are likely to have been exposed to H. pylori
in early life (Blaser et al. 1995), prior to this decline. A diet which is low in fruit and
vegetables, and a high intake of nitrates or nitrites, may also be associated with an
increased risk (Kelley and Duggan 2003). Engels et al. found a PAR of 50.8 (95% CI 34.9-
66.5) for ever-smoking in men for adenocarcinoma of the gastric cardia and 28.6 (95% Cl
12.7-52.5) for the more common non-cardia cancers. The PAR was 15.0 (95% Cl 7.0-29.2)
for BMI in the uppermost quintile, referent to the lowest quintile, for cancers of the
gastric cardia (Engel et al. 2003). With this uncertain pattern of risk, it is more difficult to
explain the pattern seen in the Scottish Veterans dataset. The slight excess risk of gastric
cancer may be explained by the small contribution of smoking to the risk of this disease,
although there was also a high prevalence of peptic ulceration in service personnel from
the Second World War through to around 1980 (Halsted and Weinberg 1946, Bergman
and Miller 2000), which is likely to have been associated with high rates of H. pylori

carriage'®, and may have contributed to a later risk of gastric cancer. There is no obvious

107 Age 55 years and older. Source: Cancer Research UK http://www.cancerresearchuk.org/about-

cancer/type/stomach-cancer/about/stomach-cancer-risks-and-causes#age accessed 24 March 2015

1% The association between H pylori and peptic ulceration was not made until 1982, and thus carriage rates

were not studied in military personnel during the period of high prevalence of peptic ulcer disease
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explanation for the regional variation, which does not appear to reflect regional variations

in the wider community'®,

5.12 Smoking-Related Cancers Excluding Lung

In order to provide a broad overview and increase the statistical power, the principal
cancers associated with smoking, excluding lung cancer, were aggregated as ‘other
smoking-related cancer’, and defined as cancer of the stomach (ICD-9 151.9, ICD-10 C16),
oesophagus (ICD-9 150, ICD-10 C15), oropharynx and larynx (ICD-9 146, 161, ICD-10 C01,
C09, C10, C32), bladder (ICD-9 188, ICD-10 C67) and kidney (ICD-9 189.0, ICD-10 C64), at
any position in the record. A new binary variable was created for any instance of these
conditions. A new date variable was created for the first instance of any of the specified
diagnoses; all subsequent records were ignored to eliminate double counting. For the
hazard ratios, a landmark analysis starting at age 40 years was performed for

comparability with the lung cancer analysis.

5.12.1 Incidence
5.12.1.1 Overall

During the 32-year period of follow-up to 31 December 2012, there were 737 cases of
smoking-related cancer (other than lung) in veterans compared with 1,883 in non-
veterans, equating to a cumulative incidence of 1.31% in veterans and 1.09% in non-
veterans. There was an incidence of 5.66 per 10,000 person-years in veterans compared
with 3.47 in non-veterans, RR 1.63, 95% Cl 1.49-1.77. In the Cox proportional hazard
models, including both men and women, veterans were at significantly higher risk in both
the univariate (HR 1.20, 95% Cl 1.10-1.31, p<0.001) and multi-variable'"® analyses (HR
1.18, 95% Cl 1.08-1.29, p<0.001) (Figure 5-19).

199 bata from ISD Scotland http://www.isdscotland.org/Health-Topics/Cancer/Cancer-Statistics/Stomach/

accessed 16 January 2015.

1o Adjusted for deprivation
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Figure 5-19 - Nelson-Aalen plot of other smoking-related ¢ ancer
by veteran status
The risk was increased for all smoking-related cancers except kidney, although it only
achieved statistical significance for oropharyngeal/laryngeal cancer and for oesophageal

cancer (Table 5-6).

Table 5-6 - Cox proportional hazard model of the associat  ion between veteran status and
risk of other smoking-related cancer, aggregated an  d by individual diagnosis

Cancer Veteran Univariate Multi-variable'""

cases

n 95% ClI 95% Cl

‘Other smoking-related 737 1.20 1.10-1.31 <0.001 1.18 1.08-1.29 <0.001
cancer’ (less lung)
Oropharyngeal/laryngeal 291 1.25 1.09-1.44 0.002 1.21 1.05-1.39 0.009
cancer
Oesophageal cancer 150 1.26 1.04-1.52 0.019 1.23 1.02-1.49 0.032
Stomach cancer 98 1.27 1.00-1.61 0.052 1.24 0.98-1.58 0.074
Kidney cancer 115 0.98 0.79-1.22 0.863 0.97 0.78-1.21 0.809
Bladder cancer 136 1.21 0.98-1.49 0.082 1.21 0.98-1.49 0.077

m Adjusted for deprivation
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5.12.1.2 Sex

In men, there were 713 (1.40%) cases of other smoking-related cancer in veterans and
1,796 (1.18%) cases in non-veterans; in women, there were 24 (0.46%) and 87 (0.42%)
cases respectively. The hazard ratios were increased in veterans for both men and women

but were only statistically significant for men (Table 5-7).

Table 5-7 - Cox proportional hazard model of the associat  ion between veteran status and
risk of other smoking-related cancer, stratified by sex

Veteran Univariate Multi-variable
cases
n 95% Cl 95% Cl
Men 713 1.18 1.08-1.29 <0.001 1.16 1.06-1.27 0.001
Women 24 1.21 0.75-1.96 0.424 1.21 0.75-1.95 0.430

5.12.1.3 Birth Cohort

When stratified by birth cohort, there was a statistically significant increase in risk of
other smoking-related cancer for veterans born between 1945 and 1954, but the risk did

not differ from non-veterans for those born from 1955 onwards (Figure 5-20).
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Figure 5-20 - Hazard ratios for other smoking-related canc  er by birth cohort
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5.12.1.4 Length of Service

Analysis by length of service revealed a more complex pattern. There was a small non-
significant increase in risk of other smoking-related cancer in the older ESL who left
during initial training, but the greatest increase was in veterans who left service at the 10-
12 year point, when the majority would have reached a rank no higher than corporal or
equivalent, unadjusted HR 1.41, 95% Cl 1.13-1.75, p=0.002. ESL who started trained
service but did not complete their initial engagement had a similar but slightly lower
increase in risk, HR 1.29, 95% Cl 1.10-1.52, p=0.002. The graph at Figure 5-21 shows the
pattern of risk for the two categories of ESL and the two categories of non-ESL, and shows
that even those with the longest service were at increased risk compared with non-
veterans, in the oldest age-groups, whilst for the ESL who did not complete initial training,

a difference from non-veterans only emerged beyond age 60 years.
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Figure 5-21 — Nelson-Aalen plot of other smoking-related ¢ ancer by length of service
Non-veterans for comparison

5.12.2 Commentary

Interpretation of the pattern of risk for ‘other smoking-related cancer’ presents more

challenges than for lung cancer, where 91% of deaths in men and 80% in women can be
attributed to smoking (Table 8-6). For the other smoking-related cancers examined, the
attributable percentage ranges from 77% of upper respiratory cancer in men and 58% in

women, through 70% in men and 72% in women for oesophageal cancer, to 35% in men
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and 12% in women for stomach cancer (Twigg 2004). The analysis shows an overall
significant increase in risks of oropharyngeal/laryngeal cancer and oesophageal cancer,
the two cancer diagnoses (apart from lung) with the highest attributable risk arising from
smoking, and therefore consistent with the hypothesis that smoking is a major factor in
the difference between the health of veterans and that of non-veterans. However,
analysis of the aggregated data for all 5 conditions suggests that there are additional
factor(s) which may be service-related, and which may be particularly associated with
serving in a junior rank, but with a lower association with having left before completing
training. For both oropharyngeal/laryngeal cancer and oesophageal cancer, the additional
major risk factor which is the ‘best fit’ is alcohol, for which a dose-response effect is
recognised (Boffetta and Hashibe 2006) and for which, at least for oropharyngeal/
laryngeal cancer, exposure time is also positively related (Blot et al. 1988). That the
association is strongest in those who left before progressing to senior non-commissioned
officer rank suggests that heavy social drinking in the junior ranks may have been
associated with a reduced likelihood of promotion; lower educational attainment is also
likely to be a feature of this group. The increased risk for stomach cancer, which is only
weakly associated with smoking, is discussed above at Section 5.11.4, whilst urinary

cancers will be explored at Section 5.19 et seq.

5.13 Other Respiratory Cancers

5.13.1 Mesothelioma

Mesothelioma of the pleura was defined as ICD-9 code 163 or ICD-10 code C38.4 or C45,

at any position in the record.

5.13.2 Incidence
5.13.2.1 Overall

Mesothelioma of the pleura accounted for only 14 cases of cancer in veterans and 76 in
non-veterans, giving a crude cumulative incidence of 0.02% in veterans and 0.04% in non-
veterans over the entire period of follow-up. Veterans were at statistically significantly
reduced risk in the unadjusted model, HR 0.55, 95% Cl 0.31-0.98, p=0.042. The hazard
ratio was unchanged after adjusting for deprivation. The reduction in risk in veterans is

illustrated at Figure 5-22; however, this shows that the lines cross and the proportional
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hazards assumption is violated, as confirmed by the estat phtest for non-proportionality,
which was significant p=0.042. The analysis was therefore repeated using a landmark age
of 55 years; the estat phtest was no longer significant, p=0.966, and the hazard ratio was

0.32, 95% Cl 0.13-0.80, p=0.015, confirming the reduction in risk in older veterans.
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Figure 5-22 - Nelson-Aalen plot of mesothelioma by veteran status
Mean age at diagnosis was 52.8 years (SD 7.4) for veterans and 56.5 years (SD 5.9) for
non-veterans.

5.13.2.2 Sex

There was one case of mesothelioma in a veteran woman, and none in the comparison

non-veteran women.

5.13.2.3 Birth Cohort and Length of Service

There were insufficient numbers of cases to analyse by birth cohort or length of service,

but 4 (29%) of the veterans had served for 2 years or less.

5.13.3 Case-Fatality

The mean follow-up from date of diagnosis of mesothelioma to the date of death or the
end of the study on 31 December 2012 was 0.71 years (range 0.23-1.32 years) for
veterans and 1.49 years (range 0.01-23.27 years) for non-veterans, representing 10
person-years of follow-up in the veterans and 113 person-years in the non-veterans.

There were 13 (92.9%) deaths in veterans with mesothelioma, equating to 1,307.9 per
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1,000 person-years, and 65 (85.5%) deaths in non-veterans (574.0 per 1,000 person-
years). Mean survival from diagnosis, in those who died before the end of the study, was

0.69 years (SD 0.39) in veterans and 0.91 years (SD 0.71) in non-veterans.

The longer survival time in non-veterans arose from four outliers; one surviving for five
years, two for 10 years and one for 23 years. The latter in particular may represent
misdiagnosis or miscoding. Excluding the three longest-surviving outliers, the mean
follow-up for non-veterans was reduced to 0.95 years (range 0.01-4.81 years), giving 69
person-years of follow-up in this group and equating to 937.3 deaths per 1,000 person-

years.

5.13.4 Commentary

The most important risk factor for mesothelioma is exposure to asbestos, either
occupationally, by sharing a household with an asbestos worker or through other
environmental exposure such as living in the vicinity of asbestos mines (Bourdes et al.
2000). Unlike some respiratory carcinogens such as radon where the risk is increased in
smokers, the risk of mesothelioma in people exposed to asbestos appears to be
independent of smoking (Berry et al. 1985). Prior to the introduction of controls, military
veterans may have been exposed occupationally during service, as discussed at Appendix
3, Section A3.3.5.11, or in the course of post-service employment if in a high-risk
occupation such as ship-building. Despite the theoretical risks, there is no evidence to
suggest increased risk of mesothelioma in veterans; rather, the reverse is the case
although possible reasons for this are unclear. In-depth subgroup analysis, including
geographical analysis to examine the distribution of cases in areas associated with ship-
building in Scotland, was precluded by small numbers. Mesothelioma of the pleura has a
very poor prognosis, one study reporting a mean survival time of 8.4 months from
diagnosis (Ribak and Selikoff 1992). Observations from the Scottish Veterans study

support this finding.

5.14 Other Digestive System Cancers

Data were available on colorectal cancer (ICD-9 153-154, ICD-10 C18-C21), pancreatic
cancer (ICD-9 157, ICD-10 C25), cancer of the small intestine (ICD-9 152, ICD-10 C17) and
liver cancer (ICD-9 155, ICD-10 C22). These will be examined individually.
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5.15 Colorectal Cancer

5.15.1 Incidence

5.15.1.1 Overall

There were 330 cases of colorectal cancer in veterans and 993 in non-veterans, equating
to a cumulative incidence of 0.59% in veterans and 0.57% in non-veterans, over the 32-
year follow-up period. The difference was not significant in the unadjusted model, HR
1.00, 95% Cl 0.88-1.13, p=0.965, and was unchanged after adjusting for deprivation. The
Nelson-Aalen cumulative hazard plot demonstrated no difference in risk between

veterans and non-veterans (Figure 5-23).
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Figure 5-23 — Nelson-Aalen plot of colorectal cancer by ve  teran status

5.15.1.2 Sex

There were 306 (0.60%) cases in male veterans compared with 916 (0.60%) cases in male
non-veterans, unadjusted HR 0.97, 95% Cl 0.85-1.11, p=0.677. There were 24 cases
(0.46%) in female veterans compared with 77 (0.37%) cases in female non-veterans,
unadjusted HR 1.28, 95% Cl 0.81-2.02, p=0.295. The hazard ratios were unchanged after

adjusting for deprivation.



Scottish Veterans Health Study Chapter 5 - Cancer 154

5.15.1.3 Birth Cohort

There was no statistically significant association between risk of colorectal cancer and any
birth cohort in 5-year bands (Figure 5-24), although there was a non-significant increased
risk among veterans in the 1955-1959 birth cohort and a reduced risk in veterans born
from 1960 onwards. When stratified into two groups, those born prior to 1960 and born
1960 onwards, there was no difference for the earlier cohort but there was a non-

significant reduced risk in the later cohort.
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Figure 5-24 - Hazard ratios for colorectal cancer by birth cohort
Veterans referent to non-veterans

5.15.1.4 Length of Service

There was no statistically significant difference in risk for any length of service, although
there was a non-significant increased risk in ESL (whether or not completing initial

training) born from 1960 onwards (Table 5-8).
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Table 5-8 - Cox proportional hazard model of the associat  ion between veteran status and
colorectal cancer, overall and stratified by length of service and birth cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496

n HR 95% ClI HR 95% ClI HR 95% ClI
Overall
Univariate 330 1.00 0.88-1.13 0.965 1.02 0.90-1.17 0.737 0.78 0.51-1.20 0.254

Multi- 330 0.99 0.87-1.12 0.898 1.02 0.90-1.17 0.731 0.75 0.48-1.15 0.190
variable

Length of service in 8 categories

Basic 39 1.07 0.77-1.47 0690 1.03 0.73-1.46 0.840 136 0.56-3.33 0.501
training98

EsL” (0-3 77 1.11 0.88-1.40 0.378 1.06 0.82-1.36 0.657 1.55 0.84-2.88 0.164
years)

4-6 years 62 1.04 0.80-1.34 0.785 1.12 0.86-1.45 0.398 0.32 0.78-1.28 0.108
7-9 years 36 0.86 0.61-1.19 0350 091 0.50-1.28 0.583 043 0.11-1.74 0.238

10-12 years 33 094 0.66-1.34 0.745 096 0.67-1.40 0846 0.79 0.25-2.49 0.680

13-16 years 26 1.13 0.77-1.67 0530 128 0.86-1.91 0.218 030 0.04-2.14 0.229

17-22 years 21 0.81 0.52-1.27 0.364 085 0.54-1.34 0490 0.44 0.06-3.20 0.421

223 yrs 36 092 0.65-1.30 0.631 095 0.66-1.35 0.754 048 0.07-3.44 0.464

5.15.2 Regional Variation

Analysis by Health Board showed no significant difference in any region, either in the

univariate model or after adjusting for deprivation.

5.15.3 Case-Fatality

The mean follow-up from date of diagnosis of colorectal cancer to the date of death or
the end of the study was 4.61 years (range 0-29.36 years) for veterans and 4.43 years
(range 0-28.50 years) for non-veterans, representing 1,521 person-years of follow-up in
the veterans and 4,399 person-years in the non-veterans. There were 126 (38.2%) deaths
in veterans with colorectal cancer, equating to 82.8 per 1,000 person-years, and 380
(38.3%) deaths in non-veterans (86.4 per 1,000 person-years). There was no difference
between veterans and non-veterans for either one-year or 5-year case-fatality rates; HR
1.13, 95% Cl 0.84-1.51, p=0.418 at one year in the univariate model and HR 1.10, 95% ClI
0.82-1.48, p=0.506 after adjusting for deprivation, and HR 0.95, 95% Cl 0.77-1.18,
p=0.633 at 5 years in the univariate model and 0.92, 95% Cl 0.74-1.14, p=0.463, in the

multi-variable model. The difference between veterans and non-veterans remained non-
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significant at 10 years, univariate HR 0.95, 95% Cl 0.78-1.17, p=0.639 and HR 0.92, 95% ClI
0.75-1.13, p=0.448 after adjusting for deprivation.

5.15.4 Commentary

In a comprehensive meta-analysis of prospective cohort studies published between 1966
and 2008, Huxley et al. identified the strongest association with risk of colorectal cancer
to be heavy alcohol intake, compared with light or non-drinking (RR 1.56, 95% Cl 1.42-
1.70). Current smoking was associated with a 16% increase in risk when compared with
never smoking, across 22 studies, although the IARC do not accept that the association is
causal (IARC 2004), as discussed at Section 5.4.2. Diabetes was associated with a 20%
increase in risk, as were both BMI 230 and a high red meat intake. Physical activity was
protective, active individuals having a 20% lower risk compared with those who were
inactive; the protective effect was stronger in men (22%) than women (13%) (Huxley et al.

2009).

The prevalence of obesity and diabetes are unknown in veterans; it is likely that there is a
high intake of red meat in-service, as meat (especially processed meat such as bacon and
sausage) is a popular component of the military diet'?, but there is no information on
dietary preferences in veterans. Smoking prevalence is higher in military personnel
(Lewthwaite and Graham 1992), and may be higher in veterans, especially in the older
cohorts, and military service is known to be associated with increased alcohol intake
(Jones and Fear 2011). Physical activity is likely to have had a greater impact in Army
personnel who joined after the introduction of the Basic Fitness Test in 1978, after which
there was a greatly increased emphasis on cardio-respiratory fitness; these individuals
were born from 1960 onwards, although even before this, levels of activity were likely to
have been higher than in the general population. The multiplicity of risk factors and small
contribution made by each, combined with the lack of any statistically significant
differences in risk of colorectal cancer between veterans and non-veterans, makes
interpretation speculative at best. However, it is possible that any increase in risk due to

smoking in the earlier birth cohorts, or arising from other behavioural factors, may have

"2 Author’s personal recollection of military catering. A study of in-barracks nutrition in 1987 did not report

meat consumption, but noted that 44% of the energy content of the military diet was derived from fat and
that the intake of saturated fat was 23% above the then recommended level. It is likely that much of this
was derived from meat. (Edwards, M. J. and Thomson, J. (1987) 'British Army Diet', Nutrition & Food
Science, 87(6), 18-21.)
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been outweighed by higher levels of physical activity. The oldest members of the 1960s
and later birth cohorts were aged only 52 years at the end of follow-up so conclusions
about their risk of colorectal cancer cannot be drawn with confidence'. Overall
however, there is no evidence that the risk of colorectal cancer in veterans differs from
that of the wider population. There may be emerging evidence of a reduction in risk in

more recent veterans, but longer follow-up is needed.

5.16 Pancreatic Cancer

5.16.1 Incidence
5.16.1.1 Overall

During the follow-up period to 31 December 2012, there were 63 cases of pancreatic
cancer among veterans, compared with 206 cases in non-veterans, equating to a
cumulative incidence of 0.11% and 0.12% respectively. For men and women together,
the difference was not statistically significant in the univariate model, HR 0.93, 95% ClI
0.70-1.24, p=0.639. The hazard ratio was unchanged after adjusting for deprivation, HR
0.93, 95% Cl 0.70-1.24, p=0.622. Mean age at diagnosis of pancreatic cancer was 53.5
years (SD 8.4) for veterans and 53.8 years (SD 7.8) for non-veterans. The estat phtest for
non-proportionality of the hazards was non-significant, p=0.478, and the Nelson-Aalen

plot confirms that the overall risk in veterans did not differ from non-veterans.

"3 Between 2009 and 2011, 95% of cases in the UK were diagnosed over the age of 50 years, Data from
Cancer Research UK, collated from cancer registry figures. Source:
http://www.cancerresearchuk.org/cancer-info/cancerstats/types/bowel/incidence/#By2 accessed 28 Aug
2014.




Scottish Veterans Health Study Chapter 5 - Cancer 158

0.004 -
=
S 0.003 -
N
o
=
2
® 0.002 -
=2
£
=
O

0.001 -

0.000 -

0 20 40 60 80
Age (years)
————— Non-veterans Veterans

Figure 5-25 - Nelson-Aalen plot of pancreatic cancer by ve  teran status

5.16.1.2 Sex

There were 58 (0.11%) cases of pancreatic cancer in male veterans compared with 189
(0.12%) in male non-veterans, unadjusted HR 0.91, 95% Cl 0.68-1.23, p=0.548. There
were only 5 (0.10%) cases in female veterans, compared with 17 (0.08%) female non-
veterans, unadjusted HR 1.19, 95% Cl 0.44-3.22, p=0.737. The hazard ratios were similar

after adjusting for deprivation.

5.16.1.3 Birth Cohort

Only the 1960-1964 birth cohort showed a statistically significant increase in risk of
pancreatic cancer in veterans compared with non-veterans, as shown at Figure 5-26.
However, as this was based on only 10 cases in veterans and 13 in non-veterans, the
significance of the observation is uncertain. As this birth cohort is approaching the peak
age for incidence of pancreatic cancer within the dataset, longer follow-up will be need to
establish whether this represents a genuinely higher risk in risk in these veterans, or
whether the incidence in the comparison cohort was unusually low during the follow-up
period. Currently, the kernel density plot by year of birth suggests that there may indeed

be an excess in this sub-group of veterans (Figure 5-27).
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Figure 5-26 - Hazard ratios for pancreatic cancer by birth cohort
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Figure 5-27 - Kernel density plot of pancreatic cancer by year of birth and veteran status

5.16.1.4 Length of Service

There were insufficient cases of pancreatic cancer to conduct a formal analysis by length
of service. The cumulative hazard plot by ESL status and length of service status, in four

categories, compared with all non-veterans, did not show any evidence of a relationship

with length of service (Figure 5-28).
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5.16.2 Co-Morbidity

One veteran (1.6%) and 7 non-veterans (3.4%) with pancreatic cancer had a co-morbid
diagnosis of alcoholic liver disease. Two veterans (3.2%) and 10 non-veterans (4.9%) with
pancreatic cancer also had a diagnosis of liver cancer. No veterans or non-veterans with
pancreatic cancer had co-morbid hepatitis B, and only one non-veteran, and no veterans,
had hepatitis C. Peptic ulcer, which may be indicative of Helicobacter pylori infection, was
recorded in 4 (6.4%) veterans and 14 (6.8%) non-veterans with pancreatic cancer,
compared with 3.4% of all veterans and 3.0% of all non-veterans. The hazard ratio for
peptic ulceration, in veterans with pancreatic cancer, was 1.34, 95% Cl 0.48-3.70,
p=0.568, compared with 1.79, 95% Cl 1.04-3.08, p=0.036 for non-veterans with pancreatic
cancer. Three of the veterans (4.8%) and 8 (3.9%) of the non-veterans also had a record of
colorectal cancer, HR 4.95, 95% Cl 1.55-15.82, p=0.007 for veterans and HR 4.08, 95% ClI
2.01-8.28, p<0.001 for non-veterans.

5.16.3 Case-Fatality

The mean follow-up from date of diagnosis of pancreatic cancer to the date of death or
the end of the study was 1.19 years (range 0-25.67 years) for veterans and 1.28 years
(range 0-31.50 years) for non-veterans, representing 75 person-years of follow-up in the

veterans and 264 person-years in the non-veterans. There were 57 (90.5%) deaths in
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veterans with pancreatic cancer, equating to 760.3 per 1,000 person-years, and 174

(84.4%) deaths in non-veterans (659.9 per 1,000 person-years).

There was one outlier among the veterans and three amongst the non-veterans who
survived more than 15 years from diagnosis, suggesting misdiagnosis or miscoding'.
Exclusion of these outliers gave a mean follow-up of 0.80 years (range 0-7.48 years) in
veterans and 0.92 years (range 0-9.33 years) in non-veterans, representing 50 person-
years of follow-up in the veterans and 187 person-years in the non-veterans. The number
of deaths was unchanged, giving a rate of 1149.2 per 1,000 person-years in veterans and

931.7 per 1,000 person-years.

Veterans had a higher one year case-fatality overall than non-veterans although the
difference was not statistically significant, HR 1.36, 95% Cl 0.98-1.88, p= 0.068. The
difference was smaller at 5 years, HR 1.23, 95% Cl 0.91-1.66, p=0.180.

5.16.4 Commentary

Although pancreatic cancer is relatively uncommon, it is of concern because of its very
high mortality. Globally, it is ranked 13" for incidence but 8" for mortality among
cancers. The most important risk factor is tobacco smoking, which is estimated to be
responsible for 25% of cases. There is little evidence of dietary association. Known
disease associations include chronic pancreatitis, diabetes'”, and infection with H. pylori
(Lowenfels and Maisonneuve 2006). Alcohol was formerly not considered to be
correlated with risk of pancreatic cancer, despite being associated with an increased risk
of chronic pancreatitis (Talamini et al. 1999), although a recent meta-analysis has shown a
20% increase in risk associated with a daily intake of >30g alcohol (Maisonneuve and
Lowenfels 2014). Genetic factors may also be important, and familial cases have been
described (Lowenfels and Maisonneuve 2006). Obesity is a risk factor (Aune et al. 2012),
although moderate physical activity is protective; O’'Rorke et al. reported a 28% reduction

in risk for both total and occupational activity (O'Rorke et al. 2010). A meta-analysis of

14 Ten-year survival rate for pancreatic cancer in England and Wales is 1.1%. Source: Cancer Research UK

http://www.cancerresearchuk.org/cancer-info/cancerstats/types/pancreas/survival/pancreatic-cancer-
survival-statistics accessed 20 March 2015
115

The picture is complicated by reverse causality, whereby diabetes can be a presenting feature of
pancreatic disease.
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occupational risk factors identified increased risk of pancreatic cancer in association with
exposure to chlorinated hydrocarbon solvents, nickel, polycyclic aromatic hydrocarbons
and organochlorine insecticides, but not to diesel exhaust, petrol, lead or cadmium
(Ojajarvi et al. 2000), although a more recent meta-analysis has graded the level of
evidence for occupational exposure as generally ‘poor’ (Maisonneuve and Lowenfels
2014). Veterans are therefore likely to present a mixed picture for risk, with higher rates
of smoking but also higher physical activity levels, at least during service. The inferred
association with H.pylori might also be expected to give rise to increased risk in veterans
(see Section 6.12.5). The net effect is consistent with the observed findings of no
significant difference in risk between veterans and non-veterans. However, the increased
risk in the 1960-1964 birth cohort requires further investigation to exclude an

occupational association.

5.17 Liver Cancer

Liver cancer was defined as ICD-9 155 or ICD-10 C22 (at any position in the record) in

order to capture only primary tumours of the liver.

5.17.1 Incidence
517.1.1 Overall

There were 44 (cumulative incidence 0.08%) cases of liver cancer among veterans,
compared with 180 (0.10%) cases in non-veterans, equating to a statistically non-
significant reduction in risk of liver cancer in the univariate model, HR 0.74, 95% Cl 0.54-
1.04, p=0.080, which was similar after adjusting for deprivation HR 0.73, 95% Cl 0.52-1.02,
p=0.063. The Nelson-Aalen cumulative hazard plot (Figure 5-29) illustrates the reduction
in risk in veterans. Testing for non-proportionality of the hazards was non-significant,
p=0.893. Mean age at diagnosis of liver cancer was 55.2 years (SD 5.1) for veterans and

54.6 years (SD 8.0) for non-veterans.
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Figure 5-29 - Nelson-Aalen plot of liver cancer by veteran  status

5.17.1.2 Sex

There were 39 (0.11%) cases of liver cancer in male veterans compared with 168 (0.12%)
in male non-veterans, unadjusted HR 0.69, 95% Cl 0.49-0.98, p=0.036. There were 5
(0.10%) cases in female veterans, compared with 12 (0.06%) female non-veterans,

unadjusted HR 1.68, 95% Cl 0.59-4.78, p=0.327.

5.17.1.3 Birth Cohort

The non-significant reduction in risk of liver cancer in veterans was seen across all birth

cohorts, with no evidence of a systematic trend over time.
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5.17.1.4 Length of Service

The number of cases of liver cancer in veterans was insufficient to allow detailed analysis
of risk by length of service. The cumulative hazard plot in four categories clearly showed
the highest risk of liver cancer to be in ESL who left before completing initial training, and
in ESL who did not complete the initial engagement. The curve for those who entered
trained service and left at or before the 12-year point approximated to that for non-
veterans, whereas the curve for those with the longest service was slightly lower than for

either shorter-serving veterans or non-veterans (Figure 5-31).
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Re-examining the hazard ratios in the light of these findings showed a non-significant

increase in risk for the 2 ESL categories together, unadjusted HR 1.36, 95% Cl 0.86-2.12.

p=0.188, whilst there was a statistically significant reduction in risk for the two categories

of veterans with longer service together, 4-12 years and over 12 years, unadjusted HR

0.55, 95% Cl 0.35-0.85, p=0.007. The hazard ratios were similar after adjusting for

deprivation.

5.17.2 Case-Fatality

The mean follow-up from date of diagnosis of liver cancer to the date of death or the end

of the study was 0.82 years (range 0-8.84 years) for veterans and 1.21 years (range 0-

15.04 years) for non-veterans, representing 36 person-years of follow-up in the veterans

and 218 person-years in the non-veterans. There were 57 (84.1%) deaths in veterans

with liver cancer, equating to 1025.5 per 1,000 person-years, and 174 (77.8%) deaths in

non-veterans (642.8 per 1,000 person-years). Veterans had a non-significantly higher

one-year case-fatality than non-veterans, HR 1.44, 95% Cl 0.99-2.10, p=0.054. Veterans

had a shorter survival time from diagnosis than non-veterans, median 85.5 days (IQR 31-

243.5) compared with 133.5 days (IQR 37-507).

5.17.3 Co-Morbidity

Co-morbidities with liver cancer for selected conditions are shown at Table 5-9.

Table 5-9 - Co-morbidities with liver cancer
Crude overall cumulative incidence for comparison

Veterans Non-veterans
Veterans referent to non-veterans

Cases Pop. Cases Pop.

n=44  n=56,205 n=180 n=172,741 OR 95%cl

No. (%) (%) No. (%) (%)
Alcoholic liver disease 11 (25.0) (1.2) 45 (25.0) (1.3) 1.00 0.57-1.77 1.000
Diabetes 8(18.2) (3.4) 39 (21.7) (3.3) 0.84 0.42-1.67 0.611
Hepatitis C 8(18.2) (0.2) 34 (18.8) (0.4) 0.96 0.48-1.93 0.914
Hepatitis B 3(6.8) (0.1) 13 (7.2) (0.1) 0.94 0.28-3.17 0.926
Peptic ulcer 3(6.8) (3.4) 23 (12.8) (3.0) 0.53 0.17-1.70 0.269

Among the veterans with liver cancer and hepatitis C, 71.4% were ESL. All but one of the

veterans with liver cancer and hepatitis C were born in the 1950s. Three (6.8%) of the

veterans had a history of peptic ulcer, compared with 23 (12.8%) of non-veterans.
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5.17.4 Commentary

The commonest cause of primary liver cancer worldwide is hepatitis B or C infection; in
the UK it accounts for 16% of cases (Parkin 2011b). In the UK, a larger percentage
(estimated at 23% overall) is linked to tobacco smoking (Parkin 2011c). A further 9% is
attributable to alcohol (Parkin 2011a), where it is associated with heavy drinking but not
moderate or light drinking (Turati et al. 2014). Overweight and obesity are strongly
associated (Larsson and Wolk 2007).

Although, with only 44 cases over 30 years, liver cancer is a minor contributor to
veterans’ health, it provides an insight into long-term outcomes in a vulnerable subset of
the population, the Early Service Leavers. Between 60% and 90% of injecting drug
abusers are infected with hepatitis C (Schaefer and Mauss 2008); hepatitis C infection is
associated with a 20-fold increase in risk of liver cancer (Parkin 2011b). The 25%
prevalence of co-morbid alcoholic liver disease, and the strong association with older ESL,
suggests that a small number of this group (who would have left service in the late 1960s
and early 1970s) may have become drug and alcohol abusers. The shorter survival time
may be explained by late presentation in this group. By contrast, those who served a full
minimum engagement or longer have enjoyed relative protection from liver cancer in
comparison with the wider population. The reduction in risk in those with longer service
provides further evidence that alcohol misuse is unlikely to be a major problem in this
group; smoking rates are also known to reduce with longer service (Lodge 1991), and
injecting drug abuse in longer-serving people is highly unlikely in view of the Armed
Forces’ policy of random testing and zero-tolerance, which results in automatic dismissal
on detection of any banned substance in the majority of cases (Personnel Services 2

(Army) 2004).

An association between liver cancer and diabetes, which was seen in both veterans and
non-veterans (Table 5-9), has been reported in a small number of studies (Adami et al.
1996, La Vecchia et al. 1997, Fujino et al. 2001). The causal mechanism remains unclear;

shared risk factors such as obesity are an important confounder (Fujino et al. 2001).
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5.18 Small Bowel Cancer

Small bowel cancer was defined as ICD-9 code 152 or ICD-10 code C17, at any position in

the record.

5.18.1 Incidence

5.18.1.1 Overall

Small bowel cancer was recorded in only 17 veterans and 63 non-veterans, equating to a
cumulative incidence of 0.03% in veterans and 0.04% in non-veterans throughout the 32-
year period of follow-up. The difference was not statistically significant, unadjusted HR
0.84, 95% Cl 0.49-1.44, p=0.537 (Figure 5-32). The hazard ratio was similar after adjusting
for deprivation. The mean age at diagnosis was 50.8 years (SD 8.5) in veterans and 52.6

years (SD 9.9) in non-veterans.
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Figure 5-32 - Nelson-Aalen plot of small bowel cancer by v eteran status

5.18.1.2 Sex

Among the veterans, one case occurred in a woman (6.0% of cases), compared with 5
cases (7.9%) in female non-veterans. The difference was not statistically significant,

unadjusted HR 0.82, 95% Cl 0.10-6.98, p=0.852, and was unchanged after adjusting for

deprivation.
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5.18.1.3 Subgroup Analysis

The inferences that can be drawn from subgroup analysis of the data for small bowel
cancer are limited by very small numbers and consequent wide confidence intervals.

There was no clear evidence of an association with birth cohort (Figure 5-33). Numbers in

each category were insufficient to analyse by length of service.
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Figure 5-33 - Hazard ratios for small bowel cancer by birt  h cohort
Veterans referent to non-veterans

5.18.2 Case-Fatality

The mean follow-up from date of diagnosis of small bowel cancer to the date of death or
the end of the study was 3.06 years (range 0.12-14.22 years) for veterans and 2.54 years
(range 0-23.08 years) for non-veterans, representing 52 person-years of follow-up in the
veterans and 160 person-years in the non-veterans. There were 10 (58.8%) deaths in
veterans with small bowel cancer, equating to 192.2 per 1,000 person-years, and 36

(57.1%) deaths in non-veterans (225.0 per 1,000 person-years).

5.18.3 Commentary

Small bowel cancer is the rarest digestive malignancy, with an estimated annual incidence
of 1 per 100,000. Adenocarcinomas make up 40% of cases, whilst 30% are of
neuroendocrine origin including carcinoid tumours. Smoking and alcohol have been
implicated as risk factors but the evidence is conflicting. Human immunodeficiency virus

(HIV) is associated with lymphoma of the small bowel. Familial adenomatous polyposis,
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Peutz-Jeghers syndrome and inflammatory bowel disease are known risk factors,
although most cases are idiopathic. In most studies, the incidence in men is higher than in
women. There is an association with a number of other malignancies including colorectal
cancer, prostate and lung cancer (Neugut et al. 1998). This pattern of risk factors
suggests that small bowel cancer should be no more common in veterans than in non-
veterans, and may be less common since a diagnosis of inflammatory bowel disease

would preclude enlistment. The findings of the data analysis support this interpretation.

5.19 Urological Cancers

5.20 Kidney Cancer

Kidney cancer was defined as ICD-9 189.0 and 189.1, and ICD-10 C64 and C65, at any

position in the record.

5.20.1 Incidence
5.20.1.1 Overall

Over the 32-year period of follow-up, there were 115 cases of kidney cancer in veterans
and 356 cases in non-veterans, equating to a cumulative incidence of 0.20% in veterans
and 0.21% in non-veterans. There was no statistically significant difference (Figure 5-34),
either in the unadjusted model (HR 0.97, 95% Cl 0.78-1.20, p=0.778), or after adjusting for
deprivation (HR 0.96, 95% Cl 0.78-1.19, p=0.719). Mean age at diagnosis in veterans was
52.8 years (SD 6.9), and in non-veterans it was 52.1 years (SD 7.8).
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Figure 5-34 - Nelson Aalen plot of kidney cancer by vetera  n status

5.20.1.2 Sex

Seven (6.1%) of the veteran cases were women, compared with 22 (6.2%) of the non-
veterans. The difference in risk between veteran and non-veteran women was not

statistically significant, HR 1.29, 95% Cl 0.55-3.02, p=0.557.

5.20.1.3 Birth Cohort

The overall pattern shows a steady risk in non-veterans compared with non-veterans for
people born 1945-1954, followed by a steady fall, although none of the differences
reached statistical significance. No cases have occurred in the veterans born after 1964,

although there have been 22 cases in the non-veterans born between 1965 and 1975.
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Figure 5-35 — Hazard ratios for kidney cancer by birth coh  ort
Veterans referent to non-veterans

5.20.1.4 Length of Service

Analysis by length of service, and also stratified by birth cohort in two groups, showed
that the only group to have a statistically significant increased risk was ESL who
completed training and were born prior to 1960. Although the overall risk for ESL was
elevated, this was entirely accounted for by the earlier births. Otherwise, there was no
evidence that the risk of kidney cancer is associated with length of service. Overall, there

was a significant reduction in risk for all veterans born after 1960 (Table 5-10).
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Table 5-10 - Cox proportional hazard model of the associa  tion between veteran status and
kidney cancer, overall and stratified by length of service and birth cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496

n HR 95% CI HR 95% CI HR 95% CI

Overall

Univariate 115 097 0.78-1.20 0.788 1.08 0.86-1.35 0.510 0.39 0.18-0.86 0.019

Multi- 115 096 0.78-1.19 0.719 1.07 0.86-1.34 0.557 0.39 0.18-0.86 0.019
variable

Length of service in 8 categories
Basic 12 091 0.51-1.62 0.759 1.08 0.61-1.92 0.799 * * *
training98
EsL” (0-3 37 1.45 1.03-2.05 0.032 1.58 1.10-2.26 0.013 0.80 0.25-2.55 0.709
years)
4-6 years 17 0.79 0.48-1.28 0.333 0.88 0.53-1.45 0.610 0.30 0.04-2.15 0.229
7-9 years 13 0.87 0.50-1.51 0.610 1.04 0.60-1.81 0.893 * * *

10-12 years 10 0.83 0.44-156 0568 090 0.47-1.75 0.763 048 0.07-3.48 0.470

13-16 years <10 1.08 0.56-2.09 0.826 1.22 0.60-2.46 0580 0.54 0.70-3.88 0.538

17-22years <10 0.91 0.45-1.83 0.787 0.92 0.44-1.95 0.829 0.83 0.12-6.04 0.858

223 years <10 0.65 0.32-1.31 0.228 0.71 0.35-1.44 0.342 * * *

Cases: Figures <10 in subgroups suppressed to minimise risk of disclosure * = no cases

5.20.2 Case-Fatality

The mean follow-up from date of diagnosis of kidney cancer to the date of death or the
end of the study was 3.91 years (range 0-24.81 years) for veterans and 4.34 years (range
0-31.14 years) for non-veterans, representing 450 person-years of follow-up in the
veterans and 1,545 person-years in the non-veterans. There were 62 (53.9%) deaths in
veterans with kidney cancer, equating to 137.9 per 1,000 person-years, and 140 (39.3%)

deaths in non-veterans (90.6 per 1,000 person-years).
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5.21 Bladder Cancer

Bladder cancer was defined as ICD-9 code 188 or ICD-10 code C67, at any position in the

record.

5.21.1 Incidence
5.21.1.1 Overall

There were 136 cases of bladder cancer in veterans over the period of follow-up,
compared with 339 in non-veterans, equating to a cumulative incidence over the period
of follow-up of 0.24% and 0.20% respectively. The difference did not quite achieve
significance, HR 1.22, 95% CI 1.00-1.49, p=0.054 in the unadjusted model and was
unchanged after adjusting for deprivation, although the Nelson-Aalen plot confirmed a
pattern of higher risk in veterans, particularly between the ages of 55 and 60 years
(Figure 5-36). Testing for non-proportionality of the hazards was non-significant, p=0.501.
Mean age at diagnosis in veterans was 52.1 years (SD 9.1), compared with 52.4 years (SD

9.1) in non-veterans.
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Figure 5-36 — Nelson-Aalen plot of bladder cancer by veter  an status
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5.21.1.2 Sex

Only 5 (3.67%) of the veteran cases and 18 (5.31%) of the non-veterans were women,
p=0.852. The difference when veteran women were compared with non-veteran women
was not statistically significant, HR 1.18, 95% Cl 0.44-3.18, p=0.746.

5.21.1.3 Birth Cohort

Analysis by birth cohort showed a statistically significant increase in risk for veterans born
between 1960 and 1964, with a hazard ratio of 2.62, 95% Cl 1.36-5.04, p=0.004. There

was no significant difference in any other birth cohort.
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Figure 5-37 — Hazard ratios for bladder cancer by birth co  hort
Veterans referent to non-veterans

5.21.1.4 Length of Service

Analysis by length of service showed the greatest overall increase in risk to be in those
with between 7 and 16 years’ service, with the risk peaking at longer service (13-16 years)
for veterans born prior to 1960 and earlier (7-12 years) for those born from 1960 onwards

(Table 5-11).
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Table 5-11 - Cox proportional hazard model of the associa  tion between veteran status and
bladder cancer, overall and stratified by length of service and birth cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496

n HR 95% ClI HR 95% ClI HR 95% ClI
Overall
Univariate 136 1.22 1.00-1.49 0.054 1.17 0.95-1.46 0.145 1.60 0.91-2.80 0.102

Multi- 136 1.22 1.00-1.49 0.053 1.18 0.95-1.46 0.133 1.59 0.91-2.79 0.106
variable

Length of service in 8 categories

Basic 12 097 0.50-1.73 0.924 0.89 0.48-1.68 0.730 1.62 0.39-6.70 0.510
training98

EsL” (0-3 22 095 0.61-146 0800 091 0.57-1.44 0.676 1.25 0.39-4.04 0.711
yrs)

4-6 years 26 128 0.86-1.91 0.227 1.20 0.78-1.86 0.399 191 0.68-5.35 0.219
7-9 years 24 169 1.12-255 0.013 1.58 1.01-2.49 0.365 2.59 0.92-7.27 0.070

10-12 years 14 222 0.71-2.08 0.467 0.98 0.52-1.84 0956 3.17 1.13-891 0.028

13-16 years 14 167 096-291 0.069 182 1.02-3.24 0.042 0.93 0.12-6.68 0.941

17-22years <10 0.63 0.26-1.51 0.299 0.69 0.28-1.66 0.406 * * *
223 years 19 147 0.90-239 0.125 156 0.95-2.54 0.077 * * *
Cases: Figures <10 in subgroups suppressed to minimise risk of disclosure * = no cases

Examination of crude cumulative incidence for each birth year, for veterans and non-
veterans, revealed an excess of bladder cancer in veterans throughout the period of the

study, up to a birth year of 1965 (Figure 5-38).
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Figure 5-38 - Crude incidence of bladder cancer by birthy  ear
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5.21.2 Case-Fatality

The mean follow-up from date of diagnosis of bladder cancer to the date of death or the
end of the study was 6.86 years (range 0-31.68 years) for veterans and 6.92 years (range
0-31.43 years) for non-veterans, representing 933 person-years of follow-up in the
veterans and 2,346 person-years in the non-veterans. There were 34 (25.0%) deaths in
veterans with bladder cancer, equating to 36.4 per 1,000 person-years, and 101 (29.8%)

deaths in non-veterans (43.1 per 1,000 person-years).

5.21.3 Commentary

Cancer of the kidney encompasses a number of histological types including renal cell
carcinoma, which is the most common and comprises around 85% of all cases,
transitional cell carcinoma of the renal pelvis which accounts for around 8% of cases, and
a number of rarer cancers including sarcoma, medullary carcinoma, lymphoma and
metastatic tumours (Dingwall 2008). The incidence varies widely but is generally less
than 10 per 100,000 population per year in European men; the incidence in women is
around half that for men. The incidence rose to the mid 1990s but has since stabilised or
slightly reduced. A number of risk factors have been identified, but all are associated with
only a modest increase in risk; they include cigarette smoking, obesity, hypertension,

diabetes mellitus, and genetic factors, while physical activity is protective, as is alcohol
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intake. Several occupational carcinogens have been identified, including
trichloroethylene (classified by the IARC as Group 2A ‘probable’) (Chow et al. 2010),

solder fumes, paints, asbestos and benzene (Pesch et al. 2000).

The Scottish Veterans Health Study provides no evidence for an association between
military service and cancer of the kidney. It is likely that any excess risk which may have
accrued from smoking or exposure to benzene or solvents is counterbalanced by the

protective effects of physical activity and alcohol.

By contrast, there is a worrying and hitherto undocumented'® increase in risk of bladder
cancer in veterans which is associated with service of between 7 and 16 years, and is
particularly marked in the 1960-1964 birth cohort, although as the subsequent birth
cohorts had reached a maximum of 47 years of age at the end of follow-up, any increase
in risk in this group is unlikely to have yet become apparent'”’. Nor is it yet clear whether
the increase in hazard ratio seen in the 1960-1964 birth cohort represents a real increase
in lifetime incidence, or whether it marks earlier onset of the disease vis a vis the non-
veterans. This pattern of increased risk with longer service is entirely different from that
seen in the smoking and/or alcohol-related cancers and, prima facie, suggests an

occupational association.

The Ministry of Defence’s published synopsis of causation for bladder cancer notes that it
is the fourth most common malignancy in white European men, with an annual incidence
of 35 per 100,000 per year and a 3% lifetime risk. The rate for women is stated to be
approximately one-third of that for men. There is a well-recognised association with
smoking (Jankovic and Radosavljevic 2007), and with a number of occupational
carcinogens, especially polycyclic aromatic hydrocarbons (PAH) which occur in fuels, oils,
tars and soots (Mastrangelo et al. 1996), but around one-third of cases are idiopathic.
Occupational associations include the dyeing, rubber, leather and aluminium industries,
truck drivers, and painters (Baxby 2008, Negri and La Vecchia 2001). No convincing link
with artificial sweeteners, alcohol or coffee has been demonstrated (Wynder and

Stellman 1980, Sala et al. 2000, Brownson et al. 1987, Thomas et al. 1983). Infection with

1€ To the best of the author’s knowledge

"7 75% of cases of kidney cancer occur at age 60 and above; the age-specific incidence begins to rise
between ages 45-49 years. Data from Cancer Research UK http://www.cancerresearchuk.org/cancer-
info/cancerstats/types/kidney/incidence/uk-kidney-cancer-incidence-statistics accessed 2 Sept 2014.
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Schistosoma haematobium or mansoni is a known risk factor (Mostafa et al. 1999). A high
fluid intake has been shown to be protective (Michaud et al. 1999). The Synopsis notes
that “There is no recognised link between military service per se and bladder cancer”
(Baxby 2008). However, few studies have specifically examined the risk of bladder cancer
in relation to military service. In a population-based study in New Hampshire, USA, Colt
et al. reported OR 1.0, 95% CI 0.7-1.4 for male ‘military occupations’ and OR 1.1, 95% ClI
0.4-3.1 for female (Colt et al. 2004). A study of cancer mortality in veterans found
elevated rates of bladder cancer in current, former and ever-smokers but did not
undertake a comparison with the general population (McLaughlin et al. 1995). Since
1964, many UK service personnel have undertaken training exercises in Kenya, where
schistosomiasisis is endemic, and it is not currently possible to exclude this or other
occupational exposure as a risk factor. A nested case control study is recommended to
evaluate possible occupational risk factors, and the incidence of bladder cancer in

veterans should be monitored.

5.22 Skin Cancer

5.23 Malignant Melanoma

Malignant melanoma was defined as ICD-9 172 or ICD-10 C43, at any position in the

record.

5.23.1 Incidence
5.23.1.1 Overall

Over the 32-year period of follow-up, 134 veterans were diagnosed with malignant
melanoma, compared with 476 non-veterans, equating to a cumulative incidence of
0.24% and 0.28% respectively. The difference was not statistically significant, unadjusted
HR 0.91, 95% Cl 0.75-1.10, p=0.329. After adjusting for deprivation, the hazard ratio was
0.93,95% Cl 0.76-1.12, p=0.429. However the Nelson-Aalen plot shows that the lines
cross, indicating that the proportional hazards assumption has been violated (Hess 1995)
and hence the single Cox model is not appropriate (Figure 5-39). The Stata estat phtest
confirmed violation of the proportional hazards assumption, p=0.002 for non-

proportionality.
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Figure 5-39 - Nelson-Aalen plot of malignant melanoma by v eteran status

The data were therefore stratified by age at diagnosis; this showed no significant
difference between veterans and non-veterans aged 25-50 years, unadjusted HR 1.09,
95% Cl 0.86-1.39, p=0.480, whilst for those aged > 55 years, there was a non-significant
reduction in risk in veterans, unadjusted HR 0.66, 95% Cl 0.42-1.02, p=0.065. The hazard

ratios were similar after adjusting for deprivation.

5.23.1.2 Sex

Among the veterans, 17 cases of malignant melanoma were in women, a cumulative
incidence of 0.32% over the duration of follow-up. For non-veterans, there were 60 cases
in women (cumulative incidence 0.29%). The risk was non-significantly increased in
veteran women compared with non-veteran women, unadjusted HR 1.29, 95% Cl 0.75-
2.22, p=0.354. The hazard ratio was 1.32, 95% Cl 0.77-2.26, p=0.321 after adjusting for

deprivation.

5.23.1.3 Birth Cohort

Analysis by birth cohort showed no significant difference for any birth cohort, although
there was a consistent non-significant reduction in risk in veterans in the pre-1960 birth

cohorts.
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Figure 5-40 — Hazard ratios for malignant melanoma by birt ~ h cohort
Veterans referent to non-veterans

5.23.1.4 Length of Service

There was no significant association within any length of service, although Table 5-12

confirms the indication of non-significantly lower risk in the earlier birth cohorts.

Table 5-12 - Cox proportional hazard model of the associa  tion between veteran status and
malignant melanoma, overall and stratified by lengt h of service and birth cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496

n HR 95% CI HR 95% CI HR 95% CI

Overall
Univariate 134 091 0.75-1.10 0.329 0.82 0.64-1.04 0.107 1.14 0.81-1.59 0.457

Multi- 134 093 0.76-1.12 0.436 0.84 0.66-1.07 0.158 1.15 0.82-1.62 0.405
variable

Length of service in 8 categories

Basic 10 0.59 0.32-1.11 0.104 0.82 0.44-1.55 0.549 * * *
training98

EsL” (0-3 28 0.86 0.59-1.26 0.447 0.74 0.45-1.20 0.222 120 0.65-2.21 0.556
years)
4-6 years 25 0.88 0.59-1.32 0.549 0.75 0.45-126 0.275 124 0.65-2.35 0.511

7-9 years 28 142 0.96-2.09 0.077 1.26 0.78-2.06 0.347 1.78 0.94-3.39 0.077

10-12years 10 0.67 0.36-1.26 0.218 0.47 0.19-1.13 0.092 1.18 0.48-2.89 0.714

13-16 years 12 1.06 0.58-1.93 0.841 099 047-2.09 0980 1.15 043-3.13 0.777

17-22 years 11 1.14 0.63-2.08 0.669 091 043-1.93 0.814 2.00 0.73-5.48 0.176

223 years 10 0.65 0.32-131 0.231 0.76 0.37-1.53 0.437 * * *
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5.23.2 Case-Fatality

The mean follow-up from date of diagnosis of malignant melanoma to the date of death
or the end of the study was 8.96 years (range 0-30.32 years) for veterans and 8.23 years
(range 0-31.43 years) for non-veterans, representing 1,201 person-years of follow-up in
the veterans and 3,917 person-years in the non-veterans. There were 32 (23.9%) deaths
in veterans with malignant melanoma, equating to 26.7 per 1,000 person-years, and 83

(17.4%) deaths in non-veterans (21.2 per 1,000 person-years).

5.24 Non-Melanoma Skin Cancer

Non-melanoma skin cancer was defined as ICD-9 173 or ICD-10 C44, at any position in the

record.

5.24.1 Incidence
524.1.1 Overall

Non-melanoma skin cancer (excluding in-situ cancers) was the commonest malignancy in
both veterans and non-veterans. There were 712 cases in veterans, compared with 2,344
cases in non-veterans, a cumulative incidence of 1.27% in veterans and 1.36% in non-
veterans over the 32-year follow-up period. The reduction in risk in veterans did not
guite achieve significance in the unadjusted model, HR 0.92, 95% Cl 0.85-1.00, p=0.056.
The hazard ratio was similar after adjusting for deprivation. The Nelson-Aalen plot
confirms that there was little overall difference in risk of skin cancer between veterans

and non-veterans (Figure 5-41).
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Figure 5-41 - Nelson-Aalen plot of non-melanoma skin cance  r by veteran status

5.24.1.2 Sex

Only 39 of the cases of non-melanoma skin cancer in veterans occurred in women,
equating to 0.74% of veteran women and 5.48% of veteran cases. There were 212 cases
in non-veteran women, equating to 1.02% of non-veteran women and 9.04% of non-
veteran cases. The Cox proportional hazard model showed a reduction in risk in veteran
women, compared to non-veteran women, but it was not statistically significant,
unadjusted HR 0.75, 95% Cl 0.53-1.06, p=0.106. The hazard ratio was similar after
adjusting for deprivation. Veteran women had a significantly reduced risk of non-
melanoma skin cancer compared with veteran men, unadjusted HR 0.69, 95% Cl 0.50-
0.96, p=0.027, whereas the reduction was not significant for non-veteran women

compared with non-veteran men, HR 0.87, 95% Cl 0.76-1.01, p=0.060.

5.24.1.3 Birth Cohort

Subgroup analysis showed no significant difference in risk of non-melanoma skin cancer
in veterans for any birth cohort, apart from a reduction in the 1950-1954 and 1960-1974
cohorts, which was only significant for the 1965-1969 band, p=0.038 (Figure 5-42).
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Figure 5-42 — Hazard ratios for non-melanoma skin cancer by birth cohort
Veterans referent to non-veterans

5.24.1.4 Length of Service

When veterans were stratified by length of service in four broad groups''® and compared

against all non-veterans, there were no differences in risk for any length of service.
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Figure 5-43 — Nelson-Aalen plot of non-melanoma skin cance r by length of service
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18 Early Service Leavers (ESL) who did not complete initial training; other ESL; trained personnel with 4-12

years’ service; trained personnel with over 12 years’ service.



Scottish Veterans Health Study Chapter 5 - Cancer 184

5.24.2 Case-Fatality

The mean follow-up from date of diagnosis of non-melanoma skin cancer to the date of
death or the end of the study was 7.26 years (range 0-30.51 years) for veterans and 7.09
years (range 0-31.89 years) for non-veterans, representing 5,169 person-years of follow-
up in the veterans and 16,619 person-years in the non-veterans. There were 57 (8.0%)
deaths in veterans with non-melanoma skin cancer, equating to 11.0 per 1,000 person-

years, and 167 (7.1%) deaths in non-veterans (10.1 per 1,000 person-years).

5.24.3 Commentary - Skin Cancer

Skin cancer is the commonest malignancy in the UK, with a crude incidence of 22.2 cases
of malignant melanoma and 204.6 cases of non-melanoma skin cancer per 100,000 per
year in Scotland in 2012. The incidence of both types has been rising steadily and has
more than doubled since 1992"°. The most important risk factors for all types of skin
cancer' are solar ultraviolet radiation (particularly when resulting in sunburn), use of

sunbeds, exposure to mineral oils™'

and a positive family history. An estimated 86% of
melanoma, 50-70% of squamous cell carcinoma and 50-90% of basal cell carcinoma has
been attributed to solar radiation (Parkin et al. 2011, Lucas et al. 2008). Treatment with
immunosuppressant drugs also increases the risk of skin cancer; this is less likely to be a
relevant factor in serving personnel as conditions requiring such therapy would normally
result in medical discharge from service. Intermittent episodes of sunburn carry a greater
risk than chronic exposure to sunlight (Gandini et al. 2005), whilst a fair skin or red hair
increases the risk posed by sunbathing multiplicatively (Han et al. 2006). Paradoxically,
chronic occupational exposure protects against melanoma, in contrast to recreational

exposure. In an important meta-analysis of 57 studies examining risk factors for

malignant melanoma which met the authors’ inclusion criteria, Gandini et al. identified a

"% Data from ISD Scotland http://www.isdscotland.org/Health-Topics/Cancer/Publications/data-

tables.asp?id=1233#1233 accessed 9 Sept 2014
120

Malignant melanoma, basal cell carcinoma and squamous cell carcinoma

121 Cancer of the scrotum in lathe workers and other machinists from use of industrial cutting oils has been

recognised since 1950 (Coggon, D., Inskip, H., Winter, P. and Pannett, B. (1996) 'Mortality from scrotal
cancer in metal machinists in England and Wales, 1979-80 and 1982-90', Occupational Medicine, 46(1),
69-70.). The Armed Forces take the risk seriously and appropriate splash guards, personal protective
clothing and washing facilities are provided to protect those whose duties include metal-working. [Based
on the author’s personal recollection, as a Territorial Army trainee in the Royal Electrical and Mechanical
Engineers (REME) in 1970-71]. Today, the Armed Forces are fully compliant with UK Health & Safety
legislation and practice unless exempt by reason of military operational necessity.
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high degree of heterogeneity, and noted the likelihood of recall bias in recording sun
exposure in retrospective studies (Gandini et al. 2005). Nonetheless, there were
sufficient well designed studies to conclude that there was evidence of an inverse
association with chronic high sun exposure, consistent with the findings of other
researchers who had examined occupational exposure (Diepgen and Mahler 2002). Both
the risk associated with sunburn, and the inverse association with occupational exposure,
were stronger at higher latitudes (Gandini et al. 2005). Many service personnel have
been exposed to strong sunlight as a consequence of overseas service, as discussed at
Appendix 3, Section A3.3.5.6. The lack of evidence of any net increased risk of either
malignant melanoma or non-melanoma skin cancer in veterans provides reassurance, and
is consistent with the hypotheses that both occupational exposure to sunlight, and
smoking (Grant 2008), protect against melanoma. This may also account for the reduced
risk of melanoma, albeit non-significant, in the earlier birth cohorts who served at a time
when long tours of duty overseas in tropical stations were common, and when exposure

to tobacco smoke, either directly or indirectly, was almost universal.

5.25 Lymphohaematopoietic Cancer

5.26 All Lymphohaematopoietic Cancers

5.26.1 Introduction

Lymphohaematopoietic cancer was defined as leukaemia (ICD-10 C90-C95 and ICD-9 203-
208), Hodgkin lymphoma (ICD-10 C81 and ICD-9 201) or non-Hodgkin lymphoma (ICD-10
C82-C85 and ICD-9 200 and 202), at any position in the record. A composite outcome of
any lymphohaematopoietic cancer was used, based on the first occurrence of any of the
ICD codes, in order to eliminate double counting or revision of diagnosis. A landmark
analysis from age 20 years was performed, to avoid confounding by childhood leukaemia

or lymphoma, which would normally preclude enlistment.

5.26.2 Incidence
5.26.2.1 Overall

During the period of follow-up, 294 (0.52%) veterans had a diagnosis of leukaemia,

Hodgkin lymphoma or non-Hodgkin lymphoma, compared with 974 (0.56%) non-
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veterans. The difference was not statistically significant, unadjusted HR 0.96, 95% Cl
0.84-1.10, p=0.541. The hazard ratio was unchanged after adjusting for deprivation. The
Nelson-Aalen plot confirmed no significant overall difference between the veterans and

non-veterans (Figure 5-44).
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Figure 5-44 - Nelson-Aalen plot of lymphohaematopoietic ca  ncer by veteran status

5.26.2.2 Sex

A total of 19 (6.5% of cases) of the veteran cases and 94 (9.7% of cases) of the non-
veteran cases were women, p=0.306. The unadjusted hazard ratio for male veterans
compared with non-veterans was 0.97, 95% Cl 0.84-1.11, p=0.644, and for female
veterans it was 0.80, 95% CI 0.48, p=0.405.

5.26.2.3 Birth Cohort

There was no significant difference in risk of lymphohaematopoietic cancer between

veterans and non-veterans for any birth cohort (Figure 5-45).
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Figure 5-45 - Hazard ratios for lymphohaematopoietic cance  r by birth cohort
Veterans referent to non-veterans

5.26.2.4 Length of Service

The Nelson-Aalen cumulative hazard plot for risk of lymphohaematopoietic cancer by
length of service in 4 categories118 revealed no clear pattern (Figure 5-46). Early Service
Leavers who completed training, and trained veterans with 4-12 years’ service, showed a
pattern of risk similar to all non-veterans. Both Early Service Leavers who did not
complete training, and veterans with the longest service, exhibited a reduction in risk
compared with all non-veterans, up to age 60 years; beyond that age, the risk in the
longer-serving veterans appeared similar to all non-veterans, as well as to the other two
veteran categories. There were only 3 cases diagnosed in untrained ESL over the age of 60
years. Neither the untrained ESL subgroup nor the veterans with over 12 years’ service
showed a statistically significant reduction in risk compared with all non-veterans,
unadjusted HR 0.74, 95% Cl 0.43-1.25, p=0.256 for the untrained ESL and HR 0.94, 95% Cl

0.73-1.22, p=0.658 for veterans with over 12 years service.
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Figure 5-46 — Nelson-Aalen plot of lymphohaematopoietic ca  ncer by length of service
Non-veterans for comparison

5.26.3 Case-Fatality

The mean follow-up from date of initial diagnosis of any lymphohaematopoietic cancer to
the date of death or the end of the study was 6.46 years (range 0-31.49 years) for
veterans and 7.77 years (range 0-31.96 years) for non-veterans, representing 1,889
person-years of follow-up in the veterans and 7,731 person-years in the non-veterans.
There were 101 (34.4%) deaths in veterans with lymphohaematopoietic cancer, equating
to 58.2 per 1,000 person-years, and 338 (34.0%) deaths in non-veterans (43.7 per 1,000
person-years). Case-fatality at one year and 5 years from diagnosis was non-significantly
higher for veterans, unadjusted HR 1.15, 95% Cl 0.82-1.60, p=0.41 at one year and HR
1.13,95% Cl 0.89-1.43, p=0.305 at 5 years. Results were similar after adjusting for

deprivation.

5.27 Leukaemia

5.27.1 Incidence
5.27.1.1 Overall

There were 125 cases of adult'? leukaemia'® in veterans compared with 365 in non-

veterans, representing a cumulative incidence over the period of follow-up of 0.22% in

122 Age 20 years and older
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veterans and 0.21% in non-veterans. The difference was not statistically significant,
unadjusted HR 1.03, 95% Cl 0.84-1.27, p=0.782, as demonstrated in the Nelson-Aalen plot

(Figure 5-47). The hazard ratio was unchanged after adjusting for deprivation.
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Figure 5-47 - Nelson-Aalen plot of leukaemia by veteran st  atus
Landmark age 20 years
Mean age at diagnosis was similar for both veterans (51.0 years, SD 9.7) and non-veterans

(50.2 years, SD 10.8).

5.27.1.2 Sex

Only 6 of the veteran cases were in women (5.04% of veteran cases), compared with 35
(10.36%) in non-veterans, equating to a cumulative incidence of 0.11% in veteran women
and 0.17% in non-veteran women. The reduction in risk in veteran women compared to
non-veteran women was not statistically significant, unadjusted HR 0.71, 95% CI 0.30-
1.68, p=0.433. The adjusted HR was the same. For men, the unadjusted hazard ratio was

1.05, 95% Cl 0.85-1.30, p=0.638, unchanged after adjusting for deprivation.

5.27.1.3 Birth Cohort

There was no statistically significant difference in risk between veterans and non-veterans

for any birth cohort in 5-year bands, although there was a non-significant increase in risk

123 All leukaemia diagnoses were aggregated in the linked dataset; it was not possible to differentiate

between acute or chronic, lymphocytic, lymphoblastic or myeloid leukaemia, other than for deaths where
individual ICD codes for primary cause of death were included in the dataset.
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in veterans born from 1965 onwards (Figure 5-48). For this subgroup, the hazard ratio
was 1.84, 95% Cl 0.99-3.43, p=0.053, based on a small number of cases (16 veterans and
39 non-veterans).
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Figure 5-48 — Hazard ratios for leukaemia by birth cohort
Veterans referent to non-veterans

5.27.1.4 Length of Service

There were insufficient numbers to permit detailed subgroup analysis by length of
service. However, the Nelson-Aalen plot by length of service in 4 categories*'?, compared
with all non-veterans, showed no clear pattern (Figure 5-49). The slightly reduced risk in

veterans who left during initial training is based on only 9 cases and is not statistically

significant.
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Figure 5-49 — Nelson-Aalen plot of leukaemia by length of  service
All non-veterans for comparison
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5.27.2 Case-Fatality

The mean follow-up from date of diagnosis of leukaemia to the date of death or the end
of the study was 4.68 years (range 0-24.16 years) for veterans and 5.26 years (range O-
31.23 years) for non-veterans, representing 585 person-years of follow-up in the veterans
and 1,962 person-years in the non-veterans. There were 52 (41.6%) deaths in veterans
with leukaemia, equating to 88.9 per 1,000 person-years, and 151 (40.4%) deaths in non-
veterans (77.0 per 1,000 person-years). Case-fatality at both one year and 5 years were
non-significantly higher in veterans, HR 1.40, 95% Cl 0.89-2.20, p=0.150 at one year and
1.28,95% C1 0.92-1.79, p=0.139 at 5 years. Although hospital admissions for all types of
leukaemia were aggregated, it was possible to separate out acute myeloid leukaemia
(AML) for those who had died; 16 (30.77%) of the 52 deaths in veterans with a leukaemia
diagnosis had an ICD code for AML, compared with 44 (29.13%) in non-veterans, p=0.765.

5.28 Hodgkin Lymphoma

5.28.1 Incidence
5.28.1.1 Overall

Over the period of follow-up, there were 59 cases of Hodgkin lymphoma in veterans
compared with 182 cases in non-veterans, equating to a cumulative incidence of 0.10%
and 0.11% respectively. There was a small non-significant increase in risk in veterans in
the Cox proportional hazard model, HR 1.17, 95% Cl 0.86-1.59, p=0.318. After adjusting
for deprivation, the hazard ratio was 1.19, 95% Cl 0.87-1.61, p=0.272. However the
Nelson-Aalen cumulative hazard plot showed veterans to be at higher risk than non-
veterans (Figure 5-50). Visual inspection indicated non-proportionality of the hazard
(Hess 1995), although the Stata estat phtest for non-proportionality was non-significant,
p=0.814; subgroup analysis restricted to age 55 and over at diagnosis gave a much higher
hazard ratio, HR 1.71, 95% Cl 0.86-3.38, p=0.124 after adjusting for deprivation, although
it failed to achieve statistical significance. The absolute number of cases in this older

subgroup was small (13 cases in veterans and 23 in non-veterans).
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Figure 5-50 - Nelson-Aalen plot of Hodgkin lymphoma by vet  eran status

Mean age at diagnosis was 40.9 years (SD 12.7) for veterans and 37.5 years (SD 12.2) for

non-veterans.

5.28.1.2 Sex

Four of the veteran cases (6.78%) and 18 of the non-veteran cases (9.89%) were in
women, p=0.668. Overall, there was a cumulative incidence of Hodgkin lymphoma of
0.08% in veteran women and 0.09% in non-veteran women over the 32-year follow-up
period, compared with 0.11% in both veteran and non-veteran men. The Cox
proportional hazard ratio was non-significantly increased for veteran men compared with
non-veteran men, unadjusted HR 1.21, 95% Cl 0.61-2.41, p=0.581 and 1.18, 95% CI| 0.58-
2.38, p=0.644 after adjusting for deprivation, but the numbers were too small to give a

reliable hazard ratio for women.

5.28.1.3 Birth Cohort

None of the hazard ratios for risk of Hodgkin lymphoma by birth cohort in 5-year bands
showed any significant difference between veterans and non-veterans, although there
was evidence of a steady non-significant increase between 1950 and 1964, which then
reversed in the most recent birth cohort (Figure 5-51), with a peak HR of 1.59, 95% ClI
0.77-3.28 for the 1960-1964 birth cohort.
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Figure 5-51 — Hazard ratios for Hodgkin lymphoma by birth cohort
Veterans referent to non-veterans

5.28.1.4 Length of Service

There were insufficient numbers of cases to permit subgroup analysis by length of service.

5.28.2 Case-Fatality

The mean follow-up from date of diagnosis of Hodgkin lymphoma to the date of death or
the end of the study on 31 December 2012 was 10.57 years (range 0.01-31.49 years) for
veterans and 13.18 years (range 0-31.96 years) for non-veterans, representing 624
person-years of follow-up in the veterans and 2,491 person-years in the non-veterans.
There were 17 (28.8%) deaths in veterans with Hodgkin lymphoma, equating to 27.3 per
1,000 person-years, and 50 (26.5%) deaths in non-veterans (20.1 per 1,000 person-years).
Veterans had a non-significantly lower case-fatality at one year than non-veterans, HR
0.70, 95% Cl 0.2-2.42, p=0.542. By 5 years, case-fatality was non-significantly higher in the
veterans, HR 1.21, 95% Cl 0.61-2.41, p=0.581.

5.29 Non-Hodgkin Lymphoma

5.29.1 Incidence
5.29.1.1 Overall

As with the other lymphohaematopoietic malignancies, a landmark analysis was

performed beginning at age 20 years in order to avoid confounding by conditions arising
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in childhood and adolescence which would have precluded military service. There was a
total of 144 cases of non-Hodgkin lymphoma in veterans and 539 in non-veterans,
representing a cumulative incidence of 0.26% and 0.31% respectively over the period of
follow-up. The Cox proportional hazard ratio showed a non-significant reduction in risk
for veterans, HR 0.85, 95% Cl 0.71-1.02, p=0.096, which was similar after adjusting for

deprivation (Figure 5-52).
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Figure 5-52 - Nelson-Aalen plot of non-Hodgkin lymphoma by veteran status

Mean age at diagnosis was 48.4 years (SD 9.5) for veterans and 46.8 years (SD 11.5) for

non-veterans.

5.29.1.2 Sex

Eleven (0.21%) veteran women developed non-Hodgkin lymphoma, compared with 49
(0.24%) non-veteran women. The difference was not significant, unadjusted HR 0.99,
95% Cl 0.51-1.90, p=0.966. In men, 0.26% of veterans and 0.32% of non-veterans
developed Hodgkin lymphoma, a reduction in risk in veterans which did not quite achieve
statistical significance (unadjusted HR 0.84, 95% Cl 0.69-1.02, p=0.078, unchanged after

adjusting for deprivation).
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5.29.1.3 Birth Cohort

There was a statistically significant reduction in risk of non-Hodgkin lymphoma in the
oldest veterans, unadjusted HR 0.67, 95% Cl 0.46-0.97, p=0.036, which remained
significant after adjusting for deprivation, HR 0.68, 95% Cl 0.47-0.99, p=0.044. The hazard
ratios were close to unity for the 1950-1964 cohorts, with a non-significant reduction in

risk in the youngest veterans compared with non-veterans (Figure 5-53).
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Figure 5-53 — Hazard ratios for non-Hodgkin lymphoma by bi  rth cohort
Veterans referent to non-veterans

5.29.1.4 Length of Service

Analysis by length of service in 8 categories'* revealed no statistically significant
differences, overall or for the oldest (pre-1960) and younger (1960 onwards) birth cohorts
for any length of service, referent to all non-veterans. When examined graphically in 4
categories”, the slight reduction in risk in veterans was evident at all lengths of service
apart from ESL who completed initial training, whose risk was similar to the reference

population (Figure 5-54).

124 Reflecting the commonest lengths of military engagement; detailed analysis not shown
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Non-veterans for comparison

5.29.2 Case-Fatality

The mean follow-up from date of diagnosis of non-Hodgkin lymphoma to the date of
death or the end of the study on 31 December 2012 was 6.32 years (range 0-30.40 years)
for veterans and 7.21 years (range 0-31.91 years) for non-veterans, representing 910
person-years of follow-up in the veterans and 3,929 person-years in the non-veterans.
There were 46 (31.9%) deaths in veterans with non-Hodgkin lymphoma, equating to 50.6
per 1,000 person-years, and 186 (34.1%) deaths in non-veterans (47.3 per 1,000 person-
years). Case-fatality was non-significantly lower at one year in the veterans, HR 0.86, 95%
Cl 0.53-1.40, p=0.546. There was no difference at 5 years, HR 1.03, 95% Cl 0.74-1.44,
p=0.852.

5.29.3 Commentary - Lymphohaematopoietic Cancer

Lymphohaematopoietic malignancies are relatively common in the general population,
leukaemia accounting for 3% of all new cancers, with an age-standardised incidence rate
of 10.2 per 100,000 per year in the UK. In addition there are 15.1 cases of non-Hodgkin
lymphoma per 100,000 population (4% of all new cancers), whilst Hodgkin lymphoma
accounts for a further 2.9 cases per 100,000 per year. The lymphomas are the second
most common cancers in male adolescents and young adults, whilst leukaemia is the

fourth commonest (Cancer Research UK 2012). The main risk factors for both Hodgkin
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lymphoma and non-Hodgkin lymphoma are similar to those for the leukaemias and
include age, gender and family history. A number of studies suggest that smoking is a risk
factor for Hodgkin lymphoma (Briggs et al. 2002, Lim et al. 2007), whilst the evidence in
respect of smoking is inconclusive for non-Hodgkin lymphoma (Morton et al. 2005).
Radiation, chemotherapy and immunosuppression are also risk factors for non-Hodgkin
lymphoma, as are viral infections such as Epstein-Barr virus (which also increases the risk
of Hodgkin lymphoma) and HIV. Infection with Helicobacter pylori is known to be

associated with gastric lymphoma.

Occupational factors such as exposure to industrial solvents, herbicides and benzene are
thought to account for between 4% and 11% of cases of non-Hodgkin lymphoma (Hartge
and Devesa 1992), and concerns have been expressed that occupational exposure to
radiation (Gardner 1988), fuels (Austin et al. 1988) and electromagnetic fields (Garland et
al. 1990) may increase the risk of leukaemia in military personnel. In 1980, a US report
linked 9 cases of leukaemia to participation in military exercises during the 1957 nuclear
test explosion (Caldwell et al. 1980). In 2001, it was reported that military service in the
Balkans may have been associated with an increased risk of leukaemia as a consequence
of the use of depleted uranium munitions some 5 years earlier, following the deaths of 6
Italian soldiers who had served there (Dyer 2001). However, formal epidemiological
evidence has provided a conflicting picture, with most studies reporting no increased risk
associated with either radiation (Muirhead et al. 2003a) or exposure to electromagnetic

fields (Garland et al. 1990) in military personnel.

Although there were no differences in risk between veterans and non-veterans when all
lymphohaematopoietic cancers were analysed together, the individual cancers revealed a
mixed picture. For leukaemia there was no overall difference in incidence, although it
was not possible to separate acute or chronic, lymphocytic or myeloid leukaemia. There
was a non-significant increase in risk in the youngest birth cohort, based on small
numbers; this will need to be monitored as this cohort ages. A similar increase was
observed in the early years of follow-up of the nuclear test veterans but the difference
disappeared with longer follow-up, except for some leukaemias (Darby et al. 1988,

Muirhead et al. 2003a), as discussed at Appendix 1, Section A1.3.2.
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Hodgkin lymphoma is known to have a bimodal age distribution, peaking at ages 15-34
years and over 60 years in most populations (Cartwright and Watkins 2004). This was

clearly demonstrated in the veteran dataset (Figure 5-55).
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Figure 5-55 - Kernel density plot of Hodgkin lymphoma by a  ge at diagnosis
Veterans only

The finding of an overall (albeit non-significantly) increased risk of Hodgkin lymphoma
and reduction in risk of non-Hodgkin lymphoma in veterans cannot readily be explained.
Misdiagnosis is unlikely; Hodgkin lymphoma is more likely to be misclassified as non-
Hodgkin lymphoma (Hartge and Devesa 1992) which would have given rise to the
opposite effect from that observed. Furthermore, since all patients were treated in NHS
facilities, systematic misdiagnosis in the veterans seems implausible. Although a simple
classification into leukaemia, Hodgkin lymphoma and non-Hodgkin lymphoma is widely
used for reporting purposes, the lymphohaematopoietic malignancies encompass a wide
range of distinct diseases (Campo et al. 2011), with differing risk factors; this renders any
interpretation of patterns of risk in veterans problematic. However, it may be concluded
that any differences in risk between veterans and non-veterans are minor, although

longer follow-up of leukaemia in veterans born from 1965 onwards is needed.

5.30 Male Reproductive Cancer

Male reproductive cancer was defined as prostate cancer (ICD-9 185 or ICD-10 C61) or

testicular cancer (ICD-9 186 or ICD-10 C62), recorded at any position in the record.
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5.31 Prostate Cancer

5.31.1 Incidence
5.31.1.1 Overall

Over the period of the study, there were 246 cases of prostate cancer in veterans and 777
in non-veterans, a cumulative incidence of 0.48% in veteran men and 0.51% in non-
veteran men. The reduction in risk in veterans did not achieve statistical significance,
unadjusted HR 0.92, 95% Cl 0.80-1.07, p=0.278 (Figure 5-56). The hazard ratio was similar

after adjusting for deprivation.
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Figure 5-56 - Nelson-Aalen plot of prostate cancer by vete  ran status

Mean age at diagnosis was 58.1 years (SD 5.1) in veterans and 58.3 years (SD 5.0) in non-

veterans.

5.31.1.2 Birth Cohort

The hazard ratios for prostate cancer in veterans compared with non-veterans, by birth
cohort, were close to unity for all birth years prior to 1965. The small reduction in the
later births is not significant; there was only one veteran case and 6 non-veterans in this

subgroup.
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Figure 5-57 — Hazard ratios for prostate cancer by birthc  ohort
Veterans referent to non-veterans

5.31.1.3 Length of Service

When veterans were stratified by length of service, there was no significant difference
from all non-veterans for any category of length of service (Table 5-13). The boundary at
12 years (part 3 of Table 5-13) represented junior and senior non-commissioned officers,

and junior and senior officers, and confirmed that there was no difference.
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Table 5-13 - Cox proportional hazard model of the associa  tion between veteran status and
prostate cancer, overall and stratified by length o f service

Veteran Male Veterans
cases n=50,970
n 95% ClI
Overall
Univariate 246 0.92 0.80-1.07 0.278
Multi- 246 0.93 0.81-1.07 0.328
variable
Length of service in 8 categories
Basic 26 0.91 0.61-1.34 0.624
training98
EsL” (0-3 49 099  0.74-1.32 0.958
years)
4-6 years 49 1.03 0.77-1.38 0.827
7-9 years 25 0.69 0.46-1.03 0.067
10-12 years 22 0.72 0.47-1.10 0.126
13-16 years 24 1.24 0.83-1.86 0.302
17-22 years 16 0.74 0.45-1.21 0.233
223 years 35 0.96 0.68-1.34 0.802
Length of service in 2 categories
<12 years 171 0.90 0.76-1.06 0.250
>12 years 75 0.98 0.77-1.24 0.868

5.31.2 Case-Fatality

The mean follow-up from date of diagnosis of prostate cancer to the date of death or the
end of the study on 31 December 2012 was 3.95 years (range 0-16.78 years) for veterans
and 3.78 years (range 0-19.23 years) for non-veterans, representing 972 person-years of
follow-up in the veterans and 2,937 person-years in the non-veterans. There were 46
(18.7%) deaths in veterans with prostate cancer, equating to 47.3 per 1,000 person-years,
and 130 (16.7%) deaths in non-veterans (44.3 per 1,000 person-years). Case-fatality at
one year was no different for veterans compared with non-veterans, HR=1.00, 95% ClI
0.51-1.96, p=0.990, and there was no significant difference at 5 years, HR 1.10, 95% ClI
0.79-1.55, p=0.557.



Scottish Veterans Health Study Chapter 5 - Cancer 202

5.32 Testicular Cancer

Testicular cancer was defined as ICD-9 code 186 or ICD-10 code C62, at any position in the

record.

5.32.1 Incidence
5.32.1.1 Overall

Over the period of follow-up there were 156 cases of testicular cancer in veterans and
510 cases in non-veterans, equating to a cumulative incidence of 0.31% in veteran men
and 0.34% in non-veteran men. The difference was not statistically significant in either
the unadjusted or adjusted model, HR 1.04, 95% Cl 0.86-1.25, p=0.686 and 1.04, 95% ClI
0.87-1.26, p=0.641 respectively. The Nelson-Aalen plot confirmed that there was little
difference in risk of testicular cancer overall between the veterans and non-veterans

(Figure 5-58).
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Figure 5-58 - Nelson-Aalen plot of testicular cancer by ve  teran status

5.32.1.2 Birth Cohort

Apart from a non-significant increase in the 1945-1949 birth cohort (unadjusted HR 1.38,
95% Cl 0.81-2.35, p=0.236), the hazard ratios for testicular cancer in all birth cohorts were

close to unity.
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Figure 5-59 — Hazard ratios for testicular cancer by birth cohort
Veterans referent to non-veterans

5.32.1.3 Length of Service

Small numbers of cases in each category did not permit detailed analysis by common
lengths of engagement; stratification into 3 broad categories showed no significant
increase for any length of service, although there was a gradual increase in the hazard
ratios with increasing length of service in the veterans when compared with all non-

veterans (Table 5-14).

Table 5-14 - Cox proportional hazard model of the associa  tion between veteran status and
testicular cancer, overall and stratified by length of service

Veteran Male Veterans
cases n=50,970
n 95% Cl
Overall
Univariate 156 1.04 0.86-1.25 0.686
Multi- 156 1.05 0.87-1.26 0.641
variable
Length of service in 3 categories
All ESL” 42 0.84  0.62-1.15 0.284
<12 years 117 1.12 0.88-1.44 0.353
>12 years 37 1.29 0.88-1.89 0.186
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There was also some evidence of clustering in specific years of entry to service; 1967,
1972 and 1979, although absolute numbers were small and statistical significance was not

achieved.

5.32.2 Case-Fatality

The mean follow-up from date of diagnosis of testicular cancer to the date of death or the
end of the study on 31 December 2012 was 13.68 years (range 0-31.44 years) for veterans
and 13.85 years (range 0-31.97 years) for non-veterans, representing 2,134 person-years
of follow-up in the veterans and 7,064 person-years in the non-veterans. There were 19
(12.2%) deaths in veterans with testicular cancer, equating to 8.9 per 1,000 person-years,
and 49 (9.6%) deaths in non-veterans (6.9 per 1,000 person-years). Case-fatality at one
year was much higher in the veterans, HR 3.31, 95% Cl 1.16-9.43, p=0.025, based on 7
deaths in the veterans and the same number in the 3:1 non-veterans group. By 5 years,

there was no difference in case-fatality, HR 0.85, 95% Cl 0.39-1.85, p=0.687.

5.32.3 Commentary - Male Reproductive Cancer

Prostate cancer is the commonest cancer in men in the UK, with a standardised
incidence' of 104.7 per 100,000 per year'?, accounting for 25% of all incident cancers in
men. Survival rates are high, with 93.5% alive at one year after diagnosis, 81.4% at 5

'27 although it is the second commonest cause of cancer

years and 68.5% at 10 years,
death in men. Risk factors include age and family history, a history in a first-degree
relative more than trebling the risk (Kicinski et al. 2011). Risk also varies with ethnicity,
being lower in Asian men and higher in African men. There is no strong evidence for any
occupational association (Parent and Siemiatycki 2013). A case control study of 606 cases
and 471 controls in Australia found a non-significant increase in military veterans who
had deployed to Vietham, which persisted after adjusting for family history, although

there was no association with either a history of military service or service in conflict

otherwise (Leavy et al. 2006). Darby et al. reported a reduced risk of death from prostate

125 European age-standardised rate

126 yk figures for 2011. Source Cancer Research UK

http://publications.cancerresearchuk.org/downloads/Product/CS KF PROSTATE.pdf accessed 16 Sep
2014

'27 |bid. England/E&W, various dates 2005-2009.
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cancer in veterans of the UK nuclear test programme compared with controls, but this
was influenced by a higher than expected number of deaths in the controls (Darby et al.
1988). Zhu et al. examined prostate cancer in serving US military personnel, but did not
look at veterans. They found a higher rate than in civilians but surmised that this may
have been a consequence of US military screening programmes (Zhu et al. 2009). There is
conflicting evidence for an association with cigarette smoking, with some studies
reporting an increased risk, although a comprehensive meta-analysis reported no
association in the majority of studies, noting methodological shortcomings in many of
them (Plaskon et al. 2003, Hickey et al. 2013). It is unlikely that there is a systematic
difference between veterans and non-veterans in the likelihood of having a close family
member with prostate cancer. Overall, therefore, there is no theoretical basis for the risk
of prostate cancer in veterans to differ from that in non-veterans; findings from the

Scottish Veterans study support this hypothesis.

By contrast, there have been conflicting reports of associations between military service
and testicular cancer. Areportin 1991 concluded that Vietnam veterans had a two-fold
increase in risk compared with all veterans, after excluding other risk factors such as
cryptorchidism, low birth weight and non-Hodgkin lymphoma (Tarone et al. 1991). That
study followed reports of a similar increase in risk of testicular cancer in military working
dogs deployed to Vietnam (H.M. Hayes et al. 1990). However a later study, as part of the
Agent Orange follow-up, demonstrated only a significant increase in US Navy veterans;
there was no increase in risk of testicular cancer for ground troops. A study of US Gulf
War era veterans based on cancer registry records showed a higher crude proportional
incidence in those who had deployed to the Gulf, based on 17 cases in the deployed
group and 11 in the non-deployed personnel. The peak incidence occurred 5 years after
the conflict (Levine et al. 2005). Hayes et al. examined occupational associations with
testicular cancer in a case control study at two US military hospitals and a civilian hospital;
controls were patients with non-genital cancers. They concluded there was an
association between professional occupations and seminoma, and between working in
the production industries and other germ-cell tumours, although no specific occupational
linkage within those groups could be determined. There was a strong association
between self-reported exposure to microwaves or radio waves, especially in the military
subjects (OR 3.5, 95% Cl 1.3-10.2) although when analysed by job title based on the

likelihood of exposure to microwaves or radio waves, the correlation was poor (R.B.
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Hayes et al. 1990). The possible role of high-frequency electromagnetic radiation as a risk
factor for cancer is discussed at Appendix 3, Section A3.3.5.7. In a large cohort of US
Navy personnel exposed to radar waves and followed up for 40 years, the relative risk of
mortality from testicular cancer was 1.30, 95% Cl 0.35-4.89, but this was based on only 5
cases in the high-exposure group and 4 cases exposed to low levels of radiation (Groves
et al. 2002). Furthermore, there is a high survival rate for testicular cancer, and mortality

studies may not therefore reflect incidence.

The MOD’s Synopsis of Causation notes cryptorchidism, low birth weight, infantile hernia
and tall stature as risk factors but reports no firm scientific evidence for occupational risk
factors, and no evidence in respect of vasectomy or trauma (Fisher 2008). Whilst the
Scottish Veterans Health Study provides reassurance that there is little overall difference
in risk of testicular cancer between veterans and non-veterans, for any birth cohort, the
steady (although small and non-significant) increase in risk with increasing length of
service, and indication of clustering, suggests that there may be a small occupational
association. Of the known and postulated risk factors, exposure to high-frequency
electromagnetic radiation from military radio equipment and radar installations seems
the most likely. Further studies are needed to examine the occupational histories of the

156 cases in veterans in order to clarify patterns of risk.

5.33 Female Reproductive Cancer

Female reproductive cancer was defined as cancer of the cervix uteri (ICD-9 180 or ICD-10
C52), corpus uteri (ICD-9 182, ICD-10 C54 or C55) or ovary (ICD-9 183 or ICD-10 C56), at

any position in the record.

5.34 Cervical Cancer

5.34.1 Incidence
5.34.1.1 Overall

Among the veteran women, 18 developed cervical cancer compared with 81 of the non-
veteran women over the period of follow-up, equating to a cumulative incidence of 0.34%
in veterans and 0.39% in non-veterans. The difference was not statistically significant,

unadjusted HR 0.97, 95% Cl 0.58-1.62, p=0.906, adjusted HR 0.95, 95% Cl 0.57-1.59,
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p=0.853. The Nelson-Aalen plot confirmed a small overall reduction in risk (Figure 5-60).

Testing for non-proportionality of the hazards was non-significant, p=0.493.
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Figure 5-60 - Nelson-Aalen plot of cervical cancer by vete  ran status

5.34.1.2 Birth Cohort

Analysis by birth cohort was limited by small numbers, and accordingly wide confidence
intervals, but demonstrated a lower risk in women born after 1960 which did not reach

statistical significance.
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Figure 5-61 — Hazard ratios for cervical cancer by birthc  ohort
Veteran women referent to non-veterans
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Since military cervical screening was established more than 20 years earlier than the
programme for civilians (1967 and 1988 respectively) and therefore could potentially
have impacted on servicewomen born from the mid-1950s, a more detailed analysis was
undertaken and a ‘population pyramid’ was constructed to show the incidence of cervical

cancer in veteran and non-veteran women by year of birth (Figure 5-62).
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Figure 5-62 — ‘Population pyramid’ of cervical cancerinci  dence
Veteran and non-veteran women (Bergman et al. 2015a)

Visual inspection of Figure 5-62 indicated a substantial reduction in incidence in veterans
born after 1958. For women born 1945-1958, there were 14 (0.69%) cases of cervical
cancer in the veterans compared with 45 (0.56%) in non-veterans, unadjusted HR 1.31,
95% Cl 0.72-2.40, p=0.372, adjusted HR 1.24, 95% Cl 0.68-2.26, p=0.480. For women born
between 1959 and 1985, the corresponding numbers of cases were 4 (0.12%) in the
veterans and 36 (0.28%) in the non-veterans, unadjusted HR 0.51, 95% Cl 0.18-1.43,
p=0.202 and adjusted HR 0.51, 95% Cl 0.18-1.44, p=0.206. This represented a reduction of
83% in the veteran women and 50% in the non-veterans in the 1959-1985 birth cohort.
Despite the apparent large reduction in incidence of cervical cancer in women veterans
born since 1958 compared with non-veterans, the difference did not achieve statistical
significance owing to the small overall number of cases, HR 0.51, 95% Cl 0.18-1.44,

p=0.204.
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5.34.1.3 Length of Service

The number of cases of cervical cancer in veterans was insufficient to permit any analysis

by length of service.

5.34.2 Case-Fatality

The mean follow-up from date of diagnosis of cervical cancer to the date of death or the
end of the study on 31 December 2012 was 12.61 years (range 0-31.44 years) for veterans
and 12.09 years (range 0-31.97 years) for non-veterans, representing 227 person-years of
follow-up in the veterans and 979 person-years in the non-veterans. There were 2
(11.1%) deaths from all causes in veterans with cervical cancer, equating to 8.8 per 1,000
person-years, and 17 (21.0%) deaths in non-veterans (17.4 per 1,000 person-years).

There was one death from cervical cancer in the veterans, giving a crude mortality rate of
5.6%, compared with 8 deaths in the non-veterans (crude mortality rate 9.9%), although

the difference did not achieve statistical significance.

5.34.3 Commentary

Cervical cancer is the third commonest cancer in women worldwide, although the
implementation of screening programmes in developed countries has had a major impact
and in the UK, it ranks only 11" accounting for 2% of all new cancers in women. The
peak incidence is in the 4™ decade of life although there is a smaller peak in the ot
decade. There is a crude incidence in Scotland of 11 per 100,000 per annum, with a
lifetime risk of 1 in 112 (Cancer Research UK 2013;ISD Scotland 2014). There has been a
49% reduction in incidence between 1985/87, prior to the introduction of the UK national
screening programme, and 2002/04, although since then an increase in incidence,
greatest in women aged 20-34, has been reported and has been mirrored in other

countries (Trent Cancer Registry 2012, Foley et al. 2011).

Cervical cytology as a screening tool was developed in the 1920s by Papanicolaou, but it
was not until 1947 that the details of the procedure for sampling the cervix were
published (Koss 1989). Screening was introduced on an ad hoc basis in the UK in 1967
(Foley et al. 2011), and in 1988 a national programme of call and recall was established

(Peto et al. 2004). The British Army, which operated a health care service independently
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from the NHS, established its own Cervical Cytology Screening Service in 1962, collocated
with the Army Histopathology Registry (AHR) at the Royal Army Medical College,
Millbank, London, and the Royal Navy and Royal Air Force offered similar services.
Initially, screening was only offered to women over 35 years of age but in 1967 the
service was extended to all women for whom the Army provided primary care'?®
(Editorial 1969). Although there was no formal call/recall system, opportunistic
screening was widely offered, often in association with contraceptive or sexual health
consultations, and individual practice nurses devised and operated local call/recall
systems. Abnormal results were followed up by the AHR and, failing receipt of repeat
cytology or a biopsy specimen taken in a military hospital, details of follow-up elsewhere
were required to be submitted. This system worked surprisingly well and in an audit of
748 Army women (serving and dependant), Zaklama found that 677 (90%) had undergone

screening in the last 5 years. Four percent had been referred for further investigation

following an abnormal result (Zaklama and Birkett 1987).

The Army Histopathology Registry was disbanded on the closure of the Royal Army
Medical College in 1997 and the opportunity was taken to establish a Service-wide call
and recall system in collaboration with the NHS, initially with Warwickshire Health
Authority following a competitive tendering process although following local
reorganisation, responsibility passed to Coventry and Warwickshire Registration and
Screening Service'” (Bergman et al. 2015a). The service ‘went live’ in 2001. Initially,
screening was offered to all Servicewomen aged 20 years and over, although in 2004 the
lower age-limit was changed to 25 years, in line with the recommendations which gave
rise to a change in national policy in England and Wales (Sasieni et al. 2003).
Servicewomen recruited from Scotland, which retained a lower age limit of 20 years,
continued to be included in the screening programme prior to age 25 years if they had
already had their first test prior to joining the Services. Since 2013, human papilloma
virus (HPV) vaccine catch-up has been offered to female recruits under the age of 18 who

are not fully immunised on entry®. The service provided to the Armed Forces by the NHS

128 Al Servicewomen; Service dependants overseas; entitled civilians overseas; and dependants and civilians

registered with Service primary care practices in the UK serving remote communities, or registered with
Service GP training practices in the UK where family care was offered.

129 Surgeon General’s Policy Letter 13/00: Cervical Cytology Service — Transfer of Data to Warwickshire

Health Authority. D/SG(MedPol)/330/3/1.

130 45p 950 Leaflet 7-1-1. Immunological Protection of Entitled Personnel. Ministry of Defence (2013).
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was audited in line with national audit policy although the results were reported
separately. Rates of abnormality for the Service community were at the upper end of the
national range. Rates of 7% borderline/mild abnormality and 2-2.5% moderate/severe

abnormality were reported in most reporting periods""

, compared with an average of
5.6-6.2% and 1.3-1.5% respectively nationally (2002-2011)"*, and may be related to
exposure to HPV infection owing to the high prevalence of genital warts in the Armed
Forces (Barrett et al. 1954). Genital warts affect as many as 20% of male and 10-15% of
female attendees at military sexual health clinics and tend to recur at times of stress',
especially in relation to overseas deployment. Overall prevalence of genital warts in

military personnel is unknown as, in the UK, they are free to attend NHS sexual health

clinics, where they are not separately identified, if they prefer.

The reported prevalence of cytological abnormalities appears to have given rise to a
misconception within the UK screening service that servicewomen have a higher rate of
cervical cancer than do civilian women™*. Data from the Scottish Veterans Study have
demonstrated that whilst this may have been true for the earlier birth cohorts (although
not achieving statistical significance), it does not hold good for those servicewomen in
later birth cohorts who have had access to the MOD’s screening programme, at least for
those veteran women who settled in Scotland post-Service. As the median length of
service for women was only 3.9 years (IQR 1.3-7.5 years) (Section 3.2.2), few who joined
prior to the start of the military screening programme in the late 1960s would have had

the opportunity to access it later in service, and most would probably not have

3! Director General Army Medical Services Annual Report on the Health of the Army 2001, 2003, 2005 and

2006. Army Medical Directorate.

132 National Statistics: Cervical Screening Programme England 2010-2011. The Health and Social Care

Information Centre 2011.

133 Director General Army Medical Services Annual Report on the Health of the Army 2006. Army Medical

Directorate.

134 “.Women in HM Forces or in prison are at higher risk of developing cervical cancer than the general
population, however they are not registered with an NHS GP and they do not receive standard NHS
screening. Due to the effort involved in finding information on these women and the fact that they are not
part of the NHS screening programme the audit management group recommended that they should not
be included in the audit. At the moment we recommend that QARCs keep a note of the year and age of
the women at diagnosis for future reference, but they will not be included in the audit.” Last Updated
(Tuesday, 26 February 2013 14:58)

Source: http://www.csad.org.uk/index.php?option=com content&view=article&id=85:8-should-women-
serving-in-the-armed-forces-or-in-prison-diagnosed-with-cervical-cancer-be-included-in-the-
audit&catid=36 Accessed 5 Jun 13 and still extant as at 20 January 2015.
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commenced screening until the NHS programme became established nearly 20 years

later.

This study has demonstrated a lower risk of cervical cancer in ex-Servicewomen born
after 1958 than for age, sex and area of residence matched civilians with no record of
service, although no such difference existed for women born in earlier years. The
majority of women born after 1958 joined the Services from 1976 onwards, at a time
when the military cervical cytology service was well established and available to all
women registered with an HM Forces primary care practice. Although screening was
always subject to informed consent, Zaklama’s study (Zaklama and Birkett 1987) suggests
that refusal was rare. The results of the Scottish Veterans study indicate that,
notwithstanding the higher risk of exposure to HPV (Barrett et al. 1954, Army Health Unit
2007), the widespread acceptance of in-service screening reported by Zaklama (Zaklama
and Birkett 1987) was highly effective in preventing later cervical cancer in veterans,
whether by timely treatment and follow-up of pre-invasive disease or by inculcating a
culture of regular screening from an early age in a group who, as fit young servicewomen,

were highly motivated to maintain their health.

5.35 Cancer of the Corpus Uteri

5.35.1 Incidence
5.35.1.1 Overall

There were 11 cases of uterine cancer in veteran women and 62 cases in non-veterans,
equating to a cumulative incidence, over the period of follow-up, of 0.21% in veterans
and 0.30% in non-veterans. With small numbers of cases, the reduction in risk in veterans
did not achieve statistical significance, unadjusted HR 0.72, 95% CO 0.38-1.36, p=0.308,
adjusted HR 0.70, 95% Cl 0.37-1.34, p=0.283 (Figure 5-63).
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Figure 5-63 - Nelson-Aalen plot of uterine cancer by veter  an status

5.35.1.2 Subgroup Analysis

The small number of veteran cases (11) precluded subgroup analysis by birth cohort or
length of service. Most veteran cases had less than 7 years’ service; one had served in

excess of 20 years.

5.35.2 Case-Fatality

The mean follow-up from date of diagnosis of uterine cancer to the date of death or the
end of the study on 31 December 2012 was 3.86 years (range 0.15-8.72 years) for
veterans and 6.00 years (range 0.14-23.80 years) for non-veterans, representing 42
person-years of follow-up in the veterans and 372 person-years in the non-veterans.
There were 3 (27.3%) deaths in veterans with uterine cancer, equating to 70.7 per 1,000

person-years, and 11 (17.7%) deaths in non-veterans (29.6 per 1,000 person-years).

5.35.3 Commentary

Uterine cancer is the fourth most common cancer in women in the UK, with a

standardised incidence'’ of 26.3 per 100,000 per year'*¢. The majority of cancer of the

135 European age-standardised rate

132011 figures, from Cancer Research UK http://www.cancerresearchuk.org/cancer-
info/cancerstats/keyfacts/uterine-cancer-key-facts accessed 23 Sep 2014
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corpus uteri arises as adenocarcinoma of the endometrium, which may secondarily
invade the myometrium; primary sarcoma of the myometrium occurs rarely. Risk factors
for endometrial cancer include obesity, nulliparity, late menopause, diabetes mellitus and
exposure to exogenous oestrogen (MacMahon 1974). A recent meta-analysis
demonstrated a relative risk of 2.54 (95% Cl 2.11-3.06) for obesity and 1.32 (95% Cl 1.16-
1.50) for overweight (Zhang et al. 2014). There is an inverse association with physical
activity (Zheng et al. 1993, Moore et al. 2010). It might therefore be anticipated that
veteran servicewomen have a lower risk of uterine cancer than do non-veteran women;
they are less likely to have been obese (Fear et al. 2011) and, by virtue of military fitness
programmes, more likely to be physically active, during service, and it is plausible that
these behaviours persist into post-service life. Although pregnancy resulted in automatic
discharge from service until 1991, the relatively short duration of service for most
women'” means that most had left service by the early to mid-20s; only those with
longer service are likely to have had fewer children than the general population, or to
have been nulliparous. Results from the Scottish Veterans study tentatively support this
theoretical lower net risk in women who have served in the Armed Forces,

notwithstanding the small number of cases which precludes statistical significance.

5.36 Ovarian Cancer

5.36.1 Incidence
5.36.1.1 Overall

During the period of the study, there were 22 cases of ovarian cancer in veteran women
and 61 cases in non-veterans, equating to a cumulative incidence of 0.42% in veterans
and 0.29% in non-veterans. The increase did not reach statistical significance in either the
univariate or multi-variable™® model, HR 1.55, 95% Cl 0.95-2.54 p=0.078 and HR 1.56, 95%
Cl1 0.96-2.55, p=0.076 respectively. The Nelson-Aalen plot (Figure 5-64) demonstrated the
higher risk in veterans but also showed that the lines cross at age 38 years, indicating that
the proportional hazards assumptions had been violated (Hess 1995). However the Stata

estat phtest for non-proportionality was non-significant, p=0.751.

137 As noted at Section 3.2.2

138 Adjusted for deprivation
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Figure 5-64 - Nelson-Aalen plot of ovarian cancer by veter  an status

Inspection of the age at diagnosis showed a number of cases of ovarian cancer in young
non-veteran women, which would have precluded enlistment. Therefore, the analysis
was repeated using a landmark age of 35 years. This showed an unadjusted hazard ratio
of 1.64, 95% Cl 0.99-2.73, p=0.055. The result was similar after adjusting for deprivation,
HR 1.64, 95% Cl 0.99-2.72, p=0.057. The Nelson-Aalen plot no longer indicated violation

of the proportional hazards assumption (Figure 5-65).
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Figure 5-65 - Nelson-Aalen plot of ovarian cancer by veter  an status
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5.36.1.2 Birth cohort

There were insufficient cases to analyse by birth cohort in 5-year bands. When stratified
into 2 groups, women born prior to 1960 and women born from 1960 onwards, using a
landmark age of 35 years, there was no statistically significant difference for women born
prior to 1960, unadjusted HR 1.35, 95% Cl 0.74-2.47, p=0.329 and HR 1.34, 95% Cl 0.73-
2.45, p=0.347 after adjusting for deprivation. However, for women born from 1960
onwards, the increase in risk among veterans was statistically significant, HR 2.86, 95% Cl
1.09-7.51, p=0.033 and HR 2.87, 95% Cl 1.09-7.55, p=0.032 respectively in the univariate

and multi-variable models. The results are summarised at Table 5-15.

Table 5-15 - Cox proportional hazard model of the associa  tion between veteran status and
ovarian cancer, overall and stratified by birth coh ort

Veteran Univariate Multi-variable
cases
n 95% CI 95% CI
Overall
All women 22 1.55 0.95-2.54 0.078 1.56  0.96-2.55 0.076

Landmarkage 22 1.64 0.99-2.73 0.055 1.64  0.99-2.72 0.057

35 years

Birth cohort in 2 categories

1945-1959 14 1.35 0.74-2.47 0.329 1.34 0.73-2.45 0.345
1960-1985 <10 2.86 1.09-7.51 0.033 2.87 1.09-7.55 0.032

Cases: Figures <10 in subgroups suppressed to minimise risk of disclosure
5.36.1.3 Length and Period of Service

None of the veterans with ovarian cancer had served for more than 8 years, and 72.3%
had served for less than 3 years, thus falling into the category of Early Service Leavers.
Eight cases (36.7%) left the Armed Forces before completion of initial training. All the
cases joined for service between 1969 and 1991, with 50% of the cases joining in the 7

year period from 1969 to 1976.

5.36.2 Co-Morbidity

Four (18.2%) of the veterans and 7 (11.5%) non-veterans with ovarian cancer also had a
diagnosis of breast cancer, suggesting a genetic susceptibility such as the BRCA1 or BRCA2

mutation.
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5.36.3 Case-Fatality

The mean follow-up from date of diagnosis of ovarian cancer to the date of death or the
end of the study on 31 December 2012 was 6.28 years (range 0.07-20.33 years) for
veterans and 7.37 years (range 0.08-31.11 years) for non-veterans, representing 138
person-years of follow-up in the veterans and 450 person-years in the non-veterans.
There were 8 (36.4%) deaths in veterans with ovarian cancer, equating to 57.9 per 1,000

person-years, and 27 (44.3%) deaths in non-veterans (60.1 per 1,000 person-years).

5.36.4 Commentary

Risk factors for ovarian cancer include age, family history, reproductive history, exposure
to exogenous hormones, smoking, tall stature, and obesity. Around 5-10% of cases have
a genetic origin resulting from an inherited mutation of the BRCA1 or BRCA2 gene; these
women are also at increased risk of breast cancer. Oral contraceptives are protective, the
reduction in risk increasing with duration of use and persisting after cessation of use
(Collaborative Group on Epidemiological Studies of Ovarian Cancer 2008). There is a
modest increase in risk with hormone replacement therapy (HRT), and particularly with
unopposed oestrogen therapy (Pearce et al. 2009). Pregnancy protects against ovarian
cancer, the reduction in risk increasing with number of pregnancies even if uncompleted.
There is a mixed picture in respect of smoking and obesity depending on histological type
(Kurian et al. 2005). Smoking is a risk factor for mucinous carcinoma of the ovary (Jordan
et al. 2006), which accounts for only 2% of cases of ovarian cancer in the UK (Parkin
2011c), but is not a risk factor for the other histological types (Kurian et al. 2005). Both
sunlight exposure and occupational physical exercise are protective (Freedman et al.
2002, Zheng et al. 1993). One study reported a 3.9 times increase in risk in women with
self-declared rubella infection aged 12-18 years whose menarche had been at age 12 or

later (McGowan et al. 1979).

Night shift work has been shown to be associated with an increased risk of ovarian
cancer, possibly due to disruption of circadian cycles (Bhatti et al. 2013). This may be
relevant to the increased risk in military women, many of whom worked as nurses,
undertook night shifts as telecommunications operators or took part in guard duties
involving night work. Wu et al. demonstrated an increased incidence of ovarian cancer

with duration and frequency of use of non-steroidal anti-inflammatory drugs (NSAID) (Wu
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et al. 2009). Another study showed a reduced risk with regular use of acetaminophen
(paracetamol) but not with aspirin (Moysich et al. 2001). Use of analgesics, especially

NSAID, is common in military personnel for treatment of minor sports injuries'.

A Swedish study examined occupational risks for ovarian cancer in 1.67 million women
followed up between 1971 and 1989 and found statistically significant increases in a wide
range of occupations, including graphics and printing, engineering, social work and police
work, relative to all employed women. There was also an increased risk in women in the
telecommunications industry, which may be important in respect of military women who
worked as signallers, although exposure to electromagnetic fields was not found to be
associated with increased risk. In that study there was no relationship to exposure to
diesel fuel or sunlight, and insufficient numbers of women were exposed to ionising
radiation or asbestos to make an assessment of risk (Shields et al. 2002). Other studies
have shown that occupational exposure to asbestos is associated with an increased risk of
ovarian cancer, and asbestos fibres have been found in the ovaries of women with
household exposure to asbestos through their husband’s occupation (Heller et al. 1996).
The International Agency for Research on Cancer (IARC) has accepted the evidence that
asbestos exposure is causally related to ovarian cancer (Straif et al. 2009). Significant
occupational exposure to asbestos in servicewomen is unlikely as most women who
served in the 1960s, 1970s and 1980s were employed in clerical, telegraphic or nursing

roles.

Use of talc on the perineum is a known risk factor for ovarian cancer (Huncharek et al.
2003). As discussed at Appendix 3, Section A3.3.5.12, cosmetic-grade talc was potentially
contaminated with asbestos until the introduction of controls in 1976, although the
ovarian cancer risk may arise from the talc particles themselves rather than from asbestos
contamination. In 1971, Henderson et al. identified talc particles, ranging in size from
0.1-2.0 microns, deeply embedded in 10/13 (75%) of samples of ovarian tumour tissue,
using electron microscopy. In 1982 a study of 215 cases and their matched controls in

the Greater Boston US area showed a relative risk for ovarian cancer of 1.92, p<0.003, in

139 Author’s recollection, as a military general practitioner. NSAID, particularly ibuprofen, were widely

available from unit paramedical staff, without prescription. Referred to as ‘infantry candy’ or ‘military
candy’ by service personnel, eg https://www.rallypoint.com/answers/common-use-of-ibuprofen-by-
soldiers and http://www.nutrapharma.com/newsroom/display.php?newsid=201 accessed 31 March
2014.
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women who used talc on sanitary towels and/or for dusting the perineum. The authors
commented that an earlier study had shown that inert particles placed in the vagina could
migrate to the Fallopian tubes within 30-60 minutes (Egli and Newton 1961, Cramer et al.
1982). A meta-analysis of 16 observational studies showed an increased risk of ovarian
cancer with perineal use of talcum powder, RR 1.33, 95% Cl 1.16-1.45, although there was
no consistent dose-response relationship (Huncharek et al. 2003). A study in Los Angeles
did however demonstrate a clear dose-response relationship, with RR 2.08, 95% Cl 1.34-
3.23, for daily use of talcum powder in excess of 20 years (Wu et al. 2009). The increased
risk was restricted to women who started using talcum powder before 1975, and the
authors noted that other studies (although not all) had found an increased risk for use in
the 1960s and 1970. A study of US military women reported the use of ‘baby powder’ to
compensate for inability to wash frequently or change underwear whilst in the field
(Wardell and Czerwinski 2001). An earlier (1943) US military training film on personal
hygiene for women' recommended sprinkling underwear and sanitary towels with a
‘deodorant powder’ (many of which were, and still are, talc-based) for additional hygiene.
Habits developed early in training may have persisted into civilian life, irrespective of
length of service. This could have contributed to the excess of cases of ovarian cancer
seen in the veteran women, and especially in those who may have used talcum powder
manufactured before 1976. No studies from any nation have been identified which
examine ovarian cancer rates in women veterans, and further studies are needed to

confirm or refute this hypothesis.

With only 22 cases in veterans, it would be invidious to consider implicating sexuality as a
risk factor in veteran women. Nonetheless, there is evidence from the civilian world that
lesbian women face an increased risk of ovarian cancer, predominantly due to a higher
prevalence of obesity, lower likelihood of oral contraceptive use and lower parity or
nulliparity (Dibble et al. 2002). Whilst homosexuality (male or female) was proscribed in
the Armed Forces until 1999, many lesbian women did join; they were dismissed if their
sexuality came to light, and Heggie states that 113 women were formally discharged for
this reason between 1990 and 1995, although she notes from her own research that
many more left ‘voluntarily’ under pressure (Heggie 2003) and that the true number was

much higher. The reason for the absence of any further cases of ovarian cancer in

0 “parsonal Hygiene for Women” (1943) http://www.military.com/video/operations-and-
strategy/second-world-war/personal-hygiene-for-women-1943/2841807991001/ accessed 23 Sep 2014
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women who joined the Armed Forces after 1991 can only be speculative; it may be that
the younger women had not reached the peak age for ovarian cancer by the end of the
follow-up period, or may reflect higher parity in women who were permitted to continue
to serve during pregnancy and after childbirth, following a change in MOD policy in that
year. 1991 was also the last year in which there were separate women'’s services; in April
1992 they were disbanded and women began to serve alongside men, in the same units
and on equal terms, in all areas other than front-line combat and submarine service. Any
implications of these policy changes, in respect of ovarian cancer, remain unclear; they
may be no more than coincidental, and further studies with longer follow-up will be

needed.

The short period of service of all the affected veteran women suggests that any service-
related excess risk of ovarian cancer may derive from lifestyle rather than occupational
factors, although early departure for the reasons discussed above cannot be excluded
without further studies. Lifestyle risk factors modified by military service in men include
smoking and alcohol; few studies have been conducted on these risk factors in
servicewomen until recently (Lehavot et al. 2012), and there remains little information
about UK servicewomen. There is conflicting evidence about the role of alcohol in
ovarian cancer; a multi-centre study conducted by the Centers for Disease Control (CDC)
found no overall evidence of an association, although there was evidence of a small
reduction in risk for women who consumed more than 20 drinks per week compared with
non-drinkers (Gwinn et al. 1986). On the other hand a meta-analysis of five studies found
a small increased risk, with a dose-response relationship (Bagnardi et al. 2001). It seems
unlikely that differences in use of tobacco or alcohol could have made a major

contribution to the excess cases in the Scottish Veterans study.

The Scottish Veterans Health Study has demonstrated an increased risk of ovarian cancer,
especially in women who joined the Armed Forces in the late 1960s and early 1970s, and

in women born from 1960 onwards. Most left after only a short period of service, making
an occupational aetiology unlikely. Reasons are likely to be complex and could be further

explored by means of a nested case-control study.
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5.37 Breast Cancer

5.37.1 Incidence
5.37.1.1 Overall/Sex

During the period of follow-up, there were 124 (2.37%) cases of breast cancer in female
veterans and 4 (0.008%) cases in males, compared with 514 (2.48%) cases in female non-
veterans and 26 (0.017%) cases in males. The Cox proportional hazard ratios showed no
difference in risk between veteran and non-veteran women, unadjusted HR 0.99, 95% ClI
0.81-1.20, p=0.906 (Figure 5-66). After adjusting for deprivation, the risk was identical, HR
1.00, 95% Cl1 0.82-1.21, p=0.970. In men, there was a non-significant reduction in risk in
the veterans (Figure 5-67), unadjusted HR 0.47, 95% Cl 0.16-1.35, p=0.160 and HR 0.48,
95% Cl 0.17-1.39, p=0.178 after adjusting for deprivation.
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Figure 5-66 - Nelson-Aalen plot of breast cancer in women by veteran status
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Analysis of the data for breast cancer in women by birth cohort showed no significant

differences within any band. For women born prior to 1960, the hazard ratios were close

to unity. For women born from 1960 onwards, there was a small, non-significant increase

in risk but the number of cases in these subgroups was small and longer follow-up will be

needed to assess whether this becomes significant (Figure 5-68).
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All the veteran cases in men were born between 1949 and 1956; the non-veteran cases

were born between 1945 and 1967.

5.37.1.3 Length of Service

Analysis of the data for women by length of service presented a complex picture. The risk
in women who left prior to completing initial training differed little from that of non-
veteran women; the same was true of women who served for over 12 years. For women
who completed initial training but left service prior to completion of the minimum
engagement, their risk appeared to be slightly lower than that of non-veteran women,
whilst it was slightly higher for women with between 4 and 12 years service (Figure 5-69).
The Cox proportional hazard ratio confirmed a statistically significant decrease in risk in
the Early Service Leavers, unadjusted HR 0.73, 95% Cl 0.53-1.00, p=0.049, which became
non-significant after adjusting for deprivation, HR 0.75, 95% Cl 0.54-1.02, p=0.067, whilst
in those who had served between 4 and 12 years, there was a significant increase,
unadjusted HR 1.33, 95% Cl 1.02-1.73, p=0.038, which was unchanged after adjusting for
deprivation. For women with more than 12 years’ service, the hazard ratio was 0.95, 95%
ClO 0.50-1.78, p=0.874. However, at a greater level of granularity, the highest risk was
for women with 13-16 years’ service, unadjusted HR 2.03, 95% Cl1.01-4.08, p=0.047.
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Figure 5-69 — Nelson-Aalen plot of breast cancer in women by length of service
All non-veteran women for comparison

None of the male veterans with breast cancer had served for more than 8 years.
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5.37.2 Case-Fatality

The mean follow-up from date of diagnosis of breast cancer in women to the date of
death or the end of the study on 31 December 2012 was 6.96 years (range 0.14-31.53
years) for veterans and 7.06 years (range 0-30.37 years) for non-veterans, representing
863 person-years of follow-up in the veterans and 3,629 person-years in the non-
veterans. There were 25 (20.2%) deaths in veteran women with breast cancer, equating
to 29.0 per 1,000 person-years, and 114 (22.2%) deaths in non-veterans (31.2 per 1,000

person-years).

The mean follow-up from date of diagnosis of breast cancer in men to the date of death
or the end of the study on 31 December 2012 was 3.82 years (range 0.14-31.53 years) for
veterans and 5.90 years (range 0-30.37 years) for non-veterans, representing 15 person-
years of follow-up in the veterans and 153 person-years in the non-veterans. There was
one (25.0%) death among the veteran men with breast cancer, equating to 65.5 per 1,000

person-years, and 8 (30.8%) deaths in non-veterans (52.2 per 1,000 person-years).

5.37.3 Commentary

In Scotland there were 4,578 cases of breast cancer in women in 2011, giving an age-
standardised rate'' of 130.2 per 100,000 population, the highest of all the UK nations'*.
In men, the age-standardised rate was 0.9 per 100,000 population. There is a lifetime risk
of 1in 8 for women, and 1 in 868 for men'. There is an inverse association with
deprivation. Risk factors for breast cancer in women include alcohol, oral contraception,
hormone replacement therapy, and obesity, whilst higher parity, younger age at first
pregnancy, breastfeeding, and physical activity are protective (Kelsey et al. 1993,
Collaborative Group on Hormonal Factors in Breast Cancer 2002, Harvie et al. 2003,
McTiernan et al. 2003, Zheng et al. 1993). Night shift work also increases risk, as
discussed at Appendix 3, Section A3.3.5.4, as does smoking (Megdal et al. 2005, Hansen
and Lassen 2012, Terry and Rohan 2002). A positive family history in a first-degree

141 European age-standardised rate

2 Data from Cancer Research UK http://www.cancerresearchuk.org/cancer-

info/cancerstats/types/breast/incidence/uk-breast-cancer-incidence-statistics accessed 25 Sep 2014
143

Cancer Research UK estimate as at 2010
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relative increases risk, whilst the BRCA1 and BRCA2 genetic mutations are associated with

an increased risk of both breast and ovarian cancer (Ford et al. 1998).

Although the overall risk of breast cancer in female veterans did not differ from that in
non-veterans, subgroup analysis showed that women who had served longer were at
greater risk than those with the shortest service. There are a number of candidate risk
factors which may be relevant. Women with longer service are likely to have both lower
parity and higher age at first pregnancy, especially if they served prior to 1991 when
pregnancy resulted in automatic discharge from service. Figure 5-70 shows in-service
pregnancy rates for officers and other rank women in the Army, based on a study in 2000,
showing that officers generally delayed childbearing until the fourth decade of life, whilst
pregnancies in other rank women were more evenly distributed, providing evidence that
those with longer service were older at first pregnancy'*. Some longer-serving women
would have remained nulliparous; prior to 1991, all serving women, of whatever length of
service, were nulliparous except for the very few who joined or rejoined after having a

child.
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144 Figure 5-70 from Director General Army Medical Services Annual Report on the Health of the Army 2000.

Army Health Unit, Camberley
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Breast-feeding may prove challenging for servicewomen who return to work after
childbirth'®, leading to early cessation of breast-feeding. Many servicewomen use oral
contraception'®. Nursing and telecommunications (‘signals’) work involve night shifts;
until the disbandment of the women’s services in 1991, servicewomen were
predominantly employed in these and in clerical roles; since that date, women have also
undertaken guard duties, which involve night work. Hansen et al. found an adjusted OR of
1.4, 95% Cl 0.9-2.1, for breast cancer in military women ever doing shift work, but for the
highest tertile of exposure, the OR was 2.3, 95% Cl 1.2-4.6 (Hansen and Lassen 2012).
Obesity is unlikely to be responsible for increased breast cancer risk in the military; the
prevalence of obesity in servicewomen aged 35 years and over was 25%, similar to the

rate found in the Health Survey for England (Fear et al. 2011, Rennie and Jebb 2005).

The reduced risk relative to non-veterans in women who were Early Service Leavers, but
not in those who left before completing initial training (Figure 5-69), is consistent with
pregnancy as a reason for leaving. Although the policy of mandatory discharge on
pregnancy was rescinded in 1991, it remained (and still remains) an option for women to
choose to leave on confirmation of pregnancy'. A study by the Defence Analytical
Services Agency (DASA) in 2003 showed a rate of medical downgrading in the Army
(alteration of medical employability category) for pregnancy of 39.8 per 1,000 women,
with the highest rate (57.5 per 1,000) in those under 20 years of age™®. Although it has
not been possible to obtain a detailed breakdown, it is likely that few of these very junior
pregnant female personnel would have opted to continue to serve. On the other hand,
few would have left for this reason during initial training; the medical examination at the
start of training would have excluded those who were already pregnant, and few
pregnancies are likely to have been both initiated and diagnosed in the following 16

weeks'. Therefore, it is likely that many servicewomen who were discharged prior to

> Author’s personal recollection of conversations with servicewomen (patients and colleagues) who had

recently given birth. Nonetheless, military policy supports breast-feeding for up to six months after birth
(Defence Council Instruction JS 99/04 para 39).

146 Author’s personal recollection, as an Army general practitioner

147 Army Health Unit, Camberley. Pers. comm.

8 Director General’s Annual Report on the Health of the Army 2003. Army Medical Directorate,

Camberley.

' Data on Army discharges from training show only 5 recruits discharged “Free on family grounds”

(Queen’s Regulations for the Army Sect. 9.395) between 2010 and 2013. It is likely that most were
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completion of their initial engagement, but after completion of initial training, left on
grounds of pregnancy and thus benefited, in terms of breast cancer risk, from earlier age
at first confinement than those who served for longer. The findings of the Scottish

Veterans Study are consistent with this hypothesis.

Risk factors for breast cancer in men that have been identified include Jewish religion™®,
employment in blast furnaces or rolling mills, and military service; in respect of the latter,
in a case control study of 52 cases in the US, cases had an average of 5.5 years of military
service compared with 3.3 years for controls. There was no significant association with
alcohol or tobacco. Mumps infection at age 20 years or over was strongly associated,
although cases were few. However, the authors speculated that the association with
military service could have been due to chance (Mabuchi et al. 1985). Other studies have
shown a positive association with alcohol. The BRCA2 mutation is a risk factor in men,
but BRCA1 is not (Fentiman et al. 2006). In the light of the study by Mabuchi et al., it is
reassuring that the Scottish Veterans Health Study provides no evidence for an increased

risk of male breast cancer in veterans; rather, the reverse is the case.

5.38 Intracranial Cancer

All intracranial cancers were aggregated as ICD-9 code 191 and ICD-10 code C71. A
landmark age of 20 years was employed in order to minimise confounding by intracranial

cancers of childhood and adolescence, which would have precluded enlistment.

5.38.1 Incidence
5.38.1.1 Overall

During the period of follow-up, there were 82 cases of intracranial cancer in veterans and
296 cases in non-veterans, equating to a cumulative incidence of 0.15% and 0.17%
respectively. The reduction in risk in veterans did not achieve statistical significance,

either in the unadjusted model, HR 0.85, 95% Cl 0.66-1.09, p=0.200, or after adjusting for

discharged on grounds of pregnancy although some may have been for compassionate reasons such as
family ill-health. Figures from Directorate of Personnel Services (Army), PS4(A), Andover (2014).

130 Associated with increased frequency of the BRCA2 gene mutation in Ashkenazi Jewish populations. Roa,

B. B., Boyd, A. A,, Volcik, K. and Richards, C. S. (1996) 'Ashkenazi Jewish population frequencies for
common mutations in BRCA1 and BRCA2', Nature Genetics, 14(2), 185-187.
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deprivation, HR 0.84, 95% Cl 0.65-1.08, p=0.176. The Nelson-Aalen plot demonstrates the
small reduction in risk in veterans. Testing for non-proportionality of the hazards was

non-significant, p=0.436.
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Figure 5-71 - Nelson-Aalen plot of intracranial cancer in veterans and non-veterans
Landmark age 20 years

5.38.1.2 Sex

Only 3 (0.06%) cases occurred in veteran women and 19 (0.09%) in non-veteran women.
The hazard ratio did not achieve statistical significance owing to very small numbers,

unadjusted HR 0.65, 95% Cl 0.19-2.20, p=0.489 (similar after adjusting for deprivation).

5.38.1.3 Birth Cohort

Analysing the data for both men and women together, there was no difference in risk of
intracranial cancer for any birth cohort, nor was there any evidence of a trend over time

(Figure 5-72).
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Figure 5-72 — Hazard ratios for intracranial cancer by bir  th cohort
Veterans reference to non-veterans

5.38.1.4 Length of Service

There was no evidence of any significant difference in risk of intracranial cancer for any

length of service (Table 5-16).
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Table 5-16 - Cox proportional hazard model of the associa  tion between veteran status and
intracranial cancer, overall and stratified by leng th of service

Veteran All Veterans
cases n=56,205
n 95% Cl
Overall
Univariate 82 0.85 0.66-1.09 0.200
Multi- 82 0.84 0.65-1.08 0.176
variable

Length of service in 8 categories
Basic training” <10 0.48 0.20-1.15  0.099

EsL” (0-3 15 0.69 0.40-1.18 0.176
years)

4-6 years 13 0.73 0.42-1.27 0.269
7-9 years 16 1.32 0.80-2.19 0.273
10-12 years 13 1.39 0.80-2.42 0.246
13-16 years <10 0.76 0.32-1.85 0.552
17-22 years <10 0.66 0.24-1.76 0.402
223 years <10 0.90 0.42-1.91 0.792

Length of service in 2 categories
<12 years 63  0.87 0.66-1.15 0.326

>12 years 19 0.77 0.47-1.28 0.320

Cases: Figures <10 in subgroups suppressed to minimise risk of disclosure

5.38.2 Case-Fatality

The mean follow-up from date of diagnosis of intracranial cancer to the date of death or
the end of the study on 31 December 2012 was 5.25 years (range 0-29.67 years) for
veterans and 4.41 years (range 0-31.14 years) for non-veterans, representing 431 person-
years of follow-up in the veterans and 1,349 person-years in the non-veterans. There
were 58 (70.7%) deaths in veterans with intracranial cancer, equating to 134.7 per 1,000

person-years, and 225 (73.5%) deaths in non-veterans (166.7 per 1,000 person-years).

5.38.3 Commentary

Causal associations with intracranial malignancy are poorly understood, and the evidence
remains largely inconsistent, despite many epidemiological studies. No definite

associations with chemical exposure have been identified (Wrensch et al. 2002).
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Therapeutic and diagnostic ionising radiation is recognised as a risk factor, especially in
children (Wrensch et al. 2002). The role of non-ionising (electromagnetic) radiation has
been studied extensively in relation to mobile phone use; in a large international
collaborative case-control study, no increased risk was demonstrated at average usage
levels, and indeed there was a reduced risk of both meningioma and glioma with recent
regular mobile phone use although a genuine protective effect was thought to be
implausible (INTERPHONE Study Group 2010). Members of the Armed Forces may be
exposed to non-ionising radiation through use of military high-frequency radio
equipment, as discussed at Appendix 3, Section A3.3.5.7. A study of US Air Force
personnel who served for at least one year in the period 1970-1989 showed a statistically
significant increased risk for radio frequency/microwave exposure, OR 1.39, 95% ClI 1.01-
1.90, with some evidence of a dose-response effect, and a non-significant increase in risk
for extremely low frequency electromagnetic field exposure, OR 1.28, 95% Cl 0.95-1.74.
The highest risk was found in senior officers, and the author considered that higher socio-
economic status was most likely to explain the findings (Grayson 1996). Thomas et al.
noted two studies of UK military personnel showing elevated SMRs for brain tumour of

1.67 in 1961 and 1.83 in 1970-1972 (Thomas and Waxweiler 1986).

Therefore, it is reassuring that there is no evidence from the Scottish Veterans Health
Study to suggest an increased risk of intracranial cancer in veterans. Although Table 5-16
appears to show an increasing risk with length of service at 7-9 years and 10-12 years, this
is based on only 16 cases in the former category and 13 cases in the latter, and thus
cannot be interpreted with confidence. No data are available on rank although senior
officers are likely to have served for longest; there is no evidence of increased risk in this

category.

5.39 Chapter Discussion
5.39.1 Main Findings
5.39.1.1 Overall

Analysis of cancer risk in the Scottish Veterans Health Study population showed that,
overall, there were few differences between veterans and non-veterans. The only

statistically significantly increased risks in veterans were for cancers of the lung,
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oropharynx/larynx, and oesophagus, whilst there was a significant decrease in the risk of
mesothelioma of the pleura. There were moderate although non-significant increases in
risk of bladder cancer, Hodgkin lymphoma in older veterans and ovarian cancer in women
aged over 35 years, whilst the risks of non-melanoma skin cancer and non-Hodgkin

lymphoma were non-significantly decreased overall (Table 5-17).

Table 5-17 - Statistically significant differences in can  cer risk overall
Veterans referent to non-veterans

Increased risk No significant difference Decreased risk
Lung All cancer Mesothelioma
Oropharynx/larynx Stomach
Oesophagus1 Colorectal cancer
All smoking-related cancer’ Pancreas

Liver

Small bowel

Kidney

Bladder’

Malignant melanoma
Non-melanoma skin cancer”
Leukaemia

Hodgkin Iymphoma5
Non-Hodgkin Iymphoma6
Prostate

Testicular cancer

Cervix

Corpus uteri

Ovary7

Breast (F)

Breast (M)

Intracranial cancer

1Non—significant after adjusting for deprivation

2Stomach, oropharynx/larynx, oesophagus, bladder, kidney

*Bladder cancer closely approached a statistically significant increase, p=0.054

*Non-melanoma skin cancer closely approached a statistically significant decrease, p=0.056
5Non-significant increase in Hodgkin lymphoma in older (>55 years) veterans

6Non-significant decrease in risk of non-Hodgkin lymphoma in veterans, p=0.096

"Increase in risk of ovarian cancer in veteran women aged 35 years and over, not quite achieving statistical
significance, p=0.055

5.39.1.2 Birth Cohort

Subgroup analysis by birth cohort showed that veterans born between 1945 and 1949
had the greatest increase in risk of oropharyngeal/laryngeal cancer and oesophageal
cancer, whilst those born between 1950 and 1954 exhibited the greatest increase in risk
of lung cancer and stomach cancer compared with non-veterans. The 1960-1964 birth
cohort showed a statistically significant increase in risk of pancreatic and bladder cancer,

whilst women born between 1960 and 1985 had an increased risk of ovarian cancer.
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There was a decreased risk of non-Hodgkin lymphoma in the oldest veterans, whilst the

youngest veterans had a reduced risk of kidney cancer, and of all cancers aggregated

(Table 5-18).

Table 5-18 - Maximum statistically significant difference

Veterans referent to non-veterans

in cancer risk by birth cohort

1945-1949 1950-1954 1955-1959 1960-1964 1965-1985
Increased risk

Oropharynx/larynx Lung Pancreas Ovary1
Oesophagus Stomach Bladder

Decreased risk

Non-Hodgkin All cancer
lymphoma Kidney1

Non-melanoma
. 2
skin cancer

No statistically significant effect in any birth cohort

Colorectal cancer
Liver

Small bowel
Malignant melanoma
Prostate

Testicular cancer
Cervix

Breast (F)
Intracranial cancer
Leukaemia
Hodgkin lymphoma

11960-1985 “1965-1969

Insufficient numbers of cases: Mesothelioma, corpus uteri, breast (M)

When all non-significant differences in risk were included, the impact of smoking-related

and alcohol-related cancers was clearly demonstrated in the older birth cohorts. In

addition, there was a non-significant increase in non-Hodgkin lymphoma and leukaemia in

younger veterans (Table 5-19). Older servicewomen were at non-significantly increased

risk of cervical cancer, and older servicemen were at non-significantly increased risk of

testicular cancer. Younger veterans had a decreased risk of cancer overall compared with

non-veterans.




Scottish Veterans Health Study Chapter 5 - Cancer 234

Table 5-19 - Any difference in cancer risk >10% by birth  cohort
Veterans referent to non-veterans

1945-1949 1950-1954 1955-1959 1960-1964 1965-1985
Increased risk

Lung Lung Lung Pancreas Ovary1
Oropharynx/larynx  Oropharynx/larynx Colorectal Bladder Leukaemia
Oesophagus Oesophagus Hodgkin Hodgkin Breast (F)
Stomach Stomach lymphoma lymphoma

Testicular cancer Cervix

Cervix

Decreased risk

Non-Hodgkin All cancer All cancer All cancer
lymphoma Stomach Stomach Lung
Liver Kidney1
Colorectal
Non-melanoma skin
cancer
Non-Hodgkin
lymphoma

No difference >10% in any birth cohort

Small bowel
Malignant melanoma
Prostate

Testicular cancer
Intracranial cancer

11960-1985

Insufficient numbers of cases: Mesothelioma, corpus uteri, breast (M)

5.39.1.3 Length of Service

When analysed by length of service, Early Service Leavers who failed to complete initial
training had the highest increase in risk of both lung cancer and liver cancer, whilst the
increase in risk was highest in ESL who completed initial training, but not their initial
engagement, for cancers of the oropharynx/larynx, oesophagus, stomach, and kidney.
Service of between 4 and 12 years was associated with the highest increase in risk of
cancer of the bladder and of the breast in women, whilst there was no increased risk of
any cancer associated with service over 12 years, other than breast cancer in women with
13-22 years’ service. There was a reduced risk of cancer of the breast in ESL women who
completed training but left before fulfilling their initial engagement. Service of 4 years
and over was associated with a reduced risk of liver cancer, and both lung cancer and all
cancers (aggregated) were reduced in veterans who had served for over 12 years

(Table 5-20).
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Table 5-20 - Maximum statistically significant difference in cancer risk by length of service
Veterans by subgroup referent to all non-veterans

ESL ESL 4-12 years 13-22 years 23 years & over
Basic training < 3 years

Increased risk

Lung Oropharynx/larynx Bladder Breast (F)°
Liver Oesophagus1

Stomach

Kidney

Decreased risk

Breast (F) Liver All cancer
Lung
Liver

No significant difference for any length of service

Colorectal cancer
Malignant melanoma
Non-melanoma skin cancer
Leukaemia

Non-Hodgkin lymphoma
Prostate

Testicular cancer
Intracranial cancer

11945-1949 birth cohort only
’13-16 years’ service

Insufficient numbers: Mesothelioma, pancreas, small bowel cancer, Hodgkin lymphoma, testicular cancer,
cervix, corpus uteri, ovary, breast (M)

5.39.2 Interpretation
5.39.2.1 Smoking

Analysis of cancer data from the Scottish Veterans Health Study provides further evidence
to support the hypothesis that smoking has had a major impact on the health of veterans.
It has confirmed a pattern of increased risk of smoking-related cancers in older veterans,
the risk reducing in more recent birth cohorts. The risk was highest in ESL, with the
maximum increase in risk of lung cancer being seen in those ESL who left before
completing initial training. The risk of smoking-related cancer reduced with longer
service. These findings are consistent with the demonstration by Shahar and Carel that
smoking rates increase early in military recruit training (Shahar and Carel 1991), with
Lodge’s observation that the prevalence of smoking decreases with longer service (Lodge

1991), and with Lewthwaite and Graham'’s review of earlier studies showing a decrease in
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the prevalence of military smoking over time (Lewthwaite and Graham 1992), taken

together.

5.39.2.2 Alcohol

The finding of the greatest increase in risk of oropharyngeal/laryngeal and oesophageal
cancer in ESL who had entered trained service but left prior to completing the initial
engagement may be explained by alcohol, as discussed at Sections 5.9.3 and 5.10.3. This
hypothesis is supported by the lack of any increase in risk in the ESL who did not complete
training, this group not being permitted to drink heavily during recruit training, but points
to a heavier drinking habit in those who entered trained service but left early (see
Appendix 4, Section A4.2.3A4.2.3). The post-service alcohol habit of those who left
without completing training is likely to be influenced only by factors within the civilian
community, and therefore their risk may be expected not to differ from that of non-
veterans. This is partially supported by the study of ESL by Buckman et al., which found
no association between being an ESL and post-Service alcohol misuse. A limitation was
that the study did not distinguish between ESL who left before completing training and
ESL who entered trained service (Buckman et al. 2013). Some ESL may have left as a
result of alcohol-related disciplinary problems; with no linkage to in-service records, the
Scottish Veterans Health Study does not provide any evidence in this respect and further
studies would be needed. Those who served longer show no significant increase in risk,
and it may be that moderate drinking habits were associated with a greater likelihood of
promotion. Furthermore, they would have had longer exposure to military health

promotion measures aiming at combating heavy drinking.

5.39.2.3 Drugs

The UK Armed Forces have had a zero-tolerance policy for drug misuse for many years
(Section 5.17.4), unlike the US military where Bray et al. noted a prevalence of 8.4%
among serving personnel (Bray et al. 1991). The policy of random testing and automatic
discharge on positive testing results in a very low prevalence. The finding of the highest
rate of liver cancer in ESL who did not compete initial training, albeit in a very small
number of veterans, is consistent with a pathway of drug abuse and hepatitis B and/or C
in vulnerable members of this population. It contrasts with the finding of a reduced risk

of liver cancer in longer-serving individuals in whom, because of the zero-tolerance policy,
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drug misuse is much less likely. Hepatitis B and C will be discussed in Sections 6.8 and 6.9

but further studies are needed to confirm this hypothesis.

5.39.2.4 Occupational Factors

Only those cancers which exhibit increased risk with longer service can be considered as
prima facie candidates for an occupational origin. The two conditions which meet this
criterion are bladder cancer and cancer of the female breast. The association between
breast cancer and longer service is likely to be indirect and non-causal, as discussed at
Sections 5.37.3 and 5.39.2.5. The increased risk of bladder cancer in veterans with 7-16
years service, and in particular those born between 1960 and 1964, cannot be readily
explained although a causal occupational association appears likely, as discussed at
Section 5.21.3. A nested case control study is recommended to investigate possible risk
factors for bladder cancer, and it is also recommended that this cohort be carefully
followed up, as many of them have not yet reached the peak age of onset for bladder

cancer.

5.39.2.5 Parity

The finding of the greatest increase in risk of breast cancer in women veterans with 13-16
years’ service, but a decreased risk in those who left as ESL, after completing training but
prior to finishing the minimum engagement, is likely to be entirely explained by parity and
age at first childbirth, as discussed at Section 5.37.3. The lack of a relationship between
ovarian cancer, for which low parity or nulliparity is also a risk factor, and longer service
within the veteran cohort may be a spurious consequence of the very much smaller
number of cases of ovarian cancer compared with breast cancer, but the pattern of

ovarian cancer in veterans is more problematic to explain (Section 5.39.2.6).

5.39.2.6 Unexplained

The increased risk of pancreatic cancer in the 1960-1964 birth cohort (Section 5.16.1.3)
cannot be readily explained. It may be a spurious finding as a result of small numbers, as
this cohort had not reached the peak age for incidence of pancreatic cancer at the end of
follow-up. Alternatively it may represent a true increase in risk. The incidence of

pancreatic cancer in veterans should be monitored to assess whether this cohort remains
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at increased risk; if it does, further studies may be warranted as pancreatic cancer may be

associated with occupational exposure.

There is no clear explanation for the isolated finding of an increased risk of kidney cancer
in ESL who had completed initial training, compared with all veterans. The number of
cases was small and it is difficult to interpret the results with confidence, notwithstanding
that the increase in risk was statistically significant. The same may be true of stomach
cancer in this subgroup, although the role of smoking and infection with H. pylori cannot
be ruled out, as discussed at Section 5.11.4. The role of alcohol may also be contributory

in the light of the findings for other alcohol-related cancers in this subgroup.

Possible reasons for the increased risk of ovarian cancer in women veterans are highly
speculative, as discussed at Section 5.36.4. There may be justification for a nested case
control study to clarify the picture, although the increase in risk does not appear to be

affecting more recent generations of servicewomen.

5.39.3 Developing the Hypothesis

The hypothesis which emerged from the analysis of cardiovascular disease indicated that
higher rates of smoking would help to explain the observed differences between veterans
and non-veterans. Analysis of the cancer data has supported the role of smoking, and has
also indicated that alcohol may have influenced the health of some veterans, the greatest
impact being seen in those who only served for a short period, but who had completed
initial training. Unlike the smoking-related disorders, the pattern of alcohol-related
cancers did not point to increased risk in those who were discharged before completing
training. For the smoking and alcohol-related cancers, the oldest veterans exhibited the
highest increase in risk. There was a possible occupational association with bladder

cancer and pancreatic cancer.
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5.39.4 Key Points

X/
L X4

*

X/
*

X/
*

Overall, there was no difference in risk of cancer in veterans compared with non-

veterans, when all cancers were aggregated.

Veterans were at greater risk of lung cancer than non-veterans. There was a
pattern of highest risk in the pre-1960 birth cohorts, reducing over time, which
was consistent with the pattern seen in cardiovascular disease and attributed to

smoking.

The risk of lung cancer was highest in ESL who did not complete initial training,

consistent with the pattern in cardiovascular disease.

Veterans were at reduced risk of mesothelioma of the pleura.

There was a significantly increased risk of oropharyngeal/laryngeal cancer and
oesophageal cancer, and a non-significantly increased risk of stomach cancer,
which was highest in the earlier birth cohorts and in those with shorter service,
apart from in ESL who did not complete initial training. This pattern suggested

alcohol as a risk factor, acting synergistically with smoking.

For cancers of the lung, oropharynx/larynx, oesophagus and stomach, there was

generally an inverse relationship between risk and length of service.

Older veterans (born prior to 1955) living in the Glasgow area had a higher risk of

stomach cancer than non-veterans.

There were unexplained increases in risk of bladder cancer and ovarian cancer

which would benefit from nested case-control studies.

There was an apparent increased risk of pancreatic cancer in veterans born

between 1960 and 1964, but longer follow-up is needed.

There was no difference in risk of colorectal cancer or prostate cancer, overall or

for any sub-group.
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¢+ There was an increased risk of breast cancer in longer-serving veteran women,
and a reduced risk in women with short service. This pattern is consistent with

differences in age at first childbirth, and parity, with length of service.

\J/
** Few of the veterans in the Scottish Veterans dataset have reached the peak age
for cancer incidence; the observed patterns may change with longer follow-up.



Chapter 6: Other Physical Conditions

6.1 Introduction

This chapter explores whether veterans are at increased risk of selected neurological
diseases (multiple sclerosis and motor neuron disease), liver disease (alcoholic liver
disease, hepatitis B and hepatitis C), respiratory disease (tuberculosis and chronic
obstructive pulmonary disease), digestive disease (peptic ulcer), diabetes, alcohol-related

death, and road traffic accidents.

6.2 Aim

The aim of this chapter is to complete the analysis of the physical conditions and
secondary outcomes in the linked Scottish Veterans Health Study dataset which were
considered to be of a priori relevance to veterans’ health but which are not encompassed

by the chapters on cardiovascular disease and cancer.

6.3 Hypothesis

Unlike the chapters on cardiovascular disease and cancer, there are no aetiologically
unifying factors underpinning the conditions considered in this chapter. The opportunity
has therefore been taken to examine conditions where: there has been controversy as to
whether there is an association with military service (for example, multiple sclerosis);
where studies in other countries have demonstrated an association with service (for
example, motor neuron disease); where an analysis of patterns of risk may provide an
indication of the role of risk factors such as alcohol or drugs which cannot otherwise be
guantified (alcoholic liver disease, alcohol-related death, hepatitis B and C); or where the
results may contribute to an evaluation of in-service health protection policy
(tuberculosis). The analysis of data on COPD and peptic ulcer provides further evidence
on patterns of smoking-related disease, whilst an examination of the risk of road traffic
accidents in veterans takes forward earlier work on risky driving and road safety in serving

personnel (Defence Logistics Organisation 2001, Fear et al. 2008).
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Drawing on the conclusions from the earlier chapters, an hypothesis to be tested was that
smoking-related conditions would show a similar pattern of association with shorter
service and earlier birth cohort. Data on alcohol-related cancers (Sections 5.9.3

and 5.10.3) suggested that the highest risk of alcoholic liver disease and alcohol-related
death would be seen in ESL veterans who had completed initial training, but that those
who left before completing training would show no increase in risk; this too would be
tested. Findings in respect of hepatitis B and C would provide further indication of
whether ESL were at increased risk of drug abuse, as tentatively suggested by the results

for liver cancer.

6.4 Multiple Sclerosis

6.4.1 Introduction

Multiple sclerosis (MS) is a chronic progressive neurological disorder of unknown
aetiology which often follows a relapsing and remitting course. It is highly variable in its
symptomatology, in the degree of disability to which it gives rise and in its long-term
prognosis. In most countries, prevalence is highest in the 35-49 year age group although
in the UK, the prevalence of MS is more widely spread between the ages of 5 and 64
years (Pugliatti et al. 2006). Prevalence is highest in more northerly latitudes, and for
Scotland, it has been estimated at 187 per 100,000 in the south of the country and nearly
200 per 100,000 in Orkney (Rosati 2001). Female cases outnumber male cases by a factor
of 2.2 to 2.8. The mean incidence in England was 5.1 per 100,000 per year although a
rate of 12.0 per 100,000 per year was recorded in Scotland (Pugliatti et al. 2006).

Formerly, a War Disablement Pension could be awarded to a veteran for MS if it was
considered, on the balance of probabilities, that it was attributable to military service. In
a Parliamentary Written Answer on 29 October 2007, the then Parliamentary Under-
Secretary for the Ministry of Defence, Derek Twigg, reported that there were 380 former
service personnel in receipt of a War Disablement Pension with an accepted claim for
MS™'. In 2013, the Independent Medical Expert Group (IMEG) published its report and

recommendations'™ on the Armed Forces Compensation Scheme (AFCS), the scheme

5" Hansard HC Deb, 29 October 2007, c951W

152 Taylor, A. N. (2013) The Independent Medical Expert Group Report and recommendations on medical and

scientific aspects of the Armed Forces Compensation Scheme, Imperial College, London.
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which succeeded the War Pensions Scheme on 6 Apr 2005. The Group reported that
there was no evidence that MS was ‘uniquely occupational’, and noted that in military
personnel, it was clinically indistinguishable from the disorder in the wider population. On
the basis of current understanding, they were unable to support military service as being
causal. Compensation would only be payable where service could be shown to have
caused worsening of the condition, and where such worsening had led to medical
downgrading'? and medical discharge. They noted that the Armed Forces were
committed to high standards of human resource management and occupational
medicine, and that care should be taken to provide affected individuals with an

appropriate working environment in order to avoid deterioration.

6.4.2 Incidence

Multiple sclerosis was defined as ICD-9 code 340 or ICD-10 code G35, at any position in
the record. The data for multiple sclerosis have to be interpreted with caution since the
SMRO1 dataset reflects in-patient care. Many cases of MS are diagnosed in an outpatient
setting and would only be recorded in SMRO1 if admitted as a result of a complication or
co-morbidity, for in-patient treatment, or incidentally in the course of admission for an
unrelated condition. It is unlikely therefore that the data represent all cases occurring in
the study cohort. For the purposes of analysis of the dataset, it has been assumed that
there are no systematic differences in completeness of ascertainment of MS between
veterans and non-veterans, and that any differences reflect real differences in incidence

or severity.

6.4.2.1 Overall

During the period of follow-up, there were 139 cases of multiple sclerosis in veterans
resulting in admission, compared with 481 in non-veterans, equating to a cumulative
incidence of 0.25% in veterans and 0.28% in non-veterans. The Cox proportional hazard
model showed a non-significant reduction in risk in veterans, HR 0.92, 95% Cl 0.75-1.11,
p=0.379 unadjusted. The hazard ratio was the same after adjusting for deprivation. The
Nelson-Aalen plot confirms the slight reduction in risk in veterans (Figure 6-1). Testing for

non-proportionality of the hazards was non-significant, p=0.324.

133 Reduction in occupational employability/deployability category
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Figure 6-1 - Nelson-Aalen plot of multiple sclerosis by ve  teran status

6.4.2.2 Sex

There were 30 cases of multiple sclerosis in veteran women and 106 cases in non-veteran
women, equating to 21.6% of all cases in veterans and 22.0% of all cases in non-veterans.
The Cox proportional hazard ratios for veterans referent to non-veterans were significant
neither for women, unadjusted HR 1.15, 95% Cl 0.75-1.75, p=0.531, nor for men, HR 0.89,
95% Cl 0.71-1.11, p=0.312. Women were much more likely to have a diagnosis of
multiple sclerosis than men, unadjusted HR 2.90, 95% Cl 1.89-4.45, p<0.001 for veterans
and HR 2.28, 95% Cl 1.84-2.83, p<0.001 for non-veterans.

6.4.2.3 Age

The mean age at first admission with MS was 42.6 years (SD 10.8) for veterans and 41.4
years (SD 9.6) for non-veterans. The kernel density plot showed a lower peak in veterans,
and more cases in the older age groups, but otherwise showed no major difference in the

pattern of incidence (Figure 6-2).
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Figure 6-2 - Kernel density plot of age at first record of multiple sclerosis
Veterans and non-veterans

6.4.2.4 Birth Cohort

Taking men and women together, there was no significant difference in the risk of

multiple sclerosis in any birth cohort (Figure 6-3).
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Figure 6-3 - Hazard ratios for multiple sclerosis, by birt ~ h cohort
Veterans referent to non-veterans

6.4.2.5 Length of Service

Figure 6-4 indicates a minor degree of inverse relationship between risk of MS and length

of service, with the risk in ESL similar to, or slightly higher than, the risk in all non-
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veterans whereas for those with longer service, the risk was similar to, or slightly lower
than, the non-veterans. However, the small number of cases in each length of service
category gave insufficient statistical power to demonstrate a significant difference.
Premature termination of service due to diagnosis of MS is unlikely to be an important
confounder since only 3 cases of MS were diagnosed in ESL before the age of 25 years

(6.1% of ESL cases and 2.2% of all cases in veterans).
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Figure 6-4 — Nelson-Aalen plot of multiple sclerosis by le  ngth of service
All non-veterans for comparison

6.4.3 Case-Fatality

The mean follow-up from date of first record of multiple sclerosis to the date of death or
the end of the study was 11.15 years (range 0-31.50 years) for veterans and 12.20 years
(range 0-31.96 years) for non-veterans, representing 1,550 person-years of follow-up in
the veterans and 5,868 person-years in the non-veterans. There were 42 (30.2%) deaths
in veterans with multiple sclerosis, equating to 27.1 per 1,000 person-years, and 109
(22.7%) deaths in non-veterans (18.6 per 1,000 person-years). Most deaths were

recorded as being due to multiple sclerosis.

6.4.4 Commentary

Data from the Scottish Veterans Health Study provide no evidence of a causal link

152

between military service and MS, thus supporting the IMEG conclusion™“. There may be

a small protective effect, exhibiting a dose relationship with length of service. The
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increased risk of MS in higher latitudes where sun exposure is reduced, and reduction in
risk with exposure to sunlight, is well documented (Pugliatti et al. 2006, Van der Mei et al.
2003). Veterans resident in Scotland are likely to have spent some time away from
Scotland during their service, often in sunnier climes, and it is plausible that the slight
reduction in risk of MS compared with non-veterans reflects this occupational exposure

to sunlight. The higher case-fatality in veterans cannot be readily explained.

6.5 Motor Neuron Disease™

6.5.1 Introduction

Motor neuron disease (MND), also known as amyotrophic lateral sclerosis (ALS) in the
United States, is a rare but serious progressive degenerative neurological condition. In a
study in Scotland the crude incidence was 2.25 cases per 100,000 population per year, the
median survival time from diagnosis was 2.5 years and the 5-year survival was 28%. It is
more common in men than women. The mean age at onset varies between studies but is

generally between 45 and 65 years (Chancellor et al. 1993).

In 2003 the first report of an association between service in the US Armed Forces in the
first Gulf War (1991) and ALS was published (Haley 2003). Case-finding confirmed an
increased risk among all deployed personnel, RR 1.92, 95% Cl 1.29-2.84, although the
increase was non-significant for Reserves and National Guard (Horner et al. 2003). The
US Veterans Administration accepted ALS as a Gulf War-related illness, but Rose
cautioned against over-interpretation of the findings of the studies (Rose 2003), whilst
Armon noted under-ascertainment of cases in Horner et al.’s non-deployed cohort

(Armon 2007).

In 2005, Weisskopf et al. analysed data from the American Cancer Society Cancer
Prevention Study Il (CPS Il) to compare the rates of ALS in veterans of military service over
a wide range of dates, periods of service and conflicts, compared with people with no
record of service. The study population included 281,874 veterans and 126,414 non-

veterans, with a total of 3.6 million person-years of follow-up. Military service included

154 This Section is dedicated to the memory of the author’s colleague at Medical Branch, Headquarters

Scotland, Major Jimmie James, who died on 12 January 2015 after a long battle with motor neuron
disease. Together with his twin brother, he retired from the Army in 2009 after 50 years’ service, having
joined at the age of 15 years.
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World War 1, World War 2, the Korean War and the Vietham War, as well as the
intervening periods, and extended to a latest possible date of service of 1982. The
authors found an increased risk of ALS for any military service, RR 1.58, 95% Cl 1.12-2.09.
The risk was elevated in every birth cohort examined (1915 to 1939) and was irrespective
of length of service (Weisskopf et al. 2005). In 2006 the Institute of Medicine of the
National Academies published a review of the scientific literature on ALS in veterans. The
review committee concluded that there was “limited but suggestive evidence of an
association between military service and ALS”, and that putative risk factors included
intensive physical activity, smoking, alcohol, trauma, transmissible agents, lead, pesticides
and environmental toxicants. The committee recommended that further studies should
take place using other existing cohorts including in the United Kingdom (Johnson et al.
2006). No such studies are known to have taken place in the UK. The Scottish Veterans
Health Study provided an opportunity to examine the risk of MND in a large cohort of UK

veterans.

6.5.2 Incidence

Motor neuron disease was defined as ICD-9 code 335.2 or ICD-10 code G12.2, at any

position in the record.

6.5.2.1 Overall

During the period of follow-up, 38 veterans had a diagnosis of MND compared with 78
non-veterans, equating to a cumulative incidence of 0.07% in veterans and 0.04% in non-
veterans. The difference was statistically significant, unadjusted HR 1.56, 95% Cl 1.06-
2.30, p=0.025, notwithstanding the small number of cases. The difference persisted after
adjusting for deprivation, HR 1.49, 95% Cl 1.01-2.21, p=0.046. The Nelson-Aalen plot
demonstrated the increased risk in veterans (Figure 6-5). Testing for non-proportionality

of the hazards was non-significant, p=0.527.
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Figure 6-5 - Nelson-Aalen plot of motor neuron disease by  veteran status
6.5.2.2 Sex

There was only one case of motor neuron disease in a female veteran and four in female
non-veterans, representing 2% of all cases in veterans and 5% in non-veterans. Veteran
women were not at significantly increased risk compared with non-veteran women,
unadjusted HR 1.10, 95% Cl 0.11-9.06, p=0.991; statistical power was low owing to small
numbers of cases. However, veteran men were at significantly increased risk compared
with non-veteran men, unadjusted HR 1.57, 95% ClI 1.05-2.33, p=0.027. After adjusting
for deprivation, the sex-specific hazard ratios for veterans compared with non-veterans
were 1.03, 95% Cl 0.11-9.22, p=0.979 for women and 1.49, 95% Cl 1.00-2.22, p=0.050 for

men.

6.5.2.3 Age

The mean age at diagnosis in veterans was 49.7 years (SD 9.1). Age at diagnosis was the
same for non-veterans, 49.7 years (SD 10.6). Year of birth for the veteran cases ranged
from 1945 to 1970 and from 1945 to 1977 for the non-veterans, and the veteran cases

entered the Armed Forces between 1961 and 1999.

6.5.2.4 Birth cohort

Analysis by birth cohort was performed in 10-year bands because of the small number of

cases. This demonstrated an increased risk in each band, although it was only statistically
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significant for the 1955-1964 birth cohort, HR 2.07, 95% Cl 1.03-4.17, p=0.042
(Figure 6-6).
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Figure 6-6 — Hazard ratios for motor neuron disease by bir  th cohort
Veterans referent to non-veterans
Although Figure 6-6 suggests an increasing risk with successive birth cohorts, the trend
did not reach statistical significance; testing for interaction with birth cohort showed

p=0.088.

6.5.2.5 Length and Period of Service

The small number of cases precluded plotting Nelson-Aalen cumulative hazard curves for
length of service. The kernel density plot for veterans with MND by length of service,
compared with all veterans, did not show any major difference for those affected,
suggesting that a diagnosis of MND was independent of length of service of veterans and
that there was no ‘dose relationship’ (Figure 6-7). The peaks in the ‘all veterans’ curve
represent ESL and common lengths of engagement (4-6, 12 and 22 years). Similarly, there
was no clear evidence of association with any year of entry to service, the curves for
affected veterans and all veterans broadly tracking one another, other than for the

recruitment peak in the late 1980s (Figure 6-8).
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6.5.3 Co-Morbidity

Co-morbidities which could provide evidence for the putative risk factors for MND of
smoking and alcohol were COPD, lung cancer, oropharyngeal and laryngeal cancer and

alcoholic liver disease. The early age of onset of MND and short survival meant that most
people with MND did not reach the age at which these conditions were likely to develop.

For smoking, there was one case of co-morbid lung cancer in a veteran and none in non-
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veterans, and four cases of COPD in veterans compared with 7 in non-veterans. For the
latter, there was a non-significantly increased odds ratio for veterans, OR 1.17, 95% ClI
0.37-3.76, p=0.789. In respect of alcohol, there were two cases of co-morbid alcoholic
liver disease in non-veterans but none in veterans; there were no cases of oropharyngeal

or laryngeal cancer, in either veterans or non-veterans.

6.5.4 Trauma

Trauma was a putative risk factor and was independently associated with MND, both
overall and by veteran/non-veteran subgroup. The odds ratio for MND with a history of
either trauma or road traffic accident in the entire cohort, compared with people with no
such history, was 1.51, 95% Cl 1.26-1.81, p<0.001. For veterans alone the odds ratio was
1.71, 95% Cl 1.29-2.28, p=0.002 and for non-veterans it was 1.43, 95% Cl 1.14-1.80,
p=0.006.

6.5.5 Case-Fatality

The mean follow-up from date of first record of motor neuron disease to the date of
death or the end of the study was 4.42 years (range 0-26.26 years) for veterans and 3.59
years (range 0-30.49 years) for non-veterans, representing 168 person-years of follow-up
in the veterans and 280 person-years in the non-veterans. There were 29 (76.3%)
deaths in veterans with motor neuron disease, equating to 172.7 per 1,000 person-years,
and 53 (67.9%) deaths in non-veterans (189.3 per 1,000 person-years). Veterans had a
lower case-fatality than non-veterans at one year, HR 0.80, 95% Cl 0.42-1.53, p=0.500 in
the unadjusted model. The results were unchanged after adjusting for SES. There were 7

survivors (18.4%) among the veterans at 5 years and 16 (20.5%) among the non-veterans.

6.5.6 Commentary

Analysis of the risk of motor neuron disease has highlighted the challenges inherent in the
epidemiology of rare conditions, and initiatives such as the establishment of disease
registries may be needed in order to collate data on a sufficient number of cases to
permit meaningful analysis (Nagel et al. 2013). Notwithstanding that there were only 38
veteran and 78 non-veteran cases in the Scottish Veterans dataset, statistical analysis

showed a significantly increased risk in the veterans, unadjusted HR 1.56, 95% Cl 1.06-
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2.30, p=0.025. The increase was numerically remarkably close to the relative risk of 1.58,
95% Cl 1.14-2.19, found by Weisskopf et al. for ALS in the CPS Il study (Weisskopf et al.
2005). Weisskopf also adjusted for smoking, which was not possible in the Scottish
Veterans study as the dataset did not include information of smoking status, and for age;

the Scottish non-veterans comparison cohort was matched for both age and sex.

The period of military service covered by the Scottish Veterans Health Study cohort
overlapped the CPS Il study for the period 1960-1982; the CPS Il data commenced with
World War 1 veterans and the Scottish Veterans data extended to those serving up to
2012. Therefore, the two datasets together cover nearly 100 years of military service.
Both Weisskopf and, now, the Scottish Veterans Health Study found that the increased
risk of ALS was independent of period of service; this precludes putative risk factors such
as pesticides and environmental toxicants which are unlikely to have remained
unchanged over nearly 100 years. The finding of an almost identical increase in risk in
two discrete national armed forces introduces a further degree of heterogeneity of
military experience. It is therefore necessary to explore risk factors which are unlikely to
have changed over time. The remaining putative risk factors identified by the National

Academies report were intensive physical activity, smoking, alcohol, trauma, and lead.

Trauma is highly plausible; the analyses at Section 6.5.4 demonstrated that there was an
association with trauma, but that the association was stronger in veterans than in non-
veterans, suggesting that veterans may have experienced one or more additional risk
factors as a result of military service, or that there were differences in the nature or
severity of trauma experienced. A number of studies have also demonstrated an
association between high levels of physical activity and MND (Huisman et al. 2013). Ata
symposium held at the Royal Society of Medicine in 1962, it was observed that “the
average male case is not a clerk who sits in an office but is a heavy labourer”, and the
suggestion was also made that “a past history of unnecessary muscular movement carried
out for no obvious reason may be followed in later life by the development of motor
neuron disease in a statistically significant number of cases” although no reference was
given to the research on which this observation was based (Ferguson 1962). Several
leading sportsmen have died from ALS (Harwood et al. 2009). In particular, an association
with professional football has been identified (Chio et al. 2005). Despite initial scepticism

(Al-Chalabi and Leigh 2005), subsequent research has provided confirmation of a strong
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association, especially for players in ‘speed’ positions (Lehman et al. 2012). Longstreth et
al. found a significant association with participation in organised high school sport but no
overall association with lifetime physical activity, based on assessment at interview
(Longstreth et al. 1998). Veldink et al. were also unable to confirm an association
between lifetime physical activity and overall risk of developing MND, but found that
higher levels of leisure time activity were associated with earlier age at disease onset,
especially for high levels of activity before age 25 years when the onset of disease was, on
average, 7 years earlier (Veldink et al. 2005). By contrast, in an important paper
considering causal pathways to the development of MND, Strickland et al. used frequency
of sweating as a measure of the intensity of work or leisure activity in the third decade of
life, and found clear evidence of an association, OR 1.6, 95% Cl 1.1-2.4 for work, 1.1-2.5
for leisure. Achieving recognition of excellence in sport at any time was associated with
increased risk, OR 3.1, 95% Cl 1.04-9.3. There was also a strong association with severe
trauma to the head, back or neck, OR 5.6, 95% Cl 1.7-17.0. There was no interaction
between sporting excellence and severe head, back or neck trauma (Strickland et al.
1996). Heavy physical exertion is an inevitable concomitant of military service (Horner et
al. 2013), as is participation in active sport, commencing from the earliest days of recruit
training and continuing through to retirement, or even beyond in those who choose to
maintain their physical fitness post-service. It has been estimated that the exercise levels
of a front-line soldier are equivalent to those of a professional sportsman (Hopkins 1992).
Participation in physical exertion and contact sport inevitably increases the risk of
physical injury, whilst military service, and especially operational service, has been shown
to increase the risk of involvement in road traffic accidents (Fear et al. 2008). Increased
risk of injury in road traffic accident in veterans is also confirmed by the Scottish Veterans

study (Section 6.14.2.1).

There is a consistent positive association between MND and ever smoking, and with
recently stopping smoking (Kamel et al. 1999); military personnel have been shown to
smoke more than civilians (Lewthwaite and Graham 1992), as discussed in Appendix 4,
Sections A4.1.3 and A4.1.4, and veterans are more likely to be ever-smokers (Klevens et
al. 1995). There is little evidence of an association between alcohol and ALS/MND, and
one study has shown a protective effect of ever/current alcohol use (de Jong et al. 2012).
Family history is a risk factor (Kamel et al. 1999) but there is no plausible reason why

military personnel should be more likely than civilians to have a family member with
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MND. Genetic factors may also play a part, whether alone or in combination with the
environmental modifiers described, but are as yet poorly understood (Bruijn et al. 2004)
and, for the same reasons as family history, are therefore unlikely to account for the
differences observed between veterans and non-veterans. Several authors have reported
an association between blood lead levels and ALS (Kamel et al. 2002, Fang et al. 2010).
Veterans may have been exposed to increased levels of atmospheric lead during service,
particularly in the past, prior to the introduction of strict controls; sources of possible

exposure are explored at Appendix 3, Section A3.3.5.13.

It is therefore suggested that factors which may place veterans at increased risk of MND
in comparison with non-veterans are energetic physical exercise, trauma, smoking and, in
the past, exposure to lead from ammunition and vehicle exhausts. The absence of a
length of service ‘dose relationship’ suggests a dominant factor which is independent of
length of service; physical exertion is a plausible candidate as it may be surmised that
those who join the Services generally have a more active lifestyle than civilians, although
data are lacking. In view of the rarity of MND, it is unlikely that sufficient epidemiological
data could be collected on this rare condition to yield further insight into the relative
roles of these common risk factors, but work should continue to monitor MND in military

personnel and veterans, and case control studies may be appropriate.

The range of lengths of follow-up, in both veterans and non-veterans, indicates that some
people survived for long periods of time after diagnosis. Examination of the data showed
that 5 (13.2%) veterans and 9 (11.5%) non-veterans with MND survived in excess of 10
years. This is in excess of the 4% survival for more than 10 years reported in a study of
985 patients entered on the King’s College clinic database (1990-2002) and reported by
Turner et al. (Turner et al. 2003). That study found that younger age at onset was
associated with longer survival. In the Scottish Veterans study, long survivors (>10 years)
who were veterans had a mean age at first record of MND of 40.3 years (SD 3.7),
compared with a mean age at first record of 51.2 years (SD 8.8) among veterans who
survived less than 10 years. For non-veterans, the corresponding ages at first record were
37.7 years (SD 11.9) and 51.2 years (SD 9.4) respectively. Findings from the Scottish
Veterans study therefore broadly support the observation by Turner et al. that those who
survive for longer than 10 years are, on average, 14 years younger at disease onset than

those whose survival is shorter. The exclusion of any people older than 67 years from the
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Scottish Veterans cohort may explain the higher proportion of long survivors; the oldest
of the King’s patients was 72 years of age at disease onset and the mean age at onset

among the shorter survivors was 62 years.

6.6 Alcoholic Liver Disease

Alcoholic liver disease was defined as the occurrence of ICD-9 code 571.0.571.1 or 571.2,

or ICD-10 code K70, at any position in the record.

6.6.1 Incidence

6.6.1.1 Overall

During the period of follow-up, 677 (1.20%) veterans had a diagnosis of alcoholic liver
disease compared with 2,175 (1.26%) non-veterans. The difference was not statistically
significant in the unadjusted model, HR 0.97, 95% Cl 0.89-1.06, p=0.487, but after
adjusting for deprivation, the veterans were at lower risk, HR 0.91, 95% Cl 0.84-0.98,
p=0.035. The Nelson-Aalen plot illustrates the small reduction in risk in veterans

(Figure 6-9).
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Figure 6-9 - Nelson-Aalen plot of alcoholic liver disease by veteran status
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6.6.1.2 Sex

Only 26 cases of alcoholic liver disease in veterans occurred in women, representing a
cumulative incidence of 0.50% of female veterans. In non-veteran women, there were
126 cases (0.61%). The difference was not statistically significant, unadjusted HR 0.84,
95% Cl 0.55-1.29, p=0.439. The hazard ratio was similar after adjusting for deprivation.
Female veterans were at statistically significantly lower risk of alcoholic liver disease than
male veterans, unadjusted HR 0.47, 95% Cl 0.32-0.69, p<0.001; non-veteran women were
similarly at lower risk than non-veteran men, unadjusted HR0.53, 95% Cl 0.44-0.63,
p<0.001.

6.6.1.3 Age

The mean age at first record of alcoholic liver disease for veterans was 50.0 years (95% Cl
49.4-50.6 years), compared with 48.9 years (95% Cl 48.5-49.2 years) for non-veterans.
Age at first episode did not differ between men and women, for either veterans or non-

veterans.

6.6.1.4 Birth Cohort

Analysis by birth cohort showed a pattern of reducing risk over time. There was a
statistically significant increase in risk in the oldest cohort, born 1945-1949. The hazard
ratio reduced to unity in the 1950-1954 birth cohort and then continued to fall in later
birth cohorts, although the reduced hazard ratios did not achieve statistical significance
other than in the 1960-1964 subgroup, owing to smaller numbers in the more recent

subgroups (Figure 6-10).
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Figure 6-10 - Hazard ratios for alcoholic liver disease by birth cohort
Veterans referent to non-veterans

6.6.1.5 Length of Service

When examined graphically by length of service, the only subgroup to demonstrate an
increased risk of alcoholic liver disease was Early Service Leavers who had completed
initial training. ESL who failed to complete training had a similar pattern of risk to non-
veterans, as did veterans with between 4 and 12 years service. Longer-serving veterans
(over 12 years’ service) showed a reduction in risk, particularly in veterans over 50 years
of age (Figure 6-11). Detailed analysis by common lengths of service, and by birth cohort
in two categories, showed the excess risk in trained ESL to be confined to older veterans
(born prior to 1960); a modest increase in risk in this birth cohort among those with 7-9
years’ service was also demonstrated. There was no increased risk in any sub-group for
people born after 1959, and their overall reduction in risk was statistically highly

significant (Table 6-1).
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Table 6-1 - Cox proportional hazard model of the associat  ion between veteran status and
alcoholic liver disease, overall and stratified by length of service and birth cohort

Veterans All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496

n HR 95% CI HR 95% CI HR 95% CI

Overall
Univariate 677 0.97 0.89-1.06 0.487 1.05 0.95-1.15 0.349 0.69 0.55-0.85 0.001

Multi- 677 0.90 0.82-0.98 0.017 0.96 0.88-1.06 0.439 0.67 0.54-0.83 <0.001
variable

Length of service in 8 categories

Basic 73 092 0.73-1.16 0.487 0.98 0.76-1.26 0.871 0.70 0.39-1.28 0.245
training

ESL (0-3 190 1.25 1.07-1.45 0.004 1.36 1.16-1.60 <0.001 0.81 0.54-1.20 0.293
years)

4-6 years 118 0.89 0.74-1.07 0.209 0.92 0.76-1.14 0465 0.74 0.48-1.15 0.184

7-9 years 101 111 0.91-1.36 0.288 1.25 1.01-1.55 0.044 0.66 0.39-1.12 0.125

10-12years 64 089 0.70-1.14 0373 100 0.77-1.31 0973 053 0.27-1.02 0.058

13-16 years 42 080 0.59-1.09 0.152 0.84 0.59-1.20 0.337 0.69 0.37-1.29 0.245

17-22 years 38 0.75 0.54-1.03 0.080 0.77 0.54-1.09 0.137 0.68 0.30-1.52 0.350

223 years 50 0.78 0.59-1.03 0.082 0.81 0.60-1.09 0.158 0.55 0.20-1.47 0.232
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The biphasic pattern of risk by length of service which was demonstrated in older
veterans (ESL who had entered trained service and veterans with 7-9 years’ service) was
unexpected, and additional analyses were therefore undertaken to explore possible
reasons. A kernel density plot of alcoholic liver disease by year of entry to service,
compared with all veterans, demonstrated a disproportionate risk in those who entered
service in the early 1970s, with a peak at 1971 which coincided with, but was higher than,

the peak in recruiting at the start of operations in Northern Ireland (Figure 6-12).
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Figure 6-12 - Kernel density plot of alcoholic liver disea  se in veterans
by year of entry to service
All veterans for reference
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A Lexis diagram of risk of alcoholic liver disease by year of birth and year of entry to
service was plotted, and this demonstrated the greatest increase in risk to be in veterans
who were born between 1945 and 1949, who joined the Services between 1969 and 1971
and who were therefore older than most of their peers at recruitment. The detailed data
are potentially disclosive and are not presented in full. The mean length of service of
veterans who developed alcoholic liver disease, in this birth and entry cohort, was 7.5

years (SD 7.5).

6.6.2 Case-Fatality

The mean follow-up from date of first record of alcoholic liver disease to the date of

death or the end of the study was 4.32 years (range 0-28.98 years) for veterans and 4.21
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years (range 0-31.74 years) for non-veterans, representing 2,925 person-years of follow-
up in the veterans and 9,157 person-years in the non-veterans. There were 445 (65.7%)
deaths in veterans with alcoholic liver disease, equating to 152.2 per 1,000 person-years,
and 1,361 (62.6%) deaths in non-veterans (148.6 per 1,000 person-years). The

commonest recorded cause of death, for both veterans and non-veterans, was alcoholic

liver disease.

6.6.3 Treatment

Data on cashed prescriptions for alcohol abstinence drugs were available from 2009. All
drugs recognised in the British National Formulary for this use were aggregated; data
were not available for the individual drugs. Only 30 (4.4%) veterans and 122 (5.6%) non-
veterans with alcoholic liver disease had received a prescription for alcohol abstinence
drugs; the difference was not statistically significant, OR 0.79, 95% Cl 0.53-1.17, p=0.234.
If only diagnoses of alcoholic liver disease recorded from 2009 are considered, 19 (13.6%)
veterans and 64 (12.1%) non-veterans received these drugs; again the difference was
non-significant, OR 1.12, 95% Cl 0.69-1.80, p=0.649. There is no evidence from these data

that veterans who misuse alcohol are less likely than non-veterans to receive care.

6.6.4 Co-Morbidity

Co-morbidities for a range of conditions likely to be associated with alcohol misuse or
liver disease were examined in veterans and non-veterans. The results are summarised at

Table 6-2.
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Table 6-2 - Co-morbidities with alcoholic liver disease
Crude overall incidence for comparison

Veterans Non-veterans
Veterans referent to non-veterans
Cases Pop. Cases Pop. OR 95% Cl p
n=677 n=56,205 n=2,175 n=172,741
No. (%) (%) No. (%) (%)
Physical
Peptic ulcer 133 (19.6) (3.4) 361 (16.6) (3.0) 1.18 0.99-1.42 0.067
COPD 94 (13.9) (4.3) 292 (13.4) (4.5) 1.03 0.83-1.28 0.760
Diabetes 81 (12.0) (3.4) 250 (11.5) (3.3) 1.04 0.82-1.32 0.739
Any cancer 77 (11.4) (6.4) 242 (11.1) (6.7) 1.02 0.80-1.30 0.859
AMI 44 (6.5) (3.7) 108 (5.0) (3.0) 131 0.93-1.84 0.121
Oropharyngeal & 24 (3.5) (0.5) 29 (1.3) (0.4) 2.66 1.56-4.53 <0.001
laryngeal cancer
Hepatitis C 15 (2.2) (0.2) 103 (4.7) (0.4) 0.47 0.27-0.80 0.004
Hepatitis B 13 (1.9) (0.1) 35(1.6) (0.1) 1.19 0.64-2.24 0.583
Liver cancer 11 (1.6) (0.1) 45 (2.1) (0.1) 0.79 0.41-1.51 0.467
Lung cancer 7 (1.0) (0.8) 35(1.6) (0.6) 0.64 0.29-1.44 0.278
Oesophageal cancer 4 (0.6) (0.3) 10 (0.5) (0.2) 1.29 0.40-4.08 0.670
Mental
Any mental health 125 (18.5) (5.0) 400 (18.4) (4.5) 1.00 0.84-1.20 0.966
disorder
Any mental health 91 (13.4) (3.9) 342 (15.7) (3.8) 0.85 0.69-1.06 0.148
disorder less PTSD
Non-fatal self-harm 91 (13.5) (2.9) 281 (13.1) (2.5) 1.04 0.83-1.29 0.749
Mood disorder 75 (11.1) (2.8) 277 (12.7) (2.5) 0.87 0.68-1.11 0.252
Anxiety 64 (9.5) (2.5) 166 (7.6) (2.0) 1.24 0.94-1.63 0.129
Stress/PTSD 34 (5.0) (1.1) 58 (2.7) (0.7) 1.88 1.24-2.85 0.003
Anxiety less 30(4.7) (1.4) 108 (5.1) (1.3) 091 0.62-1.36 0.657
stress/PTSD
Psychosis 19 (2.8) (1.0) 76 (3.5) (1.1) 0.80 0.49-1.32 0.384
Suicide 5(0.7) (0.5) 22 (1.0) (0.5) 0.73 0.28-1.92 0.522
Dementia 4 (0.6) (0.1) 7(0.3) (0.1) 1.84 0.54-6.25 0.324

There was a complex pattern of co-morbidity with alcoholic liver disease. Among the
physical disorders, peptic ulcer, COPD, diabetes and any cancer were strongly associated,
in both veterans and non-veterans. There was also an increased risk of AMI, in both
veterans and non-veterans although the increase was non-significantly higher in veterans.
Hepatitis B, hepatitis C and liver cancer were all associated with alcoholic liver disease in
both veterans and non-veterans, although veterans were at significantly lower risk of
hepatitis C than non-veterans. Whilst oesophageal cancer was rare in both veterans and
non-veterans with alcoholic liver disease, oropharyngeal and laryngeal cancer was not
only increased in both groups but showed a much higher risk in veterans when compared
with non-veterans, OR 2.66, 95% Cl 1.56-4.53, p>0.001. There was a greatly increased risk

of oropharyngeal and laryngeal cancer in veterans with alcoholic liver disease compared
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with all veterans, HR 6.96, 95% Cl 4.58-10.57, p<0.001. The corresponding hazard ratio for
non-veterans was 3.2, 95% Cl 2.27-4.78, p<0.001. There was only one case of pancreatic
cancer in a veteran with alcoholic liver disease, and 7 in non-veterans. Stomach cancer

was also rare, with two cases in veterans and four in non-veterans.

Only 18.5% of veterans and a similar percentage of non-veterans with alcoholic liver
disease had received in-patient or day-case care for any mental health disorder. This is
perhaps lower than might be expected, as is the small number of suicides in this group. A
diagnosis of stress or PTSD had been made in 5.0% of the veterans and 2.7% of the non-
veterans, OR 1.88, 95% Cl 1.24-2.85, p=0.003. There was no significant difference in risk
of alcoholic liver disease between veterans and non-veterans for mood disorder, anxiety
other than stress or PTSD, psychosis, suicide or non-fatal self-harm. A small number of
cases of dementia was associated with alcoholic liver disease; the difference in risk
between veterans and non-veterans was not statistically significant although the risk was

higher in veterans.

6.7 Alcohol-Related Death

Alcohol-related death was determined in accordance with the Office for National
Statistics definition (Office for National Statistics 2014). This definition includes only
those deaths where alcohol is most likely to have had a direct causal relationship, and not
those where alcohol is a known risk factor such as oropharyngeal or laryngeal cancer. It
also excludes external causes of death where alcohol may have been a contributory
factor, such as road traffic accidents. The ICD-10 codes for alcohol-related causes of
death which are reported by ONS™ are summarised at Table 6-3, together with the ICD-9
codes to which they have been mapped for the purposes of the Scottish Veterans Health

Study.

133 Office for National Statistics (2014) Alcohol-related deaths in the United Kingdom, registered in 2012,
London: National Statistics. p.22.
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Table 6-3 - National Statistics definition of alcohol-rel ated death
ICD-10 codes and definitions, mapped to ICD-9

ICD-10 Code Diagnosis Mapped to
ICD-9 code
F10 Mental and behavioural disorders due to use of 303.0, 303.9,
alcohol 305.0
G31.2 Degeneration of nervous system due to alcohol 357.5
G62.1 Alcoholic polyneuropathy 357.5
142.6 Alcoholic cardiomyopathy 291.*
K29.2 Alcoholic gastritis 535.3
K70 Alcoholic liver disease 425.5
K73 Chronic hepatitis, not elsewhere classified 571.3
K74 less K74.3-K74.5  Fibrosis and cirrhosis of liver (excluding biliary 571.% less
cirrhosis) 571.5,571.6
and 571.8
K86.0 Alcohol-induced chronic pancreatitis 577.1
X45 Accidental poisoning by and exposure to alcohol E860.0
X65 Intentional self-poisoning by and exposure to E860.9
alcohol
Y15 Poisoning by and exposure to alcohol, E860.9
undetermined intent

*=any digit

6.7.1 Incidence

6.7.1.1 Overall

Generally, the findings for alcohol-related death mirrored those for alcoholic liver disease.
Death from alcohol-related causes was recorded in 356 (0.63%) veterans compared with
1,147 (0.66%) non-veterans (Bergman et al. 2015b). The difference was not statistically
significant, unadjusted OR 0.96, 5% Cl 0.88-1.06, p=0.435. The Cox proportional hazard
ratio was 0.95, 95% Cl 0.84-1.07, p=0.412 unadjusted (Figure 6-13); there was an overall
reduction in risk in veterans which became statistically significant after adjusting for
deprivation, HR 0.88, 95% Cl 0.79-1.00, p=0.044. The mean age at alcohol-related death

was 51.9 years for veterans and 50.4 years for non-veterans.
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Figure 6-13 - Nelson-Aalen plot of alcohol-related death by veteran status

6.7.1.2 Sex

There were 340 alcohol-related deaths in male veterans, compared with 16 in female
veterans. Male veterans were at non-significantly lower risk than male non-veterans,
unadjusted HR 0.93, 95% Cl 0.82-1.05, p=0.223, whereas there was a non-significant
increase in risk in female veterans, unadjusted HR 1.23, 95% Cl 0.70-2.16, p=0.463. After
adjusting for deprivation, male veterans were at significantly lower risk of alcohol-related
death than non-veterans, HR 0.86, 95% Cl 0.76-0.97, p=0.016, whilst the increase for
women was attenuated, HR 1.19, 95% Cl0.68-2.08, p=0.544.

6.7.1.3 Birth Cohort

Subgroup analysis by birth cohort showed an increased risk only in the 1945-1949 cohort,
unadjusted HR 1.28, 95% Cl 1.03-1.58, p=0.026, but this became non-significant after
adjusting for deprivation, HR 1.19, 95% Cl 0.96-1.47, p=0.113. There was a steady
decrease in risk in veterans compared with non-veterans with successive birth cohorts,
with some flattening of the rate of decrease in the more recent birth cohorts

(Figure 6-14). There was a significant reduction in risk when veterans born from 1960
onwards were examined together, unadjusted HR 0.67, 95% Cl 0.46-0.90, p=0.009; the

hazard ratio was similar after adjusting for deprivation.
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Figure 6-14 - Hazard ratios for alcohol-related death by b irth cohort
Veterans referent to non-veterans

6.7.1.4 Length of Service

The only subgroup by length of service that showed an increased risk of alcohol-related
death was the older Early Service Leavers (born prior to 1960) who had completed
training; their unadjusted hazard ratio for alcohol-related death was 1.35, 95% Cl 1.09-
1.69, p=0.007 (Table 6-4 and Figure 6-15).

Table 6-4 - Cox proportional hazard model of the associat  ion between veteran status and
alcohol-related death, overall and stratified by le  ngth of service and birth cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496

n HR 95% CI HR 95% CI HR 95% CI

Overall
Univariate 356 0.95 0.84-1.07 0.412 1.03 0.90-1.17 0.709 0.67 0.49-0.90 0.009

Multi- 356 0.88 0.79-1.00 0.044 094 0.83-1.08 0.390 0.66 0.49-0.90 0.008
variable

Length of service in 8 categories

Basic 41 0.97 0.71-1.32 0.844 1.00 0.71-1.41 0.984 0.87 0.41-1.85 0.724
training

ESL (0-3 102 1.27 1.03-1.55 0.023 135 1.09-1.69 0.007 0.95 0.57-1.60 0.852
years)

4-6 years 66 0.94 0.73-1.20 0.613 0.98 0.75-1.29 0.906 0.77 0.42-1.40 0.389
7-9 years 47 098 0.73-1.31 0.883 1.09 0.80-1.49 0.583 0.56 0.25-1.25 0.155

10-12 years 37 097 0.70-1.35 0.857 1.18 0.85-1.66 0.325 0.23 0.06-0.91 0.037

13-16 years 22 081 0.53-1.23 0.317 0.75 0.45-1.26 0.277 0.91 0.43-1.94 0.813

17-22 years 19 0.67 0.43-1.06 0.087 0.77 0.48-1.23 0.270 0.21 0.03-1.49 0.119

223 years 22 059 0.39-090 0.015 0.63 0.41-0.97 0.037 0.26 0.04-1.85 0.178
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6.7.2 Commentary

Data from the Scottish Veterans Health Study have demonstrated that overall, veterans
were at no greater risk of alcoholic liver disease or alcohol-related death than the general
population, and they were at slightly but significantly reduced risk after adjusting for
deprivation (Bergman et al. 2015b). The overall rate of alcoholic liver disease, for both
veterans and non-veterans, was similar to the 1.13% population prevalence reported in
the Italian Dionysus Study, which also showed that only 5.5% of those drinking more than
30g alcohol per day had evidence of alcoholic liver damage (Bellentani et al. 1997).
Subgroup analysis of the Scottish Veterans dataset showed a complex picture of changing
risk over time. There was an increased risk of both alcoholic liver disease and alcohol-
related death in the earliest birth cohort (born 1945-1949), although this lost statistical
significance after adjusting for deprivation. The increase arose predominantly from
people born 1946-1949 who joined the Services 1970-1971 and who were older than the
majority of recruits at entry to service. Younger veterans were at lower risk than age-
matched non-veterans. Fewer of the veterans with alcoholic liver disease had co-morbid
hepatitis C, suggesting that drug misuse was less prevalent in veterans than non-veterans.

The 2.8% prevalence of co-morbid hepatitis C was substantially lower than the prevalence
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of 18.4% reported in a study of US veterans with alcoholic liver disease (Mendenhall et al.

1993).

The finding of a single period of entry to service which was associated with especially high
risk of developing alcoholic liver disease, centred around 1970-1971 and predominantly
affecting those who were older at entry, was unexpected (Bergman et al. 2015b). The
years 1970-1972 represented a period of intense operational activity in Northern Ireland
(codenamed Operation BANNER), especially for the Army and Royal Marines, who made
up the greater part of the Armed Forces. At the peak of the operation, around 28,000
soldiers were deployed in Northern Ireland. There were few who served during that
period who were not deployed there; even those who were in a reduced medical
category were permitted to deploy unless specifically precluded on medical advice.

Many were new to service and lacked military experience; it was not unusual to deploy
directly from recruit training, and repeated tours of duty within a short period of time
were common. Those with longer service, who joined from the mid 1960s, may also have
served in the Aden Emergency (December 1963 — November 1967) and are likely to have
been in junior management roles (corporal rank) in the early years of Operation BANNER.
The initial period of the campaign represented a novel operation'® for the British Armed
Forces for which they were unprepared, untrained and poorly equipped (Ministry of

Defence 2006).

Older recruits constituted only 14-20% of each year’s intake and they may have found it
harder to bond socially with their younger fellow recruits. As more mature entrants, they
may also have experienced increased pressure as a result of higher expectations of their
ability (see Appendix 9). Thus, they may have felt relatively socially isolated, and may
have been more likely to resort to alcohol. As a result of their social isolation, they may
also have experienced a reduced level of peer support during service, lowering their
resilience and increasing their vulnerability to deployment-related stress. Whilst there is
no information on their pre-recruitment social history, personnel who joined the Army in
their 20s, during the period of rising unemployment in the early 1970s (Denman and
McDonald 1996), may be more likely to have experienced unemployment than those who

joined as teenagers. A history of unemployment has previously been shown to be a risk

156 Counter-insurgency operations within a UK urban environment
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factor for alcohol misuse in young people (Dooley and Prause 1998). Risk aversion has
also been shown in numerous studies to increase with age, although most studies have
been based on financial risk rather than physical risk (Wang and Hanna 1998). Ina
perceptive paper, Steinberg examined risk-taking in adolescents and concluded that
group behaviour was a strong motivator towards risk-taking, and that adolescents were
less likely than adults to evaluate the potential costs or benefits before embarking on a
risky activity. Self-regulatory competency matured slowly, probably into young adulthood
(Steinberg 2004). It is plausible that the more mature recruit, poorly bonded with a peer-
group of younger fellow recruits and facing a conflict situation in which he was better
able to appreciate the possible dangers and adverse consequences than his peers, may
have felt especially vulnerable and marginalised, and may have been more likely to

ruminate and later to seek solace in alcohol.

Lynch examined alcohol-related deaths in serving Army personnel for the decade 1968-
1977 and found an incidence of 12.36 per 100,000 personnel, for deaths occurring off-
duty. The commonest cause of alcohol-related death was road traffic accidents, which
accounted for 49% of the deaths, followed by acute alcohol poisoning (23%), suicide (9%),
drowning (8%), falls from height (7%), burns (3%) and fights (1%). The mean age at death
was 24 years. There was an increase in the number of deaths from acute alcohol
poisoning in the latter half of the period (Lynch 1987). Further examination of Lynch’s
data showed a mean of 1.8 deaths per year from acute alcohol poisoning between 1968
and 1972 compared with a mean of 5.2 per year between 1973 and 1978, an increase of
nearly 200% (Bergman et al. 2015b). With hindsight, it seems probable that deployment
as a young soldier to Northern Ireland in the early years of Operation BANNER

contributed to the increased toll of alcohol-related deaths.

Overall, the risks both of alcoholic liver disease and of alcohol-related death in former
Armed Forces personnel have reduced over time. The current focus on alcohol misuse
predominantly as a sequela of psychological trauma may be misleading in the context of
veterans’ health. For many soldiers who served during the period encompassed by the
Scottish Veterans Health Study, heavy alcohol use was an accepted social activity, as
described at Appendix 4, Section A4.2.2. A stoical attitude to adverse experiences

generally prevailed. In a review of the first 2000 casualties (to 1977) to be entered onto
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the Hostile Action Casualty System™’ at the Military Wing, Musgrave Park Hospital,
Belfast, Owen-Smith reported psychiatric sequelae in only 21 individuals (Owen-Smith
1981) although paradoxically the rate of medical discharge (invaliding) for psychiatric

morbidity at that time was much higher than in later years (Bergman and Miller 2000).

Recent publications have focussed on alcohol misuse as a consequence of the mental
health impacts of combat exposure and have largely overlooked the social role of alcohol
(Jones and Fear 2011). Evidence from the Scottish Veterans Health Study and a re-
evaluation of Lynch’s paper (Lynch 1987) now suggest that there is a complex
relationship. Extreme operational exposure in the early 1970s does appear to have been
associated with a lasting increase in the level of alcohol use following departure from the
operational situation. Underpinning factors may have included an intense social response
to the removal of restrictions imposed during deployment and the general increase in
risk-taking behaviour following combat exposure which has been described elsewhere
(Fear et al. 2008, Killgore et al. 2008), in addition to the role played by the as-then largely
unrecognised psychological effects of operational deployment. The Scottish Veterans
Heath Study has demonstrated that a small subgroup of older veterans were at increased
risk of alcoholic liver disease, both compared with non-veterans and with later
generations of Service personnel (Bergman et al. 2015b). In particular, veterans who
entered service in 1970 and 1971, and who therefore served in Northern Ireland in the
earliest days of Operation BANNER, were at higher risk than veterans who entered service
in all other years, irrespective of their length of service. From late 1972 onwards, the
operation moved into a more mature phase, and personnel were only deployed after
undergoing intensive training and preparation for their role. Although Operation
BANNER continued to 2007, the data provide no evidence that later deployment carried

the same risk of alcoholic liver disease.

Changes in the military drinking culture in the late 20th century are explored at Appendix
4, Section A4.2.2. Personnel born after 1960 joined the Armed Forces in the late 1970s;
their overall reduction in risk has been demonstrated. More recent generations of
Service personnel show a decreasing risk of alcoholic liver disease and alcohol-related

death, and a lower risk than in non-veterans, suggesting that in-service health promotion

57 An early IT-based record system, developed specifically for military hospital use in Northern Ireland
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has been effective although isolated extreme episodes of alcohol misuse still occur'®,

The Scottish Veterans Study has highlighted that exposure of inadequately prepared
junior military personnel to a novel military situation may be a hitherto unrecognised risk
factor for the later development of alcoholic liver disease, but that the risk may attenuate
rapidly with appropriate preparation and training for deployment on a mature operation.
Because of the long lead time for alcoholic liver disease, it is impossible to predict the
impact of current operations, and those who deployed to the then unfamiliar military
scenarios of the 1991 Gulf conflict, the first Afghanistan deployment in 2001 and the first
Operation TELIC (Iraq 2003) roulement™ should be followed up carefully in this respect,
especially if they were in the early years of their service at the time of deployment.
Follow-up will be facilitated by the existence of the major longitudinal cohorts which have
been set up and are being monitored by the King’s Centre for Military Health Research. If
the model proposed for Operation BANNER (Northern Ireland) holds good, it may be
anticipated that any adverse effect of deployment resulting from the early part of the
campaigns will have been rapidly mitigated as training and preparation for those theatres

were quickly developed and refined.

6.8 Hepatitis B

6.8.1 Introduction

Hepatitis B is a blood-borne virus infection which is contracted through contact with
blood or body fluids of an infected person. Healthcare providers (including first aiders)
are at risk, as are those who receive healthcare in locations with sub-optimal standards of
infection control. Injecting drug users are at particular risk, especially if sharing injecting
equipment. Hepatitis B may be transmitted sexually, and transplacental transmission
from mother to fetus occurs'®. Chronic hepatitis, which may lead to cirrhosis, develops in
5-10% of those infected, and may progress to hepatocellular carcinoma (Thomas et al.
1993). Despite the theoretical risks faced by military personnel (foreign travel (Keystone

2005), tattooing (Armstrong 2000), wounding on the battlefield and administration of

158 Evans SJ. Soldier died after downing 16 shots of "Top Shelf" alcohol. Daily Mail 3 Dec 2013.

http://www.dailymail.co.uk/news/article-2517718/Buckley-Barracks-soldier-Andrew-Murgatroyd-died-
downing-16-shots.html| accessed 13 March 2014

159

Deployment of successive groups of military personnel on a continuing operation

160 http://www.nhs.uk/Conditions/Hepatitis-B/Pages/Causes.aspx accessed 14 November 2014
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first aid in high-risk settings (Siegel-ltzkovich 2001)), the prevalence of hepatitis B
seropositivity in military personnel has generally been low. A US military survey in 1991
showed anti-HBc seropositivity of 3.7%, with the highest rates in those of Black or Filipino
race, foreign birth, and in those with a history of sexually transmitted infection. There
was also an association with overseas deployment (Hawkins et al. 1992). An anonymous
unlinked survey of UK recruits was conducted in order to establish baseline
seroprevalence levels and found similar results; 3.63% of recruits had evidence of past
cleared infection and 0.37% of recruits showed serological evidence of active infection.
Rates were higher in recruits of African origin than in UK-born personnel (Brown et al.

2011).

A vaccine against hepatitis B has been available since 1981. The first vaccine was derived
from the blood of high-risk people and concerns (later shown to be ill-founded) were
expressed about its safety; it was replaced by a yeast-derived recombinant vaccine in
1986'". In August 1993, the UK Government Health Departments jointly published
guidance on protecting healthcare workers and patients from hepatitis B, including policy
on immunisation®; the Armed Forces followed this guidance*'®. The definition of
‘healthcare worker’ was interpreted to include anyone whose duties might be expected
to include significant handling of casualties, but not those who might incidentally
administer first aid, for whom post-exposure prophylaxis was available. As military
operations in the Gulf and Afghanistan evolved, so it became more difficult to anticipate
risk of accidental exposure, and hepatitis B immunisation was extended to all military
personnel in 2008, although there was no requirement for tests of seroconversion

other than for healthcare workers.

187 http://en.wikipedia.org/wiki/Hepatitis B vaccine accessed 14 November 2014
162

Protecting Health Care Workers and Patients from Hepatitis B: Recommendations of the Advisory Group
on Hepatitis. UK Health Departments. August 1993.

163 The UK Armed Forces policy on immunisation generally follows the recommendations of the Joint

Committee on Vaccination and Immunisation (JCVI), unless otherwise dictated following Service-specific
risk assessment.

164 Surgeon General’s Policy Letter 3/98 (AD Med Pol(H&R) 10/2 dated 12 Feb 98).
163 surgeon General’s Policy Letter 03/08 (DMSD/13/8 dated 12 Feb 08).
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6.8.2 Incidence

Hepatitis B was defined as ICD-9 code 070.2-070.3 or ICD-10 code B16 or B18.0-B18.1, at
any position in the record. The data do not represent overall prevalence of hepatitis B
infection or seropositivity in the community as only active cases experiencing
complications or requiring treatment will have been admitted to hospital. It has been
assumed that there are no systematic differences in completeness of ascertainment of
hepatitis B between veterans and non-veterans, and that any differences reflect real

differences in incidence or severity.

6.8.2.1 Overall

Over the period of follow-up, there were 46 (0.08%) cases of hepatitis B in veterans,
compared with 245 (0.14%) in non-veterans. Only one case in a non-veteran was in a
child under the age of 15 years; as this would not have precluded military service, it was
not excluded from the analysis. Although the crude odds ratio indicated a protective
effect of military service, OR 0.60, 95% CI 0.44-0.83, p=0.001, the Cox proportional hazard
ratio did not achieve statistical significance in either the univariate model or after
adjusting for deprivation owing to the small number of veteran cases, HR 0.83, 95% ClI
0.60-1.14, p=0.240 and HR 0.76, 95% Cl 0.55-1.06, p=0.102 respectively. The reduction in
risk in veterans is demonstrated in Figure 6-16. However, testing for non-proportionality
of the hazards was significant, p=0.028; visual inspection of Figure 6-16 showed that the
pattern of risk differed substantially between veterans and non-veterans, with an
approximately linear increase with age in the veterans but a much steeper increase in

young adults in the non-veterans.
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Figure 6-16 - Nelson-Aalen plot of hepatitis B by veteran  status

6.8.2.2 Sex

Only one case of hepatitis B was recorded in a veteran woman, compared with 14 cases in
non-veteran women, equating to 2.2% of cases in veterans and 5.7% of cases in non-
veterans. There were 45 cases in veteran men and 231 cases in non-veteran men.
Although veteran women were at much lower risk than veteran men, the difference did
not reach statistical significance in either men or women, unadjusted HR 0.42, 95% ClI

0.05-3.22, p=0.402 and HR 0.83, 95% Cl 0.60-1.15, p=0.267 respectively.

6.8.2.3 Age

With a mean age of 43.2 years (SD 10.7) at first record of hepatitis B, veteran cases were

considerably older than non-veterans, whose mean age was 34.6 years (SD 11.0).

6.8.2.4 Birth Cohort

Analysis of risk by birth cohort showed the highest risk to be in the earliest birth cohort
(1945-1949). The risk reduced steadily through to the 1960-1964 birth cohort, but
remained lower than the risk in non-veterans for all birth cohorts from 1955 onwards.
However, the differences were non-significant for all except the 1945-1949 and 1960-

1964 birth cohorts (Figure 6-17).
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The kernel density plot showing year of birth revealed a marked difference between

veterans and non-veterans Figure 6-18.
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Figure 6-18 — Kernel density plot of hepatitis B by year o f birth
Veterans and non-veterans

6.8.2.5 Length of Service

Analysis of incidence by length of service was hampered by the small number of cases in
veterans, but generally showed that there was no association with longer service. The
risk was similar to the non-veterans for ESL who had completed training, but was reduced
compared with non-veterans for all other length of service subgroups (Figure 6-19). The

kernel density plot confirmed clustering towards the lower end of the spectrum of length
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of service (Figure 6-20); only 2 (4.3%) of the veteran cases had served for more than 12

years.
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Figure 6-19 — Nelson-Aalen plot of hepatitis B stratified by length of service
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6.8.3 Co-Morbidity

The commonest co-morbidity with hepatitis B was hepatitis C, affecting around 35% of
both veterans and non-veterans and suggesting that an important cause of hepatitis B is
injecting drug abuse in both groups; 62.5% of veterans with co-morbid hepatitis B and C
were ESL. Hepatitis B was also strongly associated with alcoholic liver disease, and was

statistically significantly more likely to be associated in veterans. The risk of smoking-
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related disease and mental health disorder was also increased in both veterans and non-
veterans with hepatitis B, although less so in veterans. A diagnosis of liver cancer was

recorded in 6.5% of veterans and 5.3% of non-veterans with hepatitis B (Table 6-5).

Table 6-5 - Selected co-morbidities with hepatitis Binv ~ eterans and non-veterans
Crude overall cumulative incidence for comparison

Veterans Non-veterans

Veterans referent to non-veterans

Cases Pop. Cases Pop. OR 95% Cl p
n=46 n=56,205 n=245 n=172,741

No. (%) (%) No. (%) (%)
Physical
Hepatitis C 16 (34.7) (0.2) 86 (35.1) (0.3) 0.99 0.64-1.52 0.967
Alcoholic liver disease 13 (28.3) (1.2) 35 (14.2) (1.3) 1.97 1.14-3.44 0.019
Peptic ulcer 9(19.6) (3.4) 27 (11.0) (3.0) 1.78 0.89-3.52 0.106
COPD 4(8.7) (4.3) 31(12.7) (4.5) 0.69 0.25-1.85  0.449
Diabetes 4(8.7) (3.4) 17 (6.9) (3.3) 1.25 0.44-3.55  0.627
Liver cancer 3(6.5) (0.1) 13 (5.3) (0.1) 1.23 0.36-4.14 0.740
Lung cancer 1(2.2) (0.8) 6 (2.4) (0.6) 0.89 0.11-7.20 0.911
Mental
Mood disorder 5(10.9) (2.8) 32 (13.1) (2.5) 0.83 0.34-2.02 0.682
Anxiety 2 (4.3) (2.5) 24 (9.8) (2.0) 0.44 0.11-1.81 0.235

6.8.4 Case-Fatality

The mean follow-up from date of first record of hepatitis B to the date of death or the
end of the study was 10.48 years (range 0-31.79 years) for veterans and 14.30 years
(range 0-31.82 years) for non-veterans, representing 482 person-years of follow-up in the
veterans and 3,504 person-years in the non-veterans. There were 15 (32.6%) deaths in
veterans with hepatitis B, equating to 31.1 per 1,000 person-years, and 83 (33.9%) deaths

in non-veterans (23.7 per 1,000 person-years).

6.8.5 Commentary

Hepatitis B recorded through admission or death was rare in veterans; numbers were
comparable with the number of cases of motor neuron disease (45 cases of hepatitis B
compared with 38 cases of MND). Although military service theoretically exposes
personnel to occupational risk of infection with hepatitis B, analysis of the data suggests
that injecting drug abuse was the biggest risk factor, in both veterans and non-veterans;
the Armed Forces’ zero tolerance policy towards drug abuse is likely to have resulted in a

reduced likelihood of veterans misusing drugs. There was also evidence of an association
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with alcohol, and with heavy smoking. There was an association with both mood
disorder and anxiety although the latter was only weakly associated in veterans. None of

the co-morbidities reached statistical significance apart from alcoholic liver disease.

The pattern of year of birth of people with hepatitis B differed markedly between
veterans and non-veterans. The veterans were predominantly clustered around the early
1950s, whilst the non-veterans showed a peak density for birth in the early 1960s. A
similar, although less marked, divergence of peak densities for year of birth has already
been highlighted in respect of stress and PTSD (Figure 7-17 and Section 7.9.1.4). The data
for hepatitis B provide further evidence of poorer health outcomes in a small number of
veterans who were born in the early 1950s and who are likely to have served in Northern
Ireland in the early part of the Op BANNER campaign (1969-2007) (see Section 6.7.2), and
in non-veterans who were born in the early 1960s, who may have experienced family
breakdown as children, followed by rising youth unemployment as they reached working

age as discussed at Section 7.9.4.4,

6.9 Hepatitis C

6.9.1 Introduction

One of the group of infections formerly classified as ‘non-A, non-B hepatitis’ and initially
recognised in association with blood transfusion, hepatitis C was formally identified in
1989 (Alter et al. 1989). It is estimated that some 170 million people are chronically
infected, with 3-4 million new cases occurring each year. The prevalence is highest in the
Middle East, North Africa and parts of Asia at over 3.5%, whilst it is around 2.4% (95% ClI
2.2-2.7%) in Western Europe (Mohd Hanafiah et al. 2013). Transmission is predominantly
through injecting drug abuse (Kaldor et al. 1992), although in the developing world,
unsafe blood transfusion and medical procedures are a common source of infection (Prati
2006). Traumatic sexual intercourse (Tohme and Holmberg 2010), unsafe tattooing (Ko et
al. 1992), shared personal items and vertical transmission from mother to child are also
risk factors (Conte et al. 2000). Around 15-20% of people who are infected with hepatitis
C clear the virus within 6 months of infection; the remainder go on to become chronic

carriers. Itis estimated that around 0.4% of people in the UK have chronic hepatitis C
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infection, many remaining asymptomatic'®. In the anonymous unlinked survey
(Section 6.8.1), serological evidence of hepatitis C infection in UK military recruits was
rare, occurring in 0.03% (95% Cl 0.01-0.11%) of UK recruits and 0.31% (95% CI 0,.05-

1.73%) of people recruited from sub-Saharan Africa (Brown et al. 2011).

6.9.2 Incidence

Hepatitis C was defined as ICD-9 code 070.4, 070.7 or 070.5 or ICD-10 code B17.1 or
B18.02, at any position in the record. As with hepatitis B, the data do not represent
overall prevalence of hepatitis C in the community as only active cases experiencing
complications or requiring treatment would have been admitted to hospital; furthermore,
many cases are asymptomatic and are only discovered on screening of high-risk groups.

It has been assumed that there are no systematic differences in completeness of
ascertainment of hepatitis C between veterans and non-veterans, and that any

differences found reflect real differences in incidence or severity.

6.9.2.1 Overall

Over the period of follow-up, 106 (0.19%) veterans were recorded with a diagnosis of
hepatitis C, compared with 622 (0.36%) non-veterans. The reduced risk in the veterans
compared with the non-veterans was highly statistically significant, Cox proportional
hazard ratio 0.58, 95% Cl 0.48-0.72, p<0.001 in the unadjusted model, and remained so
after adjusting for deprivation, HR 0.54, 95% Cl 0.43-0.66, p<0.001. Figure 6-21 confirms
the much lower risk of hepatitis C in veterans. Testing for non-proportionality of the

hazards was non-significant, p=0.215.

166 http://www.hpa.org.uk/Topics/InfectiousDiseases/InfectionsAZ/HepatitisC/Generalinformation/
accessed 18 November 2014




Scottish Veterans Health Study Chapter 6 — Other Physical Conditions 280

0.005
0.004 4
0.003

0.002 4

Cumulative hazard

0.001

0.000

T T T T T
0 20 40 60 80
Age (years)

————— Non-veterans Veterans

Figure 6-21 - Nelson-Aalen plot of hepatitis C by veteran  status

6.9.2.2 Sex

Only 4 (3.77%) of the cases of hepatitis C in veterans occurred in women, compared with
25 (4.02%) in non-veterans. The reduction in risk in veteran women compared with non-
veteran women did not reach statistical significance, unadjusted HR 0.71, 95% Cl 0.25-

2.04, p=0.522.

6.9.2.3 Age

The mean age at first record of hepatitis C in veterans was 43.1 years (SD 8.0). Non-

veterans were slightly younger, mean age 41.0 years (SD 8.4).

6.9.2.4 Birth Cohort

The reduction in risk of hepatitis C in veterans was seen across all birth cohorts, and was

especially marked in the 1960-1974 birth cohorts (Figure 6-22).
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6.9.2.5 Length of Service

No subgroup of veterans, by length of service, had a higher risk of hepatitis C than non-
veterans. Early Service Leavers had a similar risk to non-veterans, and the risk decreased

with longer service (Figure 6-23).
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6.9.3 Co-Morbidity

Co-morbidities with hepatitis C were similar to those for hepatitis B, in both veterans and
non-veterans, although the associations with hepatitis B and with alcoholic liver disease

were weaker (Table 6-6).

Table 6-6 - Selected co-morbidities with hepatitis Cinv  eterans and non-veterans
Crude overall cumulative incidence for comparison

Veterans Non-veterans Veterans referent to non-veterans
Cases Pop. Cases Pop.
n=106  n=56,205  n=622  n=172,741 R 95% cl
No. (%) (%) No. (%) (%)
Physical
Hepatitis B 16 (15.1) (0.2) 86 (13.8) (0.3) 1.09  0.67-1.79  0.782
Alcoholic liver disease 15 (14.2) (1.2) 103 (16.5) (1.3) 0.85 0.52-1.41 0.534
Peptic ulcer 14 (13.2) (3.4) 51(8.2) (3.0) 1.61 0.92-2.80 0.946
COPD 12 (11.3) (4.3) 97 (15.6) (4.5) 0.73  0.41-1.28  0.254
Diabetes 10 (9.4) (3.4) 41 (6.6) (3.3) 1.43  0.74-2.77  0.289
Liver cancer 8(7.5) (0.1) 34 (5.5) (0.1) 1.38 0.66-2.90 0.396
Lung cancer 3(2.8) (0.8) 11 (1.8) (0.6) 1.60  0.45-5.64  0.462
Mental
Mood disorder 13 (12.2) (2.8) 88 (14.1) (2.5) 0.87 0.50-1.49 0.604
Anxiety 10 (9.4) (2.5) 53 (8.5) (2.0) 1.11  0.58-2.11  0.757

The year of birth of veterans with hepatitis C peaked in the early 1950s, unlike non-
veterans where it was a decade later, as shown in the kernel density plot (Figure 6-24).
The difference echoed the patterns seen for hepatitis B and also for stress and PTSD

(Figure 6-18 and Figure 7-17).
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This pattern was also reflected in the data for comorbid hepatitis B and hepatitis C.
Veterans with both hepatitis B and hepatitis C were born between 1950 and 1969, with a
clustering towards the early 1950s. By contrast, for non-veterans, there was a peak for

birth years in the early 1960s, as illustrated at Figure 6-25.
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Figure 6-25 - Kernel density plot of year of birth for co-  morbid hepatitis B & hepatitis C
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6.9.4 Case-Fatality

The mean follow-up from date of first record of hepatitis C to the date of death or the
end of the study was 8.30 years (range 0-27.10 years) for veterans and 7.62 years (range
0-31.60 years) for non-veterans, representing 880 person-years of follow-up in the
veterans and 4,740 person-years in the non-veterans. There were 34 (32.1%) deaths in
veterans with hepatitis C, equating to 38.7 per 1,000 person-years, and 214 (34.4%)

deaths in non-veterans (45.2 per 1,000 person-years).

6.9.5 Commentary

A record of hepatitis C was more common than a record of hepatitis B, for both veterans
and non-veterans. However, it is problematic to make assumptions about absolute
incidence or prevalence from these data as people with hepatitis C may have been more
likely to be admitted to hospital, for example for initiation of interferon therapy.

Nonetheless, the data provide information on the risk of hepatitis C in veterans compared
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with non-veterans. Overall, veterans were at much lower risk of hepatitis C than non-
veterans, providing further evidence to support a lower risk of injecting drug abuse. Even
among ESL, the risk was no higher than in the non-veterans, and the risk was lower in
veterans with the longest service. Taking the data for hepatitis B and C together, it is
therefore possible to conclude that veterans are unlikely to be at increased risk of
injecting drug abuse, and that even for ESL, the risk is no higher than in their matched

non-veteran peers.

The results also suggest poorer health in the non-veteran community among people born
in the 1960s. Figure 6-22 shows a reduced risk of hepatitis C among veterans born during
this period vis a vis non-veterans. There is no plausible reason why this subgroup of
veterans should have experienced an absolute reduction in incidence of hepatitis C
compared with those born before or after, and it is more likely that this represents an
increase in risk among the non-veterans, some of whom were exposed to unemployment
and economic hardship on leaving school. Evidence for poorer health among members of
the non-veteran cohort who were born in the 1960s will be further explored at

Section 7.9.4.4.

An important difference between the data for hepatitis B and for hepatitis C is the risk in
the 1945-1954 birth cohorts (Figure 6-17 and Figure 6-22). There is an increased risk
among veterans in these cohorts for hepatitis B but it is less marked for hepatitis C. Drug
misuse as an explanation for the increased risk of hepatitis B would be inconsistent with
the pattern of risk for hepatitis C. Possible explanations include occupational (healthcare
or first aid) or sexual exposure, or tattooing (which carries a higher risk of transmission of
hepatitis B then hepatitis C (Ko et al. 1992)), although it is unclear why the risk reduced
from the 1955-1959 birth cohort onwards, these individuals having joined the Armed
Forces well before the implementation of the first military hepatitis B vaccination

programme'® in the 1990s.

167 Restricted to healthcare workers; see footnote 164
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6.10 Tuberculosis

6.10.1 Introduction

In 1891, tuberculosis accounted for around 17% of medical discharges from the Army (3
per 1,000 strength per year), and was the commonest disease-related cause of discharge.
Although the rate fell to around 1.5 per 1,000 during the early 20" century with
improvements in public health, it did not decrease further until the 1950s (Bergman and
Miller 2000). The Second World War years saw a heavy burden of tuberculosis and
between September 1939 and September 1951, 60,645 individuals had been discharged
from the Armed Forces and awarded a pension for tuberculosis which was considered to
have been either caused by or aggravated by war service (Stevens 1957). With the
introduction of effective treatment and a control programme for tuberculosis in the
Armed Forces, the rate of medical discharge fell throughout the late 1950s and 1960s,
and the last discharge of a soldier from the Army for tuberculosis took place in 1990
(Bergman and Miller 2000). The Scottish Veterans Health Study enabled the impact of
tuberculosis to be examined in more recent generations of military veterans, and an

assessment to be made of the effectiveness of control measures.

6.10.2 Incidence
6.10.2.1 Overall

During the period of follow-up, 69 (0.12%) veterans were hospitalised with, or died from,
tuberculosis, compared with 267 (0.15%) non-veterans. The reduction in risk among
veterans did not achieve statistical significance, unadjusted HR 0.90, 95%CI 0.69-1.19,
p=0.463. After adjusting for deprivation, the risk among veterans was lower but
remained non-significant, HR0.85, 95% Cl 0.65-1.12, p=0.247. The lower risk among
veterans is demonstrated at Figure 6-26. Testing for non-proportionality of the hazards

was non-significant, p=0.106.
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Figure 6-26 - Nelson-Aalen plot of tuberculosis by veteran status

It is evident from Figure 6-26 that there was a contribution from childhood TB (which is
likely to have precluded military service) affecting the non-veterans; the analysis was
therefore repeated using a landmark age of 20 years, and the reduced risk in veterans

remained evident (Figure 6-27). The hazard ratios remained unchanged.
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Figure 6-27 - Nelson-Aalen plot of tuberculosis by veteran status, landmark age 20 years

6.10.2.2 Sex

Only two female veterans had incident TB recorded, compared with 19 female non-

veterans, equating to 2.9% of veteran cases and 7.1% of non-veteran cases. The
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reduction in risk did not achieve statistical significance as the small numbers precluded

adequate statistical power, unadjusted HR 0.25, 95% Cl 0.03-1.82, p=0.168.

6.10.2.3  Age

Veterans were older on average at diagnosis of tuberculosis; mean 43.9 years (SD 11.0)
compared with 39.8 years (SD 11.1) for non-veterans. If childhood and adolescent cases
(occurring under age 20 years) were excluded, the mean age in non-veterans rose to 40.8
years (SD 10.1) but remained below the revised mean age in veterans of 44.9 years (SD

9.7).

6.10.2.4 Birth Cohort

Only the 1945-1949 birth cohort showed an increase in risk compared with non-veterans,
although this was not statistically significant. For all other birth cohorts, the risk was
either lower than or, for the most recent cohort, comparable with, non-veterans

(Figure 6-28).
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6.10.2.5 Year of Birth

For the veterans, cases of tuberculosis were clustered around a birth year of 1950. For
the non-veterans, there was a much broader spread from the late 1940s to around 1960,
before starting to reduce (Figure 6-29). There were only 15 cases in veterans born after

1960, compared with 78 in non-veterans.
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6.10.2.6 Length of Service

Notwithstanding the small numbers in each category, analysis by length of service
provided no evidence that military service is associated with increased risk of
tuberculosis. The only two cases aged over 60 years at presentation were both ESL, and

are therefore disproportionately prominent on the graph.
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Figure 6-30 — Nelson-Aalen plot of tuberculosis by length of service
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6.10.2.7 Date of Presentation

For both veterans and non-veterans, there was a biphasic pattern with a peak in

diagnoses in the mid-1980s and a further peak around the year 2000.
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Figure 6-31 — Kernel density plot of tuberculosis by year of presentation
Veterans and non-veterans

6.10.3 Case-Fatality

The mean follow-up from date of first admission with tuberculosis to the date of death or
the end of the study was 11.32 years (range 0-31.66 years) for veterans and 13.25 years
(range 0-31.94 years) for non-veterans, representing 781 person-years of follow-up in the
veterans and 3,538 person-years in the non-veterans. There were 27 (39.1%) deaths in
veterans with tuberculosis, equating to 34.6 per 1,000 person-years, and 81 (30.3%)

deaths in non-veterans (22.9 per 1,000 person-years).

6.10.4 Commentary

Data on the incidence or prevalence of tuberculosis in veterans are sparse but Levine
reported an incidence of hospitalisation for tuberculosis 1.3 times higher in US veterans
than in age-matched US men between 1984 and 1993 (29.1/100,000 compared with
22.1/100,000) (Levine 1998). However, the veterans were patients receiving care from
Veterans Administration Medical Centres, access to which is limited to the lowest income
group (11.3% of veterans). They may have been at higher risk of tuberculosis for reasons

other than their veteran status; the author notes co-morbidity with AIDS (up to r=0.8,
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p<0.001). In the major Australian study of mortality in Korean War veterans covering 50
years of observation, the SMR for tuberculosis was 0.95 (95% Cl 0.40-1.49) after excluding
unknowns but this was based on only 12 deaths (out of a total of 7,514 deaths) (Harrex et

al. 2003).

The Scottish Veterans Health Study has demonstrated that tuberculosis resulting in
hospitalisation is rare in veterans who served between 1960 and 2012. In 1953, the UK
commenced routine administration of BCG vaccine to all 13-year old children whose
parents consented. Because of the impact of tuberculosis in the Armed Forces, as noted
at Section 6.10.1, and the risk of cross-infection in shared accommodation, a sub-
committee of the Research Committee of the British Tuberculosis Association was
convened in November 1951 to consider the case for BCG vaccination of Service entrants
(Stevens 1957). They quickly identified practical difficulties; 63.5% of 18-year olds were
already tuberculin-positive, and the rapid dispersal of recruits from the training centres
made it impractical to meet the timetable which would be required for tuberculin testing,
reading and vaccination of 220,000 men per year (150,000 National Service and 70,000
regular recruits). The vaccine was also unstable and had to be administered within 48
hours of receipt at a military establishment, presenting major logistic difficulties and a risk
of wastage (Anon. 1951). Military vaccinations commenced with certain categories of

'8 soldiers in 1952. A scheme for extending

medical and nursing staff in 1951 and Gurkha
the programme to all recruits was proposed, linked to the Mass Miniature Radiography
(MMR) screening programme'® which by then reached 85% all recruits (although the
quality of some films gave rise to concern), noting that 50-60% would be likely to prove
tuberculin positive for some years to come. It was agreed that post-vaccination re-testing
could be omitted as other evidence had been presented showing a high seroconversion
rate. The Ministry of Labour and National Service considered that youths over 16 years of
age were normally sufficiently mature to consent to testing and immunisation without
the need for parental consent. The future impact of school-based immunisation was
noted, with the proviso that it was not yet known whether immunity would wane. The

slow development of immunity following BCG administration was also considered to

present a case for the establishment of immunity prior to the commencement of service.

168 Nepalese

19 An MMR unit could screen 400 men per day
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The authors of the report recommended that both radiography and BCG vaccination were
required in order to effect a substantial reduction in the incidence of tuberculosis in the
Armed Forces, and that the two were complementary. They recommended (in 1957) a
pilot scheme for a national BCG vaccination programme in Service recruits, and this was
implemented at around the time that the oldest members of the Scottish Veterans cohort
commenced their service. The benefits for this generation of veterans have been clearly
demonstrated. However, those who were already Mantoux positive on entry would not
have been immunised. The high burden of tuberculosis faced by earlier generations of UK
Service personnel therefore means that there are still many older veterans living who
were treated for, and/or medically discharged for, tuberculosis during their service, or
who lived with latent tuberculosis. As immune function becomes impaired in this cohort
through age, disease or immunosuppressive treatment, reactivation of latent disease

remains a theoretical risk and may account for the higher level of recent diagnoses.

6.11 Chronic Obstructive Pulmonary Disease

6.11.1 Introduction

Chronic obstructive pulmonary disease (COPD) was defined as the occurrence of ICD-9
codes 490-496, less 494 and 495, or ICD-10 codes J40-J45, at any position in the record.
The diagnostic codes encompass chronic bronchitis, emphysema and COPD, but also
include asthma; a landmark analysis from age 40 years was therefore undertaken in order
to exclude asthma in adolescents and young adults, which would normally have
precluded military service. Since most cases of COPD are diagnosed and managed in
primary care, the recorded date of first episode reflects the date of the first admission, or
of death, and not the date of initial diagnosis. The data therefore also represent only the
more severe end of the spectrum of COPD; it has been assumed that there are no
systematic differences in completeness of ascertainment of COPD between veterans and

non-veterans, and that any differences reflect real differences in incidence or severity.

6.11.2 Incidence
6.11.2.1 Overall

During the period of follow-up, there were 1,927 (3.5%) cases of COPD resulting in

secondary care admission or death in veterans aged 40 years and over, compared with
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5,451 (3.2%) cases in non-veterans. The difference was statistically significant,
unadjusted HR 1.09, 95% Cl 1.04-1.15, p=0.001, although it became non-significant after
adjusting for SES, HR 1.05, 95% Cl 1.00-1.10, p=0.074. Testing for non-proportionality of
the hazards was highly significant, p<0.001, and examination of the Nelson-Aalen plot
showed that a difference in risk between veterans and non-veterans only started to
emerge from the mid-50s. Repeating the analysis using a second landmark age of 55
years, therefore, showed an unadjusted HR of 1.28, 95% Cl 1.18-1.39, p<0.001, adjusted
HR 1.22, 95% Cl 1.13-1.32, p<0.001. The estat phtest for non-proportionality of the

hazards was no longer significant, p=0.460.
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Figure 6-32 - Nelson-Aalen plot of COPD by veteran status

6.11.2.2 Sex

Using a landmark age of 55 years in order to ensure validity of the Cox model, both
veteran and non-veteran women were more likely to have a diagnosis of COPD than men,
although the increased risk in veteran women was not statistically significant. The
unadjusted hazard ratios were 1.20, 95% Cl 0.94-1.52, p=0.145 for veteran women
compared with veteran men, and 1.26, 95% Cl 1.10-1.44, p=0.001 for non-veteran women

compared with men. The hazard ratios were similar after adjusting for SES.
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6.11.2.3 Birth Cohort

There was a steadily decreasing risk of COPD among veterans compared with non-
veterans in the later birth cohorts. The greatest increase in risk in veterans was in those
born prior to 1955, whilst those born from 1960 onwards showed a statistically significant

reduction in risk compared with non-veterans (Figure 6-33).
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Figure 6-33 - Hazard ratios for COPD by birth cohort
Veterans referent to non-veterans

6.11.2.4 Length of Service

Analysis of hazard ratios for COPD in veterans by length of service, compared with all non-
veterans, overall and in two birth cohorts, 1945-1959 and 1960-1972 (landmark age 40
years) showed a clear increase in risk in the earlier birth cohort in the veterans with the
shortest service. The difference became non-significant beyond 6 years of service

(Table 6-7).
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Table 6-7 - Cox proportional hazard model of the associat
COPD, overall and stratified by length of service a

ion between veteran status and
nd birth cohort, landmark age 40 years
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Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496
n HR 95% ClI HR 95% ClI HR 95% ClI
Overall
Univariate 1,927 1.09 1.04-1.15 0.001 1.17 1.10-1.23 <0.001 0.80 0.70-0.91 0.001
Multi- 1,927 1.05 1.00-1.10 0.074 1.11 1.05-1.17 <0.001 0.80 0.70-0.91 0.001
variable
Length of service in 8 categories
Basic 276 1.42 1.26-1.60 <0.001 1.57 1.38-1.78 <0.001 0.84 0.58-1.20 0.339
training
ESL (0-3 563 1.54 1.41-1.68 <0.001 1.63 1.48-1.78 <0.001 1.24 0.99-1.54 0.061
years)
4-6 years 363 1.14 1.02-1.26 0.016 1.16 1.03-1.30 0.013 1.08 0.84-1.39 0.541
7-9 years 231 1.02 0.90-1.17 0.737 1.10 0.95-1.26 0.199 0.71 0.50-1.00 0.053
10-12 years 164 0.89 0.77-1.04 0.156 0.95 0.80-1.12 0.552 0.65 0.44-0.96 0.031
13-16 years 121 094 0.79-1.13 0.528 1.07 0.88-1.30 0.517 0.54 0.35-0.84 0.006
17-22 years 86 0.61 0.49-0.75 <0.001 0.71 0.57-0.57 0.002 0.18 0.07-0.43 <0.001
223 years 118 0.59 0.49-0.71 <0.001 0.63 0.52-0.77 <0.001 0.31 0.15-0.62 0.001

Repeating the analysis using the revised landmark age of 55 years (which excluded the

entire younger subgroup) gave a similar pattern, although the absolute hazard ratios

were higher (Table 6-8).
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Table 6-8 - Cox proportional hazard model of the associat  ion between veteran status and

COPD, overall and stratified by length of service, landmark age 55 years
Veteran All Veterans
cases
n HR 95% ClI

Overall
Univariate 764 1.28 1.18-1.39 0.001
Multi-variable 764 1.22 1.13-1.32 0.001
Length of service in 8 categories
Basic training 102 1.61 1.33-1.93 <0.001
ESL (0-3 years) 221 1.83 1.60-2.09 <0.001
4-6 years 136 1.28 1.09-1.51 0.003
7-9 years 86 1.17 0.96-1.42 0.115
10-12 years 69 1.05 0.84-1.32 0.653
13-16 years 48 1.23 0.94-1.61 0.137
17-22 years 40 0.87 0.65-1.17 0.363
223 years 62 0.77 0.61-0.97 0.028

The Nelson-Aalen plot by length of service in 4 categories, compared with all non-
veterans, confirmed that the highest risk of COPD was in ESL who had completed training,
as demonstrated in Table 6-7 and Table 6-8. Veterans with 4-12 years service, who were
likely to have reached the rank of no higher than corporal or equivalent, demonstrated an
increased risk only beyond the age of 60 years, whilst there was a reduction in risk in

veterans with the longest service (Figure 6-34).
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6.11.3 Case-Fatality

The mean follow-up from date of first admission with COPD, in people over the age of 40
years, to the date of death or the end of the study was 5.29 years (range 0-24.09 years)
for veterans and 5.38 years (range 0-27.14 years) for non-veterans, representing 10,400
person-years of follow-up in the veterans and 29,246 person-years in the non-veterans.
There were 451 (22.9%) deaths in veterans with COPD, equating to 43.4 per 1,000 person-

years, and 1,096 (20.2%) deaths in non-veterans (37.5 per 1,000 person-years).

The commonest cause of death, in both veterans and non-veterans, was lung cancer,
which accounted for 12.8% of deaths in veterans with COPD and 12.6% of deaths in non-
veterans. The second commonest recorded cause of death was COPD itself (8.4% of
deaths in veterans with COPD and 10.8% of non-veterans). AMI accounted for 7.7% of
deaths in veterans with COPD and 8.3% in non-veterans, whilst the recorded cause of
death was alcoholic liver disease in 5.3% of veterans and 5.6% of non-veterans with COPD

who had died.

6.11.4 Commentary

The diagnosis of chronic obstructive pulmonary disease encompasses chronic bronchitis,

emphysema and chronic asthma, when associated with irreversible airways obstruction
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(Viegi et al. 2000). The most important cause is cigarette smoking, although some cases
arise as a consequence of congenital a-antitrypsin deficiency; respiratory infection and
atmospheric pollution are also risk factors. There is evidence that heavy alcohol
consumption is an independent risk factor for both mortality and complications (for
example, prolonged cough, bronchitis) in COPD (Sisson 2007, Tabak et al. 2001), although
other authors have found that the increase is no longer evident after controlling for
smoking (Greene et al. 2008). COPD is the fourth commonest cause of death in the USA
and Europe, and there has been an increasing burden of COPD in women in the later 20"
century. It has been estimated that 15-20% of smokers will develop clinically significant

COPD, although the true prevalence may be higher (Celli et al. 2004).

Interpretation of the data for COPD in the Scottish Veterans study presents problems. As
discussed at Section 6.11.1, the recorded episodes reflect only the most severe disease.
Furthermore, the inclusion of the ICD code for asthma, which is encompassed in the
definition of COPD but also covers childhood asthma and reversible airways obstruction,
is also an important source of selection bias. A pre-existing diagnosis of asthma precludes
military service and therefore will be over-represented in the non-veterans and under-
represented in the veterans, notwithstanding the use of a landmark age of 40 years to
remove people with an earlier first episode from the analysis. This will have reduced the
magnitude of any apparent effect in veterans. Thus, it is likely that the finding of no
difference in the risk of COPD/asthma between veterans and non-veterans between the
ages of 40 and 55 years does in fact indicate an increase in risk in the veterans even at
these younger ages; the nature of military selection should mean that the veterans’ risk is
lower. It is also likely that the true difference between older veterans and non-veterans is
greater than shown in Figure 6-32. It may therefore be concluded with confidence that
veterans experience an increased risk of COPD compared with non-veterans, the risk
being highest in those with the shortest service and in the earlier birth cohorts. However,
the reduction in risk seen in the younger birth cohorts (Figure 6-33) may in part be
explained by selection bias, in addition to any impact of recent reductions in the

prevalence of in-service smoking.

These results are consistent with high rates of military smoking in the 1960s and 1970s
(Richards and Crowdy 1961, Crowdy and Sowden 1975), and with later falling rates of in-

service smoking (Lewthwaite and Graham 1992), and are consistent with the pattern for
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the other smoking-related diagnoses of cardiovascular disease (Section 4.9), lung cancer
(Section 5.8) and other smoking-related cancers (Section 5.12) observed in the Scottish
Veterans study. The finding of the highest risk for COPD, by length of service, in ESL who
completed training is consistent with a role for alcohol as a contributory factor (Tabak et

al. 2001).

6.12 Peptic Ulcer

6.12.1 Introduction

Risk factors for peptic ulcer are known today to include H. pylori infection, cigarette
smoking and non-steroidal anti-inflammatory drugs (NSAID), with an attributable risk in
the general population of 48% for H. pylori, 24% for NSAID and 23% for smoking (Kurata
and Nogawa 1997). Peptic ulcer was rare in young men until the beginning of the 20"
century (Jennings 1940), but its prevalence (as measured by perforations, a valid
objective measure in the absence of reliable diagnostic investigations such as endoscopy)
rose up to around 1955 before starting to fall (Susser and Stein 1962). It was an
important military condition in the first half of the 20t century. The Second World War
saw a rise in cases, and by 1943, 2.4 per 1,000 soldiers were invalided for this diagnosis,
equating to 13.7% of all medical discharges (Bergman and Miller 2000). It was postulated
that some cases were manifestations of an underlying mental health disorder (‘neurotic
dyspepsia’)'”® (Howell 1942), but 64.2% of a series of 246 patients investigated in a UK
military hospital had a confirmed diagnosis of peptic ulcer, whilst gastritis accounted for a
further 24.4%. Many had symptoms predating their service, and reported that they were
teetotal and only smoked lightly (Graham and Kerr 1941). The rate of medical discharge
for peptic ulcer fell after the end of the Second World War to 1.3 per 1,000 by 1951, still
equivalent to 5% of all medical discharges, but it was not until the early 1980s, with
improvements in medical treatment, that medical discharge for this condition became
rare (Bergman and Miller 2000). Thus, the period of service of the older members of the
Scottish Veterans cohort overlapped a period of high prevalence of peptic ulceration in

serving personnel.

170 «Those people of poor personality who in peacetime are only just able to accommodate themselves to
their home environment are no longer able to do so when this is changed on enlistment to the discipline
of Army environment. Whether it is pure chance that their neurosis is centred on their digestion it is
difficult to say, but in my opinion a constitutional weakness is inherent in them.” Howell, C. H. (1942)
'Dyspepsia in the Army in 1940 and 1941', British Medical Journal, 1(4248), 692.
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6.12.2 Incidence

Peptic ulcer was defined as the occurrence of ICD-9 code 531-533, or ICD-10 code K25-
K27, at any position in the record. Figures for incidence record only those cases which
resulted in hospitalisation or death, and therefore represent only the more severe cases,
or those requiring in-patient management. Cases diagnosed and treated wholly within
primary care are not included. Completeness of capture therefore reduces in later years
with the introduction of outpatient diagnosis and of effective treatment which can be
administered in primary care. The assumption has been made that there are no
systematic differences in completeness of ascertainment of peptic ulcer between
veterans and non-veterans at any point in time, and that any differences reflect real

differences in incidence or severity.

6.12.2.1 Overall

During the period of follow-up, there were 1,913 (3.4%) cases of peptic ulcer resulting in
hospitalisation or death in veterans, compared with 5,118 (3.0%) cases in non-veterans.
The difference was highly statistically significant, unadjusted HR 1.31, 95% Cl 1.24-1.39,
p<0.001 and HR 1.26, 95% Cl 1.19-1.33, p<0.001 after adjusting for deprivation. However,
testing for non-proportionality of the hazards was highly significant, p<0.001, so the Cox
model was not reliable. Nonetheless, a clear difference in risk is illustrated in the Nelson-
Aalen plot (Figure 6-35). As development of a satisfactory alternative model in the
presence of non-proportionality is problematic (Royston 2001), the Cox model has

nonetheless been employed here, but should be interpreted with caution.
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Figure 6-35 - Nelson-Aalen plot of peptic ulcer by veteran status

6.12.2.2 Sex

Peptic ulcer leading to hospitalisation or death was more common in men than women, in
both veterans and non-veterans. Only 70 (1.3%) veteran women had a recorded
diagnosis of peptic ulcer, compared with 313 (1.5%) non-veteran women. For men, there
were 1,843 (3.6%) cases in veterans compared with 4,805 (3.2%) in non-veterans. The
difference for women was not statistically significant, unadjusted HR 0.97, 95% Cl 0.74-
1.26, p=0.803. The hazard ratio for women was similar after adjusting for deprivation,
0.95, 95% Cl 0.73-1.23, p=0.688. Since women made up only around 10% of the cohort,
the hazard ratios for men alone were similar to those for all veterans, 1.32, 95% Cl 1.25-

1.39, p<0.001 unadjusted and 1.27, 95%Cl 1.20-1.34, p<0.001 in the adjusted model.

6.12.2.3  Age

Veterans were slightly older at first record of peptic ulcer, mean age 41.0 years (SD 10.3)
for veterans and 40.2 years (SD 11.1) for non-veterans. The kernel density plot showed
the pattern by age to be broadly similar apart from a slight shift to the right in the curve

for veterans (Figure 6-36).
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Figure 6-36 - Kernel density plot of age at first record o f peptic ulcer

6.12.2.4 Birth Cohort

Analysis by birth cohort showed all veterans born prior to 1965 to be at statistically
significantly increased risk compared with non-veterans, with a peak in the 1950-1954
birth cohort, whilst there was a non-significant decrease in risk for those born from 1965

onwards (Figure 6-37).

18 4
16 4
14

12 4

Hazard ratio

1.0

0.8 1

06 -
1945-1949 1950-1954 1955-1959 1960-1964 1965-1969 1970-1985

Birth cohort

Figure 6-37 - Hazard ratios for peptic ulcer by birth coho  rt
Veterans referent to non-veterans

A kernel density plot of year of birth for veterans and non-veterans with a diagnosis of
peptic ulcer against all veterans confirmed that peptic ulcer was predominantly a disease

of veterans born prior to 1965, and non-veterans born prior to 1970 (Figure 6-38).
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Figure 6-38 - Kernel density plot of peptic ulcer in veter  ans and non-veterans
by year of birth
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6.12.2.5 Length of Service

Analysis of risk of peptic ulcer by length of service, stratified into two birth cohorts (pre-
1965 and 1965 onwards, identified in Figure 6-37 as showing distinctly different patterns
of risk) revealed a clear difference, most prominent in the earlier birth cohort, with the
highest risk in those with the shortest service and, in particular, in Early Service Leavers
who did not complete training. There was a non-significant reduction in risk in most
people serving for 4 years and over in the more recent birth cohort; for those with 17-22
years’ service (likely to have been predominantly full-career senior non-commissioned
officers and warrant officers) the reduction was statistically significant in the older birth

cohort (Table 6-9).



Scottish Veterans Health Study Chapter 6 — Other Physical Conditions 303

Table 6-9 - Cox proportional hazard model of the associat  ion between veteran status and
peptic ulcer, overall and stratified by length of s ervice and birth cohort

Veteran All Veterans Born 1945-1964 Born 1965-1985
cases n-56,205 n=29,709 n=26,496

n HR 95% ClI HR 95% ClI HR 95% ClI
Overall
Univariate 1,913 1.31 1.24-1.39 <0.001 136 1.28-1.44 <0.001 0.87 0.71-1.06 0.181

Multi- 1,913 1.26 1.19-1.33 <0.001 1.30 1.22-1.37 <0.001 0.87 0.71-1.07 0.190
variable

Length of service in 8 categories

Basic 274 1.62 1.43-1.83 <0.001 157 1.31-1.81 <0.001 1.62 1.26-2.07 <0.001
training

ESL(0-3yrs) 500 1.47 1.34-1.62 <0.001 1.50 1.35-1.67 <0.001 1.28 1.05-1.56 0.012

4-6 years 419 142 1.28-1.57 <0.001 155 1.38-1.73 <0.001 0.96 0.75-1.22 0.742

7-9 years 252 128 1.12-146 <0.001 135 1.16-1.56 <0.001 1.12 0.85-1.47 0.436

10-12years 187 1.27 1.09-1.48 0.002 139 1.17-1.64 <0.001 0.97 0.68-1.40 0.878

13-16 years 98 088 0.71-1.10 0.258 1.00 0.78-1.27 0997 0.68 0.41-1.13 0.137

17-22 years 72 072 0.55-094 0.017 0.73 0.55-098 0.037 0.61 0.27-1.37 0.230

223 yrs 109 0.87 0.69-1.10 0.243 0.89 0.70-1.13 0.357 0.58 0.21-1.55 0.274

The Nelson-Aalen plot by length of service in 4 categories, compared with all non-
veterans, demonstrated the highest risk in ESL who did not complete training and the

overall reduction in risk with longer service (Figure 6-39).
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Figure 6-39 — Nelson-Aalen plot of peptic ulcer stratified by length of service
All non-veterans for comparison
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6.12.3 Case-Fatality

The mean follow-up from date of first hospitalisation with peptic ulcer to the date of
death or the end of the study was 15.69 years (range 0-31.99 years) for veterans and
15.19 years (range 0-31.99 years) for non-veterans, representing 30,015 person-years of
follow-up in the veterans and 77,742 person-years in the non-veterans. There were 323
(16.9%) deaths in veterans with a record of peptic ulcer, equating to 10.8 per 1,000

person-years, and 819 (16.0%) deaths in non-veterans (10.5 per 1,000 person-years).

The commonest cause of death, in both veterans and non-veterans, was alcohol misuse
(alcoholic liver disease and alcohol dependence syndrome), followed by AMI/IHD. The
third most common cause of death was lung cancer, in both veterans and non-veterans.
A total of 65 veterans with peptic ulcer died of alcohol-related causes (defined in

Table 6-3) compared with 166 non-veterans, equating to 20.1% of all deaths in people
with peptic ulcer among veterans and 20.7% among non-veterans. The difference was
not statistically significant, OR 0.99, 95% Cl 0.77-1.28, p=0.956. Around 20% of deaths in
veterans with peptic ulcer were explained by alcohol-related causes in veterans with less
than 12 years’ service'”!, irrespective of ESL status; for those with longer service'? the risk

was reduced to 12%.

6.12.4 Co-Morbidity

Analysis of co-morbidities with peptic ulcer was informed by the conditions identified as
important causes of death, and tabulated at Table 6-10. Because of the association with

alcohol-related death, co-morbidities with mental health conditions were also examined.

e likely to have reached no higher than corporal (or equivalent) rank

172 likely to reached higher rank (senior non-commissioned officer, warrant officer or commissioned officer)
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Table 6-10 - Co-morbidities with peptic ulcer
Crude overall cumulative incidence for comparison

Veterans Non-veterans Veterans referent to non-veterans
Cases Pop. Cases Pop.
n=1,913  n=56,205 n=5118 n=172,74 OF 9%
No. (%) (%) No. (%) 1
(%)

Physical
Any cancer 217 (11.3) (6.4) 529 (10.3) (6.7) 1.10  0.95-1.27  0.222
CoPD 205 (10.7) (4.3) 498 (9.7) (4.5) 1.10  0.94-1.28  0.220
Diabetes 184 (9.6) (3.4) 372(7.3) (3.3) 132 1.12-157  0.001
AMI 166 (8.7) (3.7) 374 (7.3) (3.0) 1.19  1.00-1.41  0.055
Alcoholic liver disease 133 (7.0) (1.2) 361 (7.1) (1.3) 0.99 0.81-1.19 0.883
Lung cancer 27 (1.4) (0.8) 59 (1.2) (0.6) 1.22  0.78-1.92  0.380
Oropharyngeal/ 29 (1.5) (0.5) 46 (0.9) (0.4) 1.69  1.06-2.67  0.025
laryngeal cancer
Stomach cancer 19 (1.0) (0.2) 36 (0.7) (0.1) 1.41  0.81-2.46  0.220
Hepatitis C 14 (0.7) (0.2) 51 (1.0) (0.4) 0.73  0.41-1.32  0.302
Oesophageal cancer 10 (0.5) (0.3) 27 (0.5) (0.2) 0.99 0.48-2.04 0.980
Pancreatic cancer 4(0.2) (0.1) 14 (0.3) (0.1) 0.76 0.25-2.32 0.634
Liver cancer 3(0.2) (0.1) 23 (0.4) (0.1) 035 0.10-1.16 0.072
Mental
Any mental health 227 (11.9) (5.0) 518 (10.1) (4.5) 1.17 1.01-1.36 0.034
disorder
Any mental health 174 (9.1) (3.9) 447 (8.7) (3.8) 1.04 0.88-1.23 0.634
disorder less PTSD
Mood disorder 133 (7.0) (2.8) 305 (6.0) (2.6) 1.17  0.96-1.42  0.125
Anxiety 128 (6.7) (2.5) 248 (4.8) (2.0) 1.38  1.12-1.70  0.002

Stress/PTSD 53 (2.8) (1.1) 71 (1.3) (0.7) 2.00 1.40-2.84 <0.001

Anxiety less 75 (4.0) (1.4) 177 (3.5) (1.3) 1.15  0.88-1.50  0.302
stress/PTSD
Psychosis 30 (1.6) (1.0) 99 (1.9) (1.1) 0.81 0.54-1.22 0.309
Suicide 18 (0.9) (0.5) 40 (0.7) (0.5) 1.20 0.69-2.09 0.511
Non-fatal self-harm 128 (6.8) (2.9) 310 (6.1) (2.5) 1.11 0.91-1.35 0.324

6.12.5 Commentary

The high incidence of peptic ulcer disease in the older generation of service personnel,
which was widely reported in the earlier literature (Howell 1942, Graham and Kerr 1941,
Bergman and Miller 2000), was clearly apparent in the pre-1965 birth cohorts of the
Scottish Veterans Health Study, and was associated with serious co-morbidities. The
change to a much lower incidence, and a pattern of risk slightly (but non-significantly)
lower than the comparison non-veteran population, occurred quite abruptly. A similar
reduction in incidence of recorded peptic ulcer occurred in non-veterans, but later and

more gradually than in the veterans (Figure 6-38).
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In an otherwise comprehensive meta-analysis of risk factors for peptic ulceration noted at
Section 6.12.1, Kurata dismissed both alcohol and stress as risk factors'”® (Kurata and
Nogawa 1997), although a postulated association with both acute physical stress and
psychological stress was prominent in both the civilian and military literature earlier
(Mahl 1950, Berkowitz et al. 1957, Howell 1942). @stensen et al., in a prospective study,
similarly reported that “intake of alcohol seem[ed] to be of no importance” (@stensen et
al. 1985), noting that tobacco smoking and a positive family history were risk factors. The
findings summarised at Table 6-10 have demonstrated that peptic ulcer is far from a
benign condition, among both veterans and non-veterans. It was strongly associated with
a wide range of adverse cardiovascular, respiratory, malignant, alcohol-related and
mental health outcomes. There was a statistically significantly higher risk among veterans
than non-veterans for diabetes, oropharyngeal and laryngeal cancer, any mental health
disorder, and anxiety (stress and PTSD only), although not for alcoholic liver disease,
hepatitis C, liver cancer, oesophageal cancer, pancreatic cancer or psychosis. The
association between peptic ulcer disease and suicide and self-harm will be discussed at
Section 7.12.2. What cannot be determined from these data is whether the relationship
is causal and, if so, the direction of causality; it is equally plausible that stress is causative,
that the chronic pain of ulcer disease predisposes to mental health problems, or that
there are shared risk factors. The association with IHD, lung cancer and COPD (higher in
veterans, albeit non-significantly) points to the role of tobacco smoking, as does the
association with oropharyngeal and laryngeal cancer. Alcohol may also be a relevant
factor in the latter, at the level of heavy social drinking as well as at the higher levels of

misuse giving rise to alcoholic liver disease.

The identification by Warren and Marshall in 1982 of the role of H. pylori in gastritis and
peptic ulceration led to the development of curative antibacterial treatment in the late
1980s (Marshall 1995), bringing treatment into the realm of primary care and rendering
surgical management unnecessary in the majority of cases. Infection with H. pylori is
thought to be mainly acquired in childhood (Wizla-Derambure et al. 2001), and there is
evidence of person-to-person transmission in people living in close proximity such as

submarine crews, although it could not be demonstrated in a sample of French infantry

173 “Other possible environmental risk factors such as psychological stress, salt, low-fiber diet, and alcohol
appear to be less important in the etiology of ulcer disease and are not included in this study.” Kurata, J.
H. and Nogawa, A. N. (1997) 'Meta-analysis of risk factors for peptic ulcer: nonsteroidal antiinflammatory
drugs, Helicobacter pylori, and smoking', Journal of Clinical Gastroenterology, 24(1), 2-17.
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recruits. Notably, the infantry recruits who were negative for H. pylori at baseline did not
seroconvert during one year of follow-up (Hammermeister et al. 1992). By contrast
however, a study of Greek naval recruits showed that 14.8% seroconverted, and that

living in crowded conditions during deployment was a risk factor (Kyriazanos et al. 2001).

In view of the higher risk in ESL, who are known from other work to be more likely to
come from deprived backgrounds (Lauren van Staden et al. 2007) and therefore to be
more at risk of H. pylori infection (Malcolm et al. 2004), it is postulated that a major risk
factor for peptic ulcer disease in veterans is the pre-service environment. Although there
was a strong association with deprivation, Table 6-11 shows that the excess risk in
veterans was observed across all categories of socio-economic status, and indeed the gap
between veterans and non-veterans increased with better socio-economic status. It
seems likely that communal service accommodation (which may be cramped in the
deployed environment) and higher rates of smoking and alcohol use explain the

remainder of the excess risk.

Table 6-11 - Peptic ulcer by socio-economic status

SIMD Veterans Non-veterans Unadjusted

category n=55,831 n=172,364

(1=most n(%) n (%) HR 95% Cl

deprived)
1 627 (5.3%) 1638 (4.8%) 1.17 1.07-1.29  0.001
2 488 (4.0%) 1240 (3.5%) 1.25 1.12-1.39 <0.001
3 364 (3.1%) 939 (2.6%) 1.35 1.19-1.53 <0.001
4 272(2.4%) 790 (2.2%) 1.33 1.15-1.54 <0.001
5 158 (1.9%) 497 (1.7%) 1.37 1.13-1.65 <0.001

There is evidence of declining prevalence of both H. pylori infection and peptic ulcer
disease throughout the developed world, although some of the benefits of reducing levels
of H. pylori infection have been outweighed by increasing use of NSAID (Go 2002, Post et
al. 2006). It is likely that the decline in excess risk of peptic ulceration in personnel born
from 1965 onwards is multi-factorial in origin, notwithstanding loss of visibility of cases in
this dataset due to the increasing proportion of cases being treated in primary care.
Veterans born from 1965 generally joined the Armed Forces from 1983 onwards. Other
than the changes in management of peptic ulcer disease which were common to both
civilian and military clinical management, the only relevant change which has been

identified is the number of people accommodated in a barrack-room, which has gradually
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reduced over the period, and continues to do so as military single living accommodation
is modernised. However, there is much variability, with recruits generally living in the
most populous barrack-rooms and more senior personnel generally having their own
rooms, whilst service aboard ship or submarine, or deployment to austere conditions, can

involve living in cramped conditions for many weeks or months at any rank.

Whilst the reasons for these findings from the analysis of peptic ulcer disease in the
Scottish Veterans dataset may be complex, the key message to be drawn is that a
diagnosis of peptic ulcer, or even a history of treated peptic ulcer, should alert healthcare
providers to the possibility of important co-morbidities for which support (eg smoking
cessation, alcohol management or mental health support) may be required in order to

reduce the risk of further ill-health or premature death.

6.13 Diabetes

6.13.1 Introduction

Interpretation of the analysis of data for diabetes in the Scottish Veterans dataset is
problematic. The majority of cases of diabetes in adults are diagnosed and treated solely
in primary care, or in the outpatient setting, and therefore are not captured by the
SMRO1 dataset. SMRO1 records of diabetes are only likely to arise in connection with
complications of diabetes, or where diabetes is recorded as an incidental co-morbidity in
the course of admission for another reason. Therefore, the data do not reflect absolute
incidence or prevalence of diabetes. It may be argued that these limitations render
analysis of the data for diabetes inappropriate; therefore, the analysis and interpretation
are included for completeness, but are presented with the major caveats outlined above.
For the purposes of this section, it has nonetheless been assumed that there are no
systematic differences in completeness of ascertainment of diabetes between veterans
and non-veterans, and that any differences reflect real differences in incidence or

severity, or the adequacy of control.

6.13.2 Incidence

Diabetes was defined as ICD-9 code 250 or ICD-10 codes E10-E14, at any position in the

record. The record for ‘diabetes’ is stored as a binary code, hence it was not possible to
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distinguish between type 1 and type 2 diabetes in the SMR0O1 data. Since the onset of
type 1 diabetes most commonly occurs in childhood and adolescence, and would
preclude enlistment in the Armed Forces, a landmark analysis was performed starting at

age 18 years.

6.13.2.1 Overall

During the period of follow-up, 1,936 (3.4%) veterans had a record of diabetes, compared
with 5,663 (3.3%) non-veterans. The difference was statistically significant, unadjusted HR
1.12,95% Cl 1.06-1.18, p<0.001. The difference remained significant after adjusting for
deprivation, HR 1.08, 95% Cl 1.03-1.14, p=0.003. The Nelson-Aalen plot showed the
curves for veterans and non-veterans to be identical up to around age 55 years, when the
risk in veterans increased relative to non-veterans (Figure 6-40). Testing for non-
proportionality of the hazards was significant, p=0.008, adding to the unreliability of the
analysis as outlined above. Using a landmark age of 55 years, the unadjusted hazard ratio
was 1.20, 95% Cl 1.11-1.31, p<0.001 (adjusted HR 1.17, 95% Cl 1.07-1.27, p<0.001), and

testing for non-proportionality was no longer significant p=0.592.
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Figure 6-40 - Nelson-Aalen plot of diabetes by veteran sta  tus

6.13.2.2 Sex

Of the 1,936 veterans with diabetes, only 92 (4.8%) were women, compared with 430

(7.6%) non-veterans. The reduction in risk in veteran women did not achieve statistical
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significance, HR 0.97, 95% CI 0.77-1.22, p=0.772. The overall increase in risk when all
veterans were analysed together remained significant when the data for men alone were

examined, HR 1.11, 95% Cl 1.06-1.18, p<0.001.

6.13.2.3  Age

The mean age at first record of diabetes was 51.1 years (SD 9.2 years) for veterans and
48.1 years (SD 12.0) for non-veterans. Using a landmark analysis from age 18 years, the
mean age for veterans was unchanged and the mean age for non-veterans was 49.0 years

(SD 10.8).

6.13.2.4 Birth Cohort

Analysis by birth cohort demonstrated an overall trend of reducing risk in veterans
compared with non-veterans over time. There was an excess risk in veterans which was
confined to those born before 1960; it was only statistically significant for veterans born
prior to 1955. For veterans born from 1975 onwards, there was a non-significant

reduction in risk (Figure 6-41).
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6.13.2.5 Length of Service
Preliminary analysis by length of service showed little difference between veterans with

more than 4 years’ service and all non-veterans, with a slight increase in risk in ESL

veterans, irrespective of whether they had completed training (Figure 6-42).
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Figure 6-42 - Nelson Aalen plot of diabetes stratified by length of service
All non-veterans for comparison

Detailed sub-group analysis by length of service and birth cohort showed the excess risk
to be confined to both categories of ESL'*, and to personnel with between 10 and 16
years’ service who were born prior to 1960. There was no statistically significant increase
in risk for any other sub-group; for veterans born from 1960 onwards, there were non-

significant reductions in risk beyond 6 years of service (Table 6-12).

"Those who left prior to completion of training, and those who left after completing training but before

finishing the minimum term of engagement.



Scottish Veterans Health Study Chapter 6 — Other Physical Conditions 312

Table 6-12 - Cox proportional hazard model of the associa  tion between veteran status and
diabetes, overall and stratified by length of servi ce and birth cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496
n HR 95% ClI HR 95% ClI HR 95% ClI
Overall
Univariate 1,936 1.12 1.05-1.18 <0.001 1.16 1.09-1.23 <0.001 0.95 0.84-1.07 0.375
Multi- 1,936 1.08 1.03-1.14 0.003 1.12 1.06-1.19 <0.001 0.94 0.83-1.06 0.305
variable
Length of service in 8 categories
Basic 244 124 1.09-1.41 0.001 1.26 1.09-1.45 0.002 1.20 0.90-1.60 0.225
training98

ESL (0-3 yrs) 483 1.28 1.17-1.41 <0.001 136 1.23-1.51 <0.001 1.01 0.80-1.26 0.960

4-6 years 346 1.06 0.595-1.18 0.330 105 0.93-1.19 0.408 1.07 0.84-1.36 0.572
7-9 years 228 101 0.88-1.16 0.874 104 0.90-1.21 0.59 0.89 0.65-1.21 0.449
10-12 years 216 122 1.06-1.40 0.005 128 1.10-1.49 0.001 0.95 0.68-1.33 0.777
13-16 years 135 112 0.94-133 0.202 122 1.01-1.48 0.038 0.76 0.51-1.14 0.192
17-22 years 128 1.01 0.84-1.21 0935 1.09 0.90-1.32 0.361 057 0.31-1.03 0.061

23 yrs & over 153 0.87 0.74-1.03 0.106 0.89 0.75-1.06 0.188 0.72 0.41-1.28 0.266

6.13.3 Case-Fatality

The mean follow-up from date of first record of diabetes (at age 18 years or over) to the
date of death or the end of the study was 6.85 years (range 0-31.87 years) for veterans
and 7.78 years (range 0-31.98 years) for non-veterans, representing 13,255 person-years
of follow-up in the veterans and 43,000 person-years in the non-veterans. There were
379 (19.6%) deaths in veterans with a record of diabetes, equating to 28.6 per 1,000

person-years, and 1,039 (18.8%) deaths in non-veterans (24.1 per 1,000 person-years).

The commonest cause of death, in both veterans and non-veterans with diabetes, was
AMI or IHD. The second commonest cause of death was lung cancer. Other important
causes of death in association with diabetes were alcoholic liver disease, diabetes,

oesophageal cancer, pneumonia, COPD and stroke.
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6.13.4 Co-Morbidity

Co-morbidities were examined for those conditions previously identified as having an
association with diabetes, or identified as common causes of death in those with a
recorded diagnosis of diabetes, and are summarised at Table 6-13. The crude cumulative

incidence in the entire cohort, by veteran status, is given for comparison.

Table 6-13 - Selected co-morbidities with diabetes
Crude overall cumulative incidence for comparison

Veterans Non-veterans
n=1,936/56,205 n=5,663/172,741 Veterans referent to non-veterans
Cases Pop. Cases Pop. OR 95% Cl
No. (%) (%) No. (%) (%)

AMI 344 (17.8) (3.7) 829 (14.6) (3.0) 1.21 1.08-1.36 0.001
COPD 307 (15.9) (4.3) 779 (13.8) (4.5) 1.15 1.02-1.30 0.023
Any cancer 250 (12.9) (6.4) 708 (12.5) (6.7) 1.03 0.90-1.18 0.638
Any mental health 248 (12.8) (5.0) 613 (10.8) (4.5) 1.18 1.03-1.36 0.017
diagnosis

Peptic ulcer 184 (9.5) (3.4) 372 (6.6) (3.0) 1.45 1.22-1.71 <0.001
PAD 178 (9.2) (1.2) 390 (6.9) (0.9) 1.33 1.13-1.58 <0.001
Alcoholic liver disease 81 (4.2) (1.2) 250 (4.4) (1.3) 0.95 0.74-1.21 0.668
Stroke 79 (4.1) (1.0) 195 (3.4) (0.8) 1.19 0.92-1.53 0.194
Lung cancer 36 (1.9) (0.8) 74 (1.3) (0.6) 1.42 0.96-2.11 0.079
Oropharyngeal/ 15 (0.7) (0.5) 40 (0.7) (0.4) 1.10 0.61-1.98 0.759
laryngeal cancer

Oesophageal cancer 15 (0.8) (0.3) 27 (0.5) (0.2) 1.63 0.87-3.05 0.127
Hepatitis C 10 (0.5) (0.2) 41 (0.7) (0.4) 0.71 0.36-1.42 0.335
Liver cancer 8(0.4) (0.1) 39 (0.7) (0.1) 0.60 0.28-1.28 0.182
Pancreatic cancer 8 (0.4) (0.1) 37 (0.7) (0.1) 0.63 0.30-1.36 0.235

6.13.5 Commentary

Adiposity is strongly associated with the risk of type 2 diabetes (Chan et al. 1994, Wang et
al. 2005). Other risk factors include family history, ethnicity and a history of gestational

diabetes'”?

. As discussed at Section 6.13.1, interpretation of the data for diabetes is
limited by the lack of data on those managed exclusively in outpatient clinics and primary
care, for both veterans and non-veterans, as well as by the lack of lifestyle data.
Nonetheless, if the assumption holds true that there are no systematic differences
between veterans and non-veterans in the likelihood of admission for (or death from)

diabetes other than disease incidence/prevalence and severity, the data provide a

175 Source: Diabetes UK http://www.diabetes.org.uk/Guide-to-diabetes/What-is-diabetes/Know-your-risk-

of-Type-2-diabetes/Diabetes-risk-factors/ accessed 2 Dec 2014.
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comparison between the two groups. It may therefore be concluded that there is a
higher incidence of diabetes and/or higher risk of complications in veterans born prior to
1960, but that the excess predominantly occurs in Early Service Leavers and in those who

left service after 10-16 years'’®.

Like peptic ulcer, diabetes was associated with major co-morbidities including
cardiovascular disease, respiratory disease, cancer, poor mental health and alcohol
misuse. Veterans with diabetes were at significantly higher risk of AMI, PAD, COPD and
peptic ulcer disease than non-veterans, suggesting a role for smoking as a shared risk
factor, although diabetes is an independent risk factor for cardiovascular disease (Grundy
et al. 1999). Mikhailidis et al. have demonstrated that smoking is a risk factor not only for
insulin resistance and non-insulin dependent diabetes, but also that smoking increases
the risk of diabetic complications (Mikhailidis et al. 1998). Veterans with diabetes were
at non-significantly reduced risk of alcoholic liver disease, hepatitis C, pancreatic cancer
and liver cancer compared with non-veterans, although the crude incidence of these
conditions in diabetics was elevated in comparison with both groups in the whole cohort.
The Framingham study conclusively demonstrated an association between diabetes and
cardiovascular disease and death, and noted a particularly strong association with
intermittent claudication, concluding that “the special risks of cardiovascular sequelae to
diabetics remain unexplained” (Kannel and McGee 1979). That association has been
confirmed in the Scottish Veterans Health Study. It has been estimated that the risk of
cardiovascular disease in diabetics who smoke is up to 14 times higher than for smoking
or diabetes alone (Tibbs and Haire-Joshu 2002). It is therefore likely that the excess risk
seen in veterans compared with non-veterans is explained by higher rates of smoking in
the veterans, especially in older veterans who are known to have smoked heavily during
service (Lewthwaite and Graham 1992). The excess risk in ESL is also consistent with

higher rates of smoking-related disease in this group (see Sections 4.9.1.2 and 5.39.2.1).

There was an increased risk of alcohol-related disease (alcoholic liver disease,
oropharyngeal and laryngeal cancer) in both veterans and non-veterans with a record of
diabetes, compared with those with no such record, but the risk was lower in veterans

than non-veterans. Koppes et al. conducted a meta-analysis of studies on the relationship

176 \who are likely to have achieved the rank of corporal or sergeant (Army), or equivalent in the Royal Navy
and Royal Air Force.
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between alcohol consumption and the risk of type 2 diabetes and concluded that there
was a U-shaped curve; moderate alcohol consumption was protective, but the pooled risk
did not go above unity for any level of alcohol consumption (Koppes et al. 2005). This
suggests that the increased risk of diabetes seen in association with alcohol-related
disease may have been a confounder due to concomitant pancreatic dysfunction in those
with alcohol-related disease, although in the absence of information on acute or chronic

pancreatitis in the dataset, this remains speculative.

The association between diabetes and mental health disorders is less widely recognised,
although the World Mental Health Surveys, which estimated 12 month prevalence of
mental health disorders in a study population of 85,000 people across 17 countries found
odds ratios of 1.38 (95% Cl 1.15-1.66) for depression and 1.20 (95% CI 1.01-1.42) for
anxiety in people with diabetes, and the authors noted that other longitudinal studies had
shown a 37% increased risk of developing Type 2 diabetes in people with depression.
They recommended further research into mechanisms contributing to the association
between diabetes and psychological illness that are shared with other chronic conditions,

such as smoking status, obesity and physical activity (Lin and Korff 2008).

As with peptic ulcer disease, the most important conclusion to be drawn from the analysis
of the Scottish Veterans data is that a diagnosis of diabetes is likely to be associated with
important co-morbidities to which healthcare providers should be alert. In particular,
evidence of cardiovascular disease, and especially PAD, should be sought and the need
for smoking cessation advice should be determined. The association with increased risk

of mental ill-health should not be overlooked.

6.14 Road Traffic Accidents

6.14.1 Introduction

Until overtaken by deaths due to hostile action in 2007, road traffic accidents (RTA)"’

were the largest single cause of death in the Army'’®, accounting for 37% of all deaths

77 The term ‘land transport accident’ (LTA) is used in Defence reports, in preference to ‘road traffic

accident’ (RTA), to encompass off-road vehicle accidents as well as those occurring on-road. The term
‘road traffic accident’ is used in this thesis as few accidents to veterans involving off-road vehicle use are
likely to have occurred.
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between 1998 and 2007"°. The majority of accidents occurred off-duty™. Studies have
consistently shown that there is an excess risk of RTA in personnel returning from
deployment (Fear et al. 2008), which declines over time (Macfarlane et al. 2005). In a
study of 10,000 UK Service personnel, half of whom had deployed to the Gulf in 2003,
19% were classified as risky drivers. Risk-taking was associated with being young, male,
Army, and with deployment (especially in a combat role) and childhood adversity (Fear et

al. 2008).

There has been a reduction in reported land transport accidents (LTA)Y?

deaths in serving
personnel from 28 per 100,000 in 1990 to 8 per 100,000 in 2013, the greatest decrease
having occurred since 2006 when the first of a number of major road safety initiatives

was launched by the MOD (Defence Statistics (Health) 2014b).

There is a high level of heterogeneity in the data for road traffic accidents in the Scottish
Veterans dataset which complicates interpretation. Victims may have been drivers or
riders, passengers or pedestrians, at fault or innocent; details are not recorded in the
dataset. Furthermore, in the absence of lifestyle data, it is impossible to speculate on the

role of risk factors such as alcohol or drugs.

6.14.2 Incidence

Road traffic accident was defined as ICD-9 code E809-E819 or E820-E825, or ICD-10 code
V00-V99, at any position in the record. RTA-related death was defined as the occurrence

of any of these codes in the cause of death field.

178 Historically, the Army has experienced higher rates of LTA deaths than the other two Services,

accounting for 77% of all LTA deaths 2009-2013. The data exclude any vehicle-related deaths occurring as
a result of hostile action. Defence Statistics (Health) (2014b) Annual UK Regular Armed Forces Land
Transport Accident Deaths 1 January 2009 - 31 December 2013, Abbeywood: Ministry of Defence.

79 Annual Report on the Health of the Army 2007. Director General Army Medical Services. Camberley

(2008).

180 Apnual Report on the Health of the Army 2004. Director General Army Medical Services. Camberley

(2005)

1818 per 100,000 represents the overall figure for all three Services; for the Army, the rate peaked at 38

per 100,000 in the same year.
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6.14.2.1 Overall

A total of 7,937 (14.1%) veterans and 25,137 (14.6%) non-veterans had a record of
hospital admission or death as a result of road traffic accident. Cox proportional hazard
analysis showed that veterans were at statistically significantly higher risk, unadjusted HR
1.17,95% Cl 1.14-1.20, p<0.001. Adjusting for deprivation did not alter the hazard ratio.
The Nelson-Aalen cumulative hazard curve demonstrated that childhood road traffic
accidents were a confounder; they occurred commonly in the non-veterans but were rare
in veterans as a history of serious injury would normally preclude enlistment

(Figure 6-43). This pattern gave rise to a highly significant test result for non-

proportionality of the hazards, p<0.001.

0.25
0.20 4
=]
©
o
= 0155
1]
2
=
2 010+
=3
O
0.05+
Qa0 s t T T T
0 20 40 60 80
Age (years)
————— Non-veterans Veterans
Figure 6-43 - Nelson-Aalen plot of road traffic accident - all ages

Accordingly, the analysis was repeated using a landmark age of 18 years, to exclude
childhood RTA. Although the hazard ratio was almost unchanged, unadjusted HR 1.17,
95% Cl 1.14-1.20, p<0.001, this clearly demonstrated the steeper rise in risk of RTA in
veterans in the fourth decade, with the curves running almost parallel from age 40 years
onwards (Figure 6-44). However, non-proportionality of the hazards remained
significant. Examining the data using a further landmark entry point at age 40 years
confirmed that there was no increased risk of RTA in older veterans, unadjusted HR 1.04,

95% Cl1 0.98-1.10, p=0.231.
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Figure 6-44 - Nelson-Aalen plot of road traffic accident - landmark age 18 years

If the Cox model was censored at age 40 years, corresponding to the steepest part of the
graph at Figure 6-44, the hazard ratio increased to 1.21, 95% Cl 1.17-1.25, p<0.001, and

was unchanged after adjusting for deprivation.

6.14.2.2 Sex

There was a record of RTA in 764 veteran women (14.6% of all veteran women) compared
with 3,398 (16.4%) non-veteran women. For men, the figures were 7,173 (14.1%)
veterans and 21,739 (14.3%) non-veterans. Veteran women had a risk of RTA similar to
veteran men, unadjusted HR 1.02, 95% Cl 0.94-1.11, p=0.577, whereas in non-veterans,
the risk was higher in women than in men, HR 1.20, 95% ClI 1.15-1.24, p<0.001.

6.14.2.3 Birth Cohort

Analysis by birth cohort showed a modest but statistically significant increase in risk for all
birth cohorts prior to 1970, with the highest risk in veterans born in the 1960s. From the
1970 births onwards, there was little difference between veterans and non-veterans, with

a slight but non-significant reduction in risk in the most recent birth cohort (Figure 6-45).
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6.14.2.4 Age and Length of Service

Age at first recorded episode of RTA, by veteran status and length of service, is
summarised at Table 6-14. Since a kernel density plot demonstrated age at first episode

to be normally distributed, the mean age is appropriate.

Table 6-14 - Age at first record of road traffic accident

Cases Mean age SD
(years)

All veterans 7,934 34.0 7.9
Basic training 1,016 33.7 7.8
Trained ESL 1,534 335 7.7
4-12 years 3,464 33.8 8.0
Over 12 years 1,398 36.1 7.8
All non-veterans 25,137 331 8.7

522 veteran cases omitted from length of service analysis

owing to uncertain ESL status
When analysed by length of service, using a landmark entry point of age 18 years, the
highest risk was demonstrated in Early Service Leavers. The risk reduced with longer
service, and was lower than in non-veterans for those with more than 12 years’ service, at

all ages (Figure 6-46).
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6.14.3 ‘Case-Fatality’

The mean follow-up from date of first record of road traffic accident to the date of death
or the end of the study was 20.88 years (range 0-31.98 years) for veterans and 20.99
years (range 0-31.99 years) for non-veterans, representing 165,725 person-years of
follow-up in the veterans and 527,626 person-years in the non-veterans. There were 776
(9.8%) deaths in veterans with a record of road traffic accident, equating to 4.7 per 1,000

person-years, and 2,356 (9.4%) deaths in non-veterans (4.5 per 1,000 person-years).

6.14.4 Death due to Road Traffic Accident

During the period of follow-up, 66 (1.2%) veterans died as a direct result of road traffic
accident, compared with 288 (1.7%) non-veterans. Veterans were at statistically
significantly reduced risk, OR 0.70, 95% CI 0.54-0.92, p=0.010. Figure 6-47 illustrates the
reduction in risk in veterans and shows that the risk was similar to non-veterans in

younger people but reduced in the older age groups.
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Figure 6-47 - Nelson-Aalen plot of death from road traffic accident by veteran status

Small numbers in the subgroups precluded valid analysis by birth cohort or length of

service.

Women were much less likely to be killed as a result of RTA; only 4 veteran women (6.1%
of veteran RTA deaths, 0.5% of veteran RTA victims) and 11 non-veteran women (3.8% of
non-veteran RTA deaths, 0.3% of veteran RTA victims) died as a result of RTA, compared

with 62 (0.9%) male veteran victims and 277 (1.3%) male non-veteran victims.

6.14.5 Commentary

Analysis of data from the Scottish Veterans cohort has demonstrated that the increased
risk of road traffic accident which has been reported in serving military personnel persists
into civilian life as a veteran up to the end of the fourth decade of life. If the assumption
that there is no plausible reason for veterans to have a higher risk of RTA than non-
veterans if they are ‘innocent victims’ holds true, then it is postulated that the difference
in risk is a measure of increased risk-taking in veterans, whether as drivers/riders or as

pedestrians. The 17% overall increase in risk of RTA, or 21% if people of ‘serving age’
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182

only'® are considered, is remarkably close to the figure of 19% of serving personnel found

by Fear et al. to exhibit risky driving behaviour (Fear et al. 2008).

The data provide no evidence that the period immediately following discharge is
especially risky. The mean age at first recorded RTA was similar for all subgroups of
veterans by length of service, except those with over 12 years service, and was similar to
the age recorded for non-veterans (Table 6-14). The mean age for ESL veterans was the
same as for all non-veterans. The older age in the longer-serving veterans is likely to be a
function of delayed entry to follow-up, as their mean age at discharge was 39.4 years
(Table 3-4). However, ESL showed the steepest increase in risk of RTA in the period
between age 30 and age 40 years, compared with other categories of veterans and with
non-veterans (Figure 6-46), despite having a mean age at discharge of only 21 years.
Although the overall risk in veterans with the longest service was slightly lower than in
non-veterans, Figure 6-46 demonstrates that this is largely explained by delayed entry to
the veterans cohort; this group exhibits the same steep rise in risk in the fourth decade as
in those with shorter service. The mean age of 34.0 years in veterans and 33.1 years in
non-veterans at first record of RTA is comparable with the mean age of in-service RTA
fatalities, 33 years, reported by the Ministry of Defence for the year 2000/2001 (Defence
Logistics Organisation 2001).

The higher cumulative incidence of RTA injury in women compared with men in the non-
veterans group (Section 6.14.2.2) is at variance with published civilian data for Scotland'®
which show higher casualty rates for males than females at all ages apart from some
periods in childhood, and cannot readily be explained. It also contrasts with the lower
incidence of RTA death in women compared with men, in both veterans and non-veterans

(Section 6.14.4).

The increased risk in veterans born prior to 1970, with the highest risk in those born in

the 1960s (Figure 6-45) is also problematic to explain and could possibly be related to

'8 The normal maximum engagement for a soldier in the Army is 22 years; hence the majority of Army

personnel have left by age 40 years. Thus ‘serving age’ was taken to be age 18-40 years. The Army is the
largest service, and the Defence Health (Statistics) report (footnote 178) shows that the incidence of LTA is
highest in Army personnel.

183 Transport Scotland: Reported Road Casualties Scotland 2013 — Datasets; Table 31.

http://www.transportscotland.gov.uk/reported-road-casualties-scotland-2013-datasets accessed 19 May
2015
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higher rates of car ownership among young veterans. Many served overseas during this
period, especially in Germany and Cyprus where the tax exemption enjoyed by UK Service
personnel under the Status of Forces Agreements meant that both cars and fuel were
affordable even to the most junior ranks. Although no data on car ownership by Armed
Forces personnel have been identified, in a House of Commons debate in 1975 it was
implied that the majority of soldiers serving in Germany owned a car, and that many had

184 With high rates of civilian unemployment

been purchased under the tax-free scheme
during the recession of the late 1970s and 1980s, it is plausible that the prevalence of car
ownership was higher in young Service personnel than in civilians, and that higher rates of

driving, albeit of a risky nature, persisted for some time after discharge.

The mean age at first recorded RTA of around 33 years implies that the 1970-1974 birth
cohort will be the first in which the impact of the MOD’s safer driving campaigns from

2006 onwards would be detectable. The lack of increased risk seen in the birth cohorts
from 1970 onwards provides guarded reassurance that the campaigns may indeed have

made a difference, although other, unidentified, factors cannot be excluded.

6.15 Chapter Discussion

Despite the heterogeneity of conditions covered in this chapter, a number of consistent
findings emerged. ESL generally experienced poorer outcomes than longer-serving
personnel, especially in relation to COPD, peptic ulcer, diabetes, alcoholic liver disease
and alcohol-related death. In the case of the latter two, the effect was only seen in ESL
who completed training, similar to the effect seen in cancer of the oropharynx and larynx
and cancer of the oesophagus which had been tentatively ascribed to alcohol. ESL who
left during training had a similar risk of hepatitis B and C to the non-veteran population,
whilst all others were at lower risk, suggesting that military service carried no increased
risk of drug misuse and that longer service was protective. Non-significantly increased risk
of hepatitis B, but not hepatitis C, in the oldest veterans may be related to tattooing or to
overseas service. Road traffic accidents after leaving service were also more common in
ESL, although the age at first record was not related to age at leaving service and
demonstrated that all but the longest-serving veterans remained at increased risk for

many years after leaving.

184 Hansard HC Deb 16 December 1975 vol 902 cc1357-64.
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The results for COPD, peptic ulcer and diabetes demonstrated a pattern consistent with
that for cardiovascular disease and the smoking-related cancers in respect to birth cohort
and length of service, with both the earliest birth cohorts and veterans with the shortest
service having the greatest increase in risk. Therefore, these results provide further
corroboration of the likelihood that smoking is an important influence on the health of

older veterans.

Alcoholic liver disease was strongly associated with oropharyngeal and laryngeal cancer,
OR 2.66, p<0.001. Alcohol and smoking as risk factors for oropharyngeal and laryngeal
cancer have been discussed at Sections 5.39.2.1 and 5.39.2.2; the association with
alcoholic liver disease which has been demonstrated provides further support for the
utility of data on oropharyngeal and laryngeal cancer as a proxy for alcohol misuse in the

absence of information on lifestyle risk factors.

6.16 Implications for the Hypothesis

The analysis of all remaining physical conditions and outcomes found that conditions
associated with smoking, and with alcohol, were most likely to demonstrate an increase
in risk in veterans compared with non-veterans. The risks were generally highest in
veterans with the shortest service, and in the earlier birth cohorts. The results provided
further support for the emerging findings from the analysis of data on cardiovascular

disease and cancer.

6.17 Key Points

6.17.1 Neurological Disorders

¢ Veterans were not at increased risk of multiple sclerosis, and there has been a

small protective effect associated with military service.

¢+ There was an overall statistically significant increased risk of motor neuron disease

in veterans, which showed no relation to length or period of service.

++ US studies have shown a similar increase in risk of motor neuron disease in

military personnel.
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¢ High levels of physical exertion have been postulated as a risk factor for motor
neuron disease; the association with military service is plausible as high levels of

physical activity are inherent in military service.

*» There was an association with a history of trauma or road traffic accident in both
veterans and non-veterans with motor neuron disease, and the increase in risk

was non-significantly higher in veterans than in non-veterans.

X/

+* The role of other putative causal factors for motor neuron disease such as
smoking and exposure to lead cannot be ruled out in explaining the increased risk

in veterans.

6.17.2 Alcohol-related Outcomes

X/

% The risk of adverse alcohol-related outcomes in ESL was only increased in those

who completed training, and not in those who left whilst still in recruit training.

X/

¢+ Alcoholic liver disease was no more common in veterans than non-veterans,
except in ESL who had completed training and were born prior to 1960. There was

an overall protective effect of military service in veterans born from 1960.

%+ Personnel who were older when they joined the Services, and who joined during a
period of high operational intensity, were at increased risk of alcoholic liver

disease.

% The pattern of risk for alcoholic liver disease supports deployment as a risk factor
if the military operation is of a novel type and if a comprehensive predeployment

training package is not yet in place.

** There was no overall difference in risk of alcohol-related death in veterans.
Veterans born between 1945 and 1949 were at non-significantly increased risk,

whilst veterans born from 1960 were at significantly lower risk.

< Oropharyngeal and laryngeal cancer may be a useful proxy for alcohol misuse, in

the absence of data on lifestyle risk factors.
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6.17.3 Communicable Diseases

*

Hepatitis B was rare in veterans, although the reduction in risk compared with

non-veterans did not achieve statistical significance.

The risk of hepatitis B in Early Service Leavers was similar to non-veterans; it was

non-significantly reduced in veterans with longer service.

The risk of hepatitis C was statistically highly significantly lower in all veterans

taken together than in non-veterans; for ESL it was similar to non-veterans.

It is likely that the findings for hepatitis B and C reflect lower levels of drug abuse
in the veterans’ community than in non-veterans, other than for ESL where the

risk was similar to non-veterans. Some of the increase in risk of hepatitis B in the
oldest veterans may have been related to exposure on overseas service, or other

risk factors such as healthcare or tattooing.

There were associations between hepatitis B, hepatitis C and peptic ulcer, and
with alcoholic liver disease, in both veterans and non-veterans. The association
between hepatitis B and alcoholic liver disease was significantly higher in veterans,

as was the association between hepatitis B and peptic ulcer.

Hepatitis B and hepatitis C were both associated with increased risk of smoking-
related disease (lung cancer and COPD), and with mental health disorders (anxiety
and mood disorder), in both veterans and non-veterans. The differences between

veterans and non-veterans were not statistically significant.

The majority of veterans who had both hepatitis B and hepatitis C were born
between 1950 and 1969, with a clustering in the early 1950s, in contrast to non-

veterans where the peak birth years clustered in the early 1960s.

Tuberculosis was uncommon in veterans, although the reduction in risk compared
with non-veterans did not achieve statistical significance. The lower risk may be

related to the early adoption of BCG immunisation by the Armed Forces.
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6.17.4 Peptic Ulcer

*

*

Peptic ulcer was statistically significantly more common in veterans than in non-

veterans, affecting all birth cohorts prior to 1965.

The increase in risk of peptic ulcer was highest for ESL who did not complete

training, but was elevated for all lengths of service up to 12 years.

In veterans with under 12 years’ service, 20% of all deaths in people with peptic

ulcer resulted from alcohol-related causes.

Peptic ulcer was strongly associated with mental health disorder, and veterans
with peptic ulcer were at statistically significantly increased risk compared with

non-veterans for any mental health disorder, and for severe stress or PTSD.

It is likely that H. pylori infection (either contracted pre-service, or related to
shared junior ranks’ accommodation) and smoking are also important factors in

the increased risk of peptic ulcer disease in veterans.

6.17.5 Diabetes

X/
°e

X/

Diabetes resulting in hospitalisation, or recorded incidentally during an episode of
secondary care, was more common in veterans, the increase in risk only becoming

apparent after age 55 years.

There was a statistically significant increase in risk of diabetes in veterans born
prior to 1955, and a non-significant increase in the 1955-1959 birth cohort. The

risk was highest in ESL.

Diabetes was strongly associated with adverse cardiovascular outcomes, any
cancer, any mental health diagnosis and alcoholic liver disease, in both veterans
and non-veterans. The increase in risk was significantly greater in veterans than

non-veterans for AMI, PAD, COPD, peptic ulcer and any mental health diagnosis.
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6.17.6 Road Traffic Accidents

*

A history of road traffic accident was more common in veterans than in non-

veterans, the greatest increase in risk occurring in the fourth decade of life.

The risk was highest for veterans born in the 1960s. There was no increase in risk

in veterans born from 1970 onwards.

ESL were at highest risk of road traffic accident although their mean age at first
recorded episode was similar to that for all veterans. Veterans with the longest

service had a reduced risk of road traffic accident compared with all non-veterans.

The data suggest that the MOD’s recent road safety campaigns have been

beneficial, although it is too early to be certain and longer follow-up is needed.



Chapter 7: Mental Health

7.1 Introduction

The limited evidence available suggests that the majority of military personnel do well
after service, as noted by Iversen and Greenberg, and for many people, military service is
a positive experience. Only a small minority of veterans develop serious mental health
disorders (Ilversen and Greenberg 2009). Medical discharge (invaliding) from the UK
Armed Forces for psychiatric disorder currently accounts for only about 200 (1%) of the
20,000 people who leave the UK Armed Forces annually, or about 10% of all those
medically retired from service (DASA 2012). By contrast, Hoge showed that mental ill-
health was the leading cause of medical retirement from the US Armed Forces in men in
the early 1990s (Hoge et al. 2002), whilst Creamer demonstrated that those who develop
a mental health disorder are more likely to leave service (Creamer et al. 2006). In the UK,
the pattern of invaliding for mental health disorders has changed over time, from a rate
of around 1 per 1,000 strength per year between 1891 and 1931, increasing to 6.4 per
1,000 in 1943 and then gradually decreasing to less than 1 per 1,000 strength in the 1990s
(Bergman and Miller 2000). In recent years, attention has largely focussed on post-
traumatic stress disorder (PTSD) (Jones and Wessely 2007), although PTSD has been
shown to account for only a small percentage of mental ill-health in the UK Armed Forces,
with common mental disorders and alcohol misuse making up the majority of cases
(Iversen et al. 2009). A small minority of veterans drift into social exclusion,
homelessness or prison; their plight has received much media attention, leading to a
widespread erroneous public perception of veterans as having been physically, mentally
or emotionally damaged by their time in the Armed Forces (Ashcroft 2014, Compass
Partnership 2014). There has been a number of relatively short-term studies on the
mental health of veterans, predominantly focussed on recent campaigns (Iversen and
Greenberg 2009, Vogt et al. 2005, Ismail et al. 2002) and, in the US, longer-term studies
have been conducted on Vietnam veterans, but there have been fewer studies on the
long-term mental health of veterans in general, particularly in the UK. The Scottish
Veterans Health Study provided an opportunity to examine whether the long-term
mental health of a broad cross-section of veterans differed from that of non-veterans,

and whether there were differences in specific subgroups.
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7.2 Aim

The aim of this chapter is to examine the risk of mental health disorder in veterans
compared with people with no record of service, to examine patterns of risk in specific
subgroups, to identify trends over time, and to postulate reasons for any differences

identified.

Records were available for day-case care, hospitalisation and death for the major mental
health diagnoses; mood disorder, anxiety, stress and PTSD (as a subset of anxiety),
psychosis, and dementia, as well as for the mental health-related outcomes of suicide and

non-fatal self-harm.

7.3 Previous Studies

7.3.1 Introduction

Mental health disorders are common both in military populations and in the wider
community, but may be especially so in military populations (Goodwin et al. 2015).
Military personnel are recruited from the general population and are subject to many of
the same stresses, including a history of adverse childhood events (lversen et al. 2007),
relationship problems (Sayers et al. 2009), health problems and worries, and financial
concerns (Roberts et al. 1999), in addition to any occupational stressors to which they
may have been exposed. Jones et al. identified good unit cohesion, morale and leadership
as protective against mental health disorders in serving personnel (Jones et al. 2012),
whilst low morale is a risk factor for PTSD (lversen et al. 2008). Sections 7.3.2 and 7.3.3
respectively present a brief overview of key findings from major UK and US studies, whilst
Sections 7.3.4 and 7.4 examine the evidence for reserve service and combat as risk
factors. Section 7.4.2 presents sex differences in the incidence of mental health disorder.
In view of the possible role of smoking as a determinant of veterans’ health as identified
in Chapters 4-6, evidence for an association between smoking and mental health disorder
is described at Section 7.4.3 and subsections. Co-morbidity with mental ill-health is
examined at Section 7.5, and in particular the association between mental ill-health and

cardiovascular disease (Section 7.5.1).
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7.3.2 UK Studies

In a cross-sectional study of UK military personnel who had deployed to Iraq, lversen et
al. found a prevalence of common mental health disorders of 28.9%, measured by PHQ'®.
The commonest disorder was alcohol abuse (18%), followed by neurotic disorders
(13.5%). The prevalence of any depressive syndrome, at 11%, was comparable to that
reported in the general population. There was no overall increase in prevalence of
common mental disorders in regular personnel who had deployed operationally
compared with those who had not deployed (lversen et al. 2009), whilst Hacker Hughes et
al. reported an improvement in overall mental health after deployment (as measured by
GHQ-28"® and Trauma Screening Questionnaire scores) in a study of 733 UK military
personnel who deployed to Iraq in 2004 (Hughes et al. 2005). In Jones et al.’s study of
1,431 UK personnel who had deployed to Afghanistan in 2010, 17.1% showed caseness
for common mental health disorders and 2.7% had probable PTSD (Jones et al. 2012).
Many other studies have been conducted; results are generally similar. The findings from

other studies will be discussed in the Commentary sections under specific conditions.

7.3.3 US Studies

In @ major study of nearly 300,000 US veterans of the Iraq and Afghanistan campaigns
followed up between 2002 and 2008, Seal et al. found a cumulative prevalence of 36.9%
for any mental health diagnosis, of which 21.8% were for PTSD and 17.4% for depression.
Young age was a risk factor for any mental health diagnosis except depression, with
especially high risks for PTSD, drug and alcohol misuse compared with older veterans,
whilst female veterans were at higher risk of depression. Combat exposure was
associated with an increased risk of PTSD (Seal et al. 2009). A baseline assessment of data
from the US Millennium Cohort Study has shown an increased risk of all mental health
problems in women, including PTSD, although overall, the prevalence of mental health

disorders in the military was low compared with national survey data (Riddle et al. 2007).

185 patient Health Questionnaire, a structured survey instrument based on the Primary Care Evaluation of

Mental Disorders (PRIME-MD) diagnostic tool developed by Pfizer Inc.

18 General Health Questionnaire - 28, a 28-item measure of emotional distress developed by Goldberg in

1978. Sterling, M. (2011) 'General Health Questionnaire—28 (GHQ-28)', Journal of Physiotherapy, 57(4),
259.
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7.3.4 Reserve Personnel

Many studies have consistently identified a higher risk of adverse mental health
outcomes in reserve personnel who have deployed operationally. Reasons may include
disruption from civilian employment, more domestic and family problems whilst
deployed, and poorer supportive networks on returning home (Seal et al. 2009, Iversen
and Greenberg 2009, Browne et al. 2007). As noted at Section 2.2.2.3, deployed reserve
personnel could not be separately identified in the Scottish Veterans dataset and it is
possible that up to around 300 (<0.2%) were included with the non-veterans. The impact
of combat on the mental health of this subgroup is unlikely to have been a major

confounder in this study'®.

7.4 Risk Factors

7.4.1 Combat

Combat experience is not universal for military personnel. Some join for service and
leave without ever deploying operationally; either through not completing training, or
through not being required to deploy despite being fully trained and operationally ready.
Even among personnel who are actively engaged in war, those who directly experience
combat are usually in the minority. Many operate in a trade or professional group which
does not primarily have a fighting role. An effective fighting force requires strong logistic
and administrative support, and many military personnel are engaged solely in supply,
administration, catering and medical duties, albeit that they too can experience the
effects of hostile action if, for example, an encampment comes under incoming mortar or
rocket fire. Jones et al. showed that fewer than 24% of UK personnel who deployed to
Iraq or Afghanistan had a combat role (Jones et al. 2013) whilst McNally reported that
only 15% of male Vietnam veterans served in a combat unit (McNally 2007). In a study of
821 British Army personnel who had deployed to Iraqg, Iversen et al. reported that 21% of
regular personnel had fired a weapon whilst on deployment, although 68% reported
feeling in danger of being killed and 56% stated that they had witnessed someone being

wounded or killed (Iversen et al. 2009). Since around 100,000 UK personnel served in

187 Deployed reservists are estimated to have made up no more than 2,600 (0.16%) of the 1.6 million non-

veterans from which the comparison group of 173,000 people was drawn. A description of the
methodology for estimation of numbers is at footnotes 27 and 44.
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Iraq'®, with 179 deaths' during the entire campaign (2003-2009) and 315 individuals
classified as Wounded in Action during the 3.5 years of the most intense operational
activity', these figures seem implausible unless the sample was drawn predominantly
from front-line infantry and the individuals surveyed were present during an especially
intense period of fighting; notwithstanding that one casualty may be witnessed by several
people. In a sample of 133 ex-service personnel who presented to an assessment service
with mental health problems which they had attributed to their operational service,
Palmer reported that 16% had experienced direct combat and 29% had witnessed the
death or body of a comrade (Palmer 2012). Woodhead et al. found that combat
experience was associated with higher levels of both common mental disorders and PTSD,
but that combat exposure did not predict alcohol misuse (Woodhead et al. 2012). Frueh
et al. found that, paradoxically, US soldiers who had no record of combat were more
likely to report witnessing or committing battlefield atrocities than those who had been in

combat (Frueh et al. 2005).

7.4.2 Sex

In the wider community, there are differences between men and women in the incidence
of mental health disorder, with neurotic, affective and personality disorders being
generally more common in women while psychotic disorders and drug and alcohol misuse
are more common in men (Halliwell et al. 2007). Recent crude incidence ratios by sex for
mental health admissions in Scotland are shown at Table 7-1. A study of personnel
deployed to Iraq found an association between female gender and common mental
health disorders, although other studies in deployed UK serving personnel were less
clear-cut (Hunt et al. 2014) and, in particular, both Iversen and Rona have found no

increased risk of PTSD in UK servicewomen (lversen et al. 2008, Rona et al. 2007).

188 Figures from the Ministry of Defence, quoted by the BBC

http://news.bbc.co.uk/1/hi/uk politics/8259818.stm dated 17 Sep 2009. Accessed 15 Oct 2014.
189

Figures from the Ministry of Defence
http://www.mod.uk/Defencelnternet/FactSheets/OperationsFactsheets/OperationsinlragBritishFatalities.
htm accessed via The National Archives 15 Oct 2014. Of the 179 fatalities, 136 were as a result of hostile
action and 43 as a result of illness, accident or non-combat injury.

190

Figures from the Ministry of Defence
http://www.mod.uk/Defencelnternet/FactSheets/OperationsFactsheets/OperationsinlragBritishCasualties
.htm accessed via The National Archives 15 Oct 2014.
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Table 7-1 - Mental health admissions Scotland 2011-2012. Ratio of crude female:male

rates '°'
Diagnosis Ratio F:M

All diagnoses 0.90
Dementia 1.08
Alcohol misuse 0.45
Drug misuse 0.38
Schizophrenia 0.34
Mood (affective) disorders 1.41
Bipolar affective disorder 1.41
Depressive episode 1.30
Recurrent depressive disorder 2.39
Other psychotic disorders 0.83
Disorders of childhood 0.49
Neurotic, stress-related and 1.36
somatoform disorders
Personality disorders 3.35
Mental handicap 1.41
Other conditions 0.92

7.4.3 Tobacco

Many studies have reported an association between tobacco smoking and poor mental
health (Lasser 2000, Lawrence et al. 2009), although the direction of causality is not
clearcut (Fergusson et al. 2003). The relationship between smoking and mental health is
important in view of the increased prevalence of smoking in military personnel identified
in earlier publications (Lewthwaite and Graham 1992) and the increased risk of a number
of smoking-related conditions in veterans which has been demonstrated in the Scottish
Veterans study population. The toxic effects of nicotine'? include increased blood
pressure and heart rate and, in higher doses, abdominal pain, diarrhoea, dizziness, mental
confusion, faintness and sweating'?, which may be interpreted as symptoms of anxiety.
Nonetheless, many patients claim that smoking has a ‘calming’ effect (Dilsaver 1987).
This paradox was explored in a review of the evidence on the smoking-stress relationship
(Parrott 1999). In earlier studies the author had reported that smokers report increasing

stress levels with time elapsed since the last cigarette, and that smoking only resulted in

1 Source: Mental Health (Psychiatric) Hospital Activity Statistics year ending 31 March 2012. ISD Scotland

2012.

192 Nicotine is a plant alkaloid which acts as an acetylcholine agonist. It is readily absorbed though the

buccal and nasal mucosa following inhalation. With a half-life of around 2 hours, plasma levels build
throughout the day with repeated smoking. It is highly addictive, activating the dopamine-mediated reward
pathway in the brain.

193 Martindale, The Extra Pharmacopoeia 26" Ed. 1972
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an improvement in mood when the individual was nicotine-deprived. He therefore
postulated that the ‘relaxing’ effect of smoking reported by established adult smokers
simply reflected the relief of unpleasant nicotine abstinence symptoms which had built up
since the last cigarette. Overall, the fluctuating moods reported by smokers as their
nicotine levels wax and wane lead to higher overall levels of stress and anxiety than in
non-smokers. Studies on adolescents have also demonstrated a gradient of increasing
stress levels from non-smokers to occasional smokers to regular smokers (Lloyd and Lucas
1998) although the relationship is complex as perceived stress may also be related to
smoking uptake. The effect of smoking cessation was to ameliorate stress levels provided
that there was total abstinence; lapsed quit attempts or occasional smoking negated any

benefit (Parrott 1999).

7.4.3.1 Smoking and Post-Traumatic Stress Disorder

In the light of studies on the relationship between smoking and stress (Parrott 1999), an
association between smoking and PTSD may be predicted. A systematic review of the
published literature (Fu et al. 2007) identified 45 primary studies in English on the
relationship between smoking and PTSD and showed that individuals with PTSD were
more likely to be smokers than those without PTSD, and to smoke more heavily. The
difference persisted after adjusting for confounders. Quit rates were also lower in those
with PTSD. The prevalence of smoking among those with PTSD ranged from 34% to 86%,
with an average of 45% for current smoking and 63% for lifetime smoking. By contrast,
only 26% of UK adults in 2000, and 20% in 2012, were current smokers (Health & Social
Care Information Centre 2014). Eight out of 10 studies showed a positive association
between smoking and PTSD, in comparison with individuals without PTSD; odds ratios
ranged from 2.04 to 4.52. Following exposure to trauma, smoking increased in those with
PTSD compared to those who had been exposed to the same trauma but did not develop
PTSD. The direction of causality was less clear, in other words whether smoking
predisposed to PTSD or PTSD predisposed to smoking, and the authors concluded that the
evidence suggests bidirectionality. Several studies included in the review examined
military groups, including Vietnam combat veterans; one study found that combat
veterans with PTSD were more likely to be heavy smokers (225 cigarettes per day) than

combat veterans without PTSD. The association between level of nicotine dependence
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and PTSD symptoms was stronger for male smokers than for female smokers (Fu et al.

2007).

The view that PTSD predisposes to smoking, implying that that individuals start smoking
after the traumatic event, is inconsistent with the evidence on age at smoking initiation.
Analysis of the US National Comorbidity Survey Replication showed that the median age
of onset of PTSD in the USA was 23 years (Kessler and Berglund 2005), whilst 90% of
American smokers have started smoking by the age of 18 years and only 1% commence
smoking after the age of 26 years (National Cancer Institute 2012). It is more plausible
that the majority of adults who smoke after having been exposed to a traumatic incident
are either already established smokers or ex-smokers who relapse following the incident.
Data on the latter appear lacking; whilst a number of studies have examined quit rates in
individuals with established PTSD, no studies have been identified which estimate the risk
of relapse after a traumatic event, with or without PTSD, in those whose had previously
quit. A major cohort study failed to discuss concurrent psychological trauma in the
context of quit failure (Zhou et al. 2009), although there is other evidence that PTSD is
likely to result in an individual restarting smoking after a quit attempt (Zvolensky et al.

2008).

These studies suggest that there is a complex relationship between anxiety symptoms,
including PTSD, and smoking, and that military personnel who smoke may be more
susceptible to PTSD (for reasons which may be shared or causal) or, alternatively, may be
smoking in consequence of exposure to trauma. Support for the latter is provided by
DiNicola et al., who found that 35% of US personnel serving in Afghanistan in 2011 cited
‘stress’ as their reason for smoking (DiNicola et al. 2011), albeit that the term may have
encompassed job or personal stress, as identified by Hodgson (Hodgson 1997), as well as

traumatic stress.

7.5 Co-Morbidity

7.5.1 Mental Illness and Cardiovascular Disease

A positive association between cardiovascular disease and veteran status, in the Scottish
Veterans Health Study, has been demonstrated at Chapter 4, and this section will explore

the evidence for an association between mental illness and cardiovascular disease. This
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has been postulated for many years, initially based on empirical observations of patients
in mental health in-patient facilities (Tsuang et al. 1983). Mental illness is commonly
associated with multiple cardiovascular risk factors and their relative roles are difficult to
separate, as is the direction of effect. Obesity, tobacco smoking, alcohol misuse and drug
abuse are all common in mental health patients and are all independently associated with
cardiovascular risk (Kendrick 1996). A 15 year UK study (1987-2002) using data derived
from the General Practice Research Database examined 46,136 patients with severe
mental illness and 300,426 controls and found a significantly increased risk of death from
CHD in mental health patients aged 18-75 years even after adjusting for age, sex, smoking
and social deprivation, adjusted HR 2.88, 95% Cl 1.77-2.88 for age 18-49 years and 1.76,
95% Cl 1.54-2.01 for age 50-75 years. There was also an increased risk of stroke in older
patients with severe mental illness, adjusted HR 1.83, 95% Cl 1.45-2.31 for age 50-75
years and 1.33, 95% Cl 1.16-1.52 for age 75 years and over. The authors also examined
cancer mortality in patients with severe mental illness and found an increase for
respiratory cancers in those aged 50-75 years, HR 1.32, 95% Cl 1.04-1.68, but not for
other common cancers, although the difference for respiratory cancers became non-
significant when adjusted for smoking, deprivation and other confounders (Osborn and

Levy 2007).

A comprehensive review examined 88 papers published between 1964 and 2005 on the
link between depression and CHD and concluded that there was evidence to support a
causal role for depression in CHD (Frasure-Smith and Lesperance 2006). The study was
updated to include papers published to 2009 and a meta-analysis gave an effect size of
1.5-2.7, depending on the definition of CHD and the covariates for which adjustment was
made (Frasure-Smith and Lesperance 2010). Although there was good evidence to show
an association between depression and CHD, proof of causation was lacking; the authors
recommended that further research into causality was of less importance than improving

outcomes in depressed patients.

The association between anxiety and CHD was explored as a nested case-control study in
the US Normative Aging Study of 2,280 men aged 21 to 80 years at baseline in 1961 who
were followed up for 32 years (Kawachi et al. 1994b). The 402 cases who developed CHD
were compared with 1,869 CHD-free controls and significant associations were found to

occur with age, BMI, cholesterol and blood pressure. There was no increase in age-



Scottish Veterans Health Study Chapter 7 - Mental Health 338

adjusted OR or multi-variable OR with level of anxiety (assessed using a scale constructed
for the study) for total CHD, non-fatal Ml or non-fatal CHD but there was an elevated age-
adjusted OR for fatal CHD, OR 3.20, 95% Cl 1.27-8.09. This became non-significant when
adjusted for smoking, BMI, blood pressure, cholesterol, alcohol and family history of
heart disease, OR 1.94, 95% Cl 0.70-5.41. There was an increased risk for sudden cardiac
death although the numbers were very small. The Northwick Park Heart Study, a
prospective study drawn from three occupational groups in north-west London, examined
psychological profiles of the 127 participants out of 1408 who completed a questionnaire
and were free of IHD at baseline who developed fatal IHD during the 25 year follow-up
period to 1997 and found a positive association for both obsessional neurosis and
functional somatic complaints (Haines et al. 2001). In a shorter follow-up, the Northwick
Park Heart Study also demonstrated a strong association between anxiety and IHD in a
subset of 1,457 white men aged 40-64, of whom 105 had a first major episode of IHD
during follow-up to 1993. Fatal cases scored particularly strongly for phobic anxiety, RR
3.77,95% Cl 1.64-8.64, although the later study showed that this association diminished
in a linear fashion with time elapsed since questionnaire completion. The associations
remained significant even after adjusting for smoking and other cardiovascular risk
factors (Haines et al. 1987). These findings were supported by the US Health
Professionals Follow-up Study (Kawachi et al. 1994a). Questionnaires were received from
33,999 men aged 42-77 who were free of known cardiovascular disease at baseline in
1988. At the two year point there had been 168 cases of IHD, of which 40 were fatal.
There was no association between phobic anxiety and non-fatal Ml but there was a dose-
response relationship with fatal Ml with an age-adjusted RR of 3.01, 95% Cl 1.31-6.90 for
the highest phobic anxiety score. The excess risk persisted after controlling for BMI,
smoking, diabetes, hypertension, cholesterol, family history, alcohol and physical activity,
adjusted RR 2.5, 95% Cl 1.00-5.96. An association between mental ill-health and

cardiovascular disease therefore appears clear.

7.6 Hypothesis

As veterans are a subset of the wider population, the start point was the null hypothesis
that their risk of mental health disorder would not differ from that of non-veterans.
However, an increase in the risk of common mental health disorders has been

demonstrated in the serving population (Goodwin et al. 2015), and the Scottish Veterans
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Health Study has already demonstrated increased risk of lifestyle-related illness, including
cardiovascular disease and the smoking and alcohol related cancers, in the earliest birth
cohorts and in those with the shortest service (Chapters 4-6). It may therefore be
postulated that owing to shared risk factors, the same subgroups would exhibit a higher
risk of mental health disorder. This hypothesis was tested, overall and by subgroup, using

the same methodology as for cardiovascular disease and cancer.

The role of combat is more difficult to assess in the Scottish Veterans Health Study, in the
absence of data on individual deployment histories; inference of deployment history from
knowledge of major military operations in relation to specific periods of service is
possible, although it remains speculative in its impact on specific individuals.
Furthermore, wider societal trends may also impact on the mental health not only of the
veterans but also of the comparison group of non-veterans; for example, changes in

economic milieu and unemployment levels.

Results

7.7 Initial Mental Health Data Analysis

Data were available on a range of primary mental health diagnoses including mood
disorders, anxiety, stress or PTSD (as a subset of anxiety), psychosis and dementia, and on
mental health-associated outcomes including alcoholic liver disease, alcohol-related
death, suicide and self-harm. The data were drawn from SMRO1 general hospital
admission data, SMR04 mental health inpatient and hospital day case data, and death
certificates, and therefore reflect only the more severe end of the spectrum of mental ill-
health; they are not representative of the overall incidence of mental health conditions in
either veterans or non-veterans. The assumption has been made that there are no
systematic differences in the likelihood of admission or day case treatment between
veterans and non-veterans, other than the incidence and severity of disease, and
therefore the relative magnitude of severe cases will equate to the relative magnitude of

total cases.

The crude incidence for any primary mental health diagnosis, and for each diagnosis

individually, is shown at Section 1 of Table 7-2. For the category of ‘any mental health
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diagnosis’, the analysis was restricted to the first recorded episode, in order to eliminate
double counting. There was a statistically significant higher crude incidence in veterans
for all diagnoses except dementia, where there was no difference, and psychosis, where
the odds ratio was lower in veterans. The OR for stress or PTSD was very much higher in
veterans (OR 1.61, 95% Cl 1.47-1.78, p<0.001), but inspection of the data showed that
dual diagnosis (stress/PTSD plus another mental health diagnosis) was common, and as
the codes for stress/PTSD were a subset of the codes for anxiety, there had been some
double counting in this group. Accordingly, the analysis was repeated, excluding anyone
with a diagnosis of stress/PTSD at any position in the record. This showed that there
were no significant differences in odds ratio for a diagnosis of mental health disorder
between veterans and non-veterans after excluding anyone with a recorded diagnosis of
stress or PTSD, other than for psychosis where the reduction in OR in veterans was highly
significant, as shown at Section 2 of the table. The third section examines mental health-

related outcomes and shows no significant differences in crude incidence for suicide,

although the overall risk of non-fatal self-harm was significantly increased in the veterans.

Table 7-2 — Crude cumulative incidence of mental health o utcomes in veterans and non-

veterans (with ICD codes)

Veterans Non-veterans
n=56,205 n=172,741
n (%) n (%)

1CD-9/1CD-10 Code

p value'™*

Primary diagnoses

Any mental health All codes below 2,794 (4.97) 7,779 (4.50) <0.001

diagnosis195

Mood disorders F30-F39, 296 1,578 (2.81) 4,371 (2.60) <0.001

Anxiety F40-F48, 300, 308-309 1,415(2.52) 3,512 (2.03) <0.001
Stress/PTSD F43, 308-309 630 (1.12) 1,200 (0.69) <0.001

Psychosis F20-F29, 295 537 (0.96) 1,867 (1.08) 0.011

Dementia G30, FO0-F03, 290, 331.0 66 (0.12) 191 (0.11) 0.673

Primary diagnoses after

excluding PTSD

Any mental health All codes below 2,164 (3.85) 6,579 (3.81) 0.654

diagnosis196

Mood disorders F30-F39, 296 1,309 (2.33) 3,881 (2.25) 0.203

Anxiety FAO-FA8 (less F43), 300 785(1.40) 2,312 (1.34) 0.253

Psychosis F20-F29, 295 470 (0.84) 1,711 (0.99) 0.001

Dementia G30, FO0-F03, 290, 331.0 62 (0.11) 184 (0.11) 0.789

Secondary outcomes

Suicide See Section 7.12 267 (0.48) 918 (0.53) 0.106

Non-fatal self-harm See Section 7.13 1,628 (0.29) 4,247 (0.25) <0.001

194 p values for odds ratios

195

196

Mood disorders, anxiety, psychosis, stress/PTSD

Mood disorders, anxiety, psychosis
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Detailed analyses of individual diagnoses and mental health-related outcomes were

undertaken in order to explore patterns of risk in veterans, overall and by subgroup.

7.8 Mood Disorder

Mood disorder was defined as the occurrence of ICD-9 code 296 or ICD-10 codes F30-F39,
at any position in the record. As with all mental health disorders discussed in this chapter,
the data reflect only the more severe cases and are not representative of overall

incidence within the community, either in veterans or non-veterans.

7.8.1 Incidence
7.8.1.1 Overall

Over the period of the study, 1,578 veterans and 4,371 non-veterans were recorded as
having a diagnosis of mood disorder, equating to a cumulative incidence of 2.81% in
veterans and 2.60% in non-veterans. Using Cox proportional hazard analysis, veterans
had a statistically significant increase in risk compared with non-veterans, unadjusted HR
1.22,95% Cl 1.15-1.29, p<0.001 (Figure 7-1). The difference remained significant after
adjusting for deprivation, although it was slightly attenuated, HR 1.16, 95% ClI 1.09-1.23,
p<0.001. The hazard ratio for mood disorder after excluding anyone with a diagnosis of
stress or PTSD was lower, although it remained significantly increased for veterans, HR
1.13,95% Cl 1.06-1.21, p<0.001 in the unadjusted model, HR1.09, 95% CI 1.02-1.16,
p=0.012 after adjusting for deprivation. Testing for non-proportionality of the hazards

was non-significant, p=0.215.
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Figure 7-1 — Nelson-Aalen plot of all mood disorder by vet  eran status

7.8.1.2 Sex

Mood disorder affected 3.38% of veteran women (177 cases) compared with 3.48% of
non-veteran women (722 cases) and 2.75% of veteran men; the crude cumulative
incidence for non-veteran men was 2.49%. The difference in risk of all mood disorder
between veteran women and non-veteran women was not statistically significant, HR
1.05, 95% Cl 0.88-1.24, p=0.604 in the unadjusted model and HR 1.02, 95% CI 0.87-1.21,
p=0.775 after adjusting for deprivation, but for men it was significantly increased,
unadjusted HR 1.26, 95% Cl 1.18-1.34 and HR 1.20, 95% Cl 1.13-1.28, p<0.001 after
adjusting for deprivation. In both veterans and non-veterans, women had an increased
risk of mood disorder compared with men, but the increase was greater in non-veteran
women. For veterans, the hazard ratios for mood disorder in women referent to men
were 1.32,95% Cl 1.13-1.55, p=0.001 unadjusted and 1.20, 95% Cl 1.20-1.28, p<0.001
adjusted for deprivation, whilst for non-veterans the corresponding hazard ratios were

1.61, 95% Cl 1.49-1.75, p<0.001 and 1.67, 95% Cl 1.55-1.81, p<0.001.

7.8.1.3 Age

Veterans were slightly older at first recorded episode of mood disorder than were non-
veterans, mean ages 43.6 years (SD 9.6) for veterans and 42.5 years (SD 10.1) for non-
veterans. Overall there was little difference in the distribution of age at first recorded

episode (Figure 7-2).
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Figure 7-2 - Kernel density plot of age at first recorded episode of mood disorder

Veterans with a diagnosis of mood disorder who were Early Service Leavers had an earlier
age at diagnosis than non-ESL veterans; mean 42.5 years (SD 9.8) for ESL compared with
44.4 years (SD 9.4)) for longer-serving veterans. Veterans with mood disorder did not

differ in age at recruitment from all veterans (Figure 7-3).
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Figure 7-3 - Kernel density plot of age at recruitment
Veterans with mood disorder & all veterans

7.8.1.4 Birth Cohort

Analysis by birth cohort, for all mood disorder and examining men and women together,
showed a statistically significant increase in risk only for the oldest birth cohorts, 1945-
1954 (Figure 7-4). There was a gradual decrease in risk from the oldest birth cohorts to

the 1970-1974 cohort. There was then some evidence of increasing risk in the youngest
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birth cohorts, giving a U-shaped curve, although the confidence intervals were wide in the

latter subgroups.
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Figure 7-4 - Hazard ratios for mood disorder by birth coho  rt
Veterans referent to non-veterans
When people with a co-morbid diagnosis of stress or PTSD were excluded, the hazard
ratios were close to unity, except for the two oldest birth cohorts, where the increase in

risk persisted (Figure 7-5). The evidence for a U-shaped curve was much less apparent.
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Figure 7-5 - Hazard ratios for mood disorder less PTSD, by  birth cohort
Veterans referent to non-veterans

The kernel density plot of mood disorder by year of birth confirmed the increased risk in

older veterans (Figure 7-6).
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Figure 7-6 - Kernel density plot of mood disorder by year of birth
Veterans and non-veterans

7.8.1.5 Length of Service

When analysed by length of service, there was a clear gradient, with those veterans who
had served for the shortest length of time (Early Service Leavers) having the greatest
increase in risk of any mood disorder. Veterans who had served for longest had a lower

risk of mood disorder than the non-veteran population (Figure 7-7).
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A detailed breakdown by length of service and birth cohort demonstrated the increased
risk in all ESL, the reducing risk with longer service, the higher risk in the earlier birth

cohort, and the protection enjoyed by those with the longest service (Table 7-3).

Table 7-3 - Cox proportional hazard model of the associat  ion between veteran status and
mood disorder, overall and stratified by length of service and birth cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496

n HR 95% CI HR 95% CI HR 95% CI

Overall
Univariate 1,578 1.22 1.15-1.29 <0.001 1.32 1.22-1.42 <0.001 1.09 1.00-1.20 0.057

Multi- 1,578 1.16 1.09-1.23 <0.001 1.25 1.15-1.35 <0.001 1.08 0.99-1.19 0.088
variable

Length of service in 8 categories

Basic 242 160 1.40-1.82 <0.001 1.75 1.48-2.07 <0.001 1.50 1.22-1.85 <0.001
training

ESL (0-3 462 156 1.42-1.72 <0.001 166 1.46-1.89 <0.001 151 1.31-1.76 <0.001
years)

4-6 years 329 127 1.13-142 <0.001 1.42 1.23-1.65 <0.001 1.10 0.92-1.32 0.287

7-9 years 201 1.14 0.99-1.32 0.078 1.25 1.04-1.51 0.019 0.98 0.78-1.22 0.835

10-12years 119 0.86 0.71-1.04 0.118 098 0.77-1.25 0.899 0.68 0.50-0.93 0.016

13-16 years 95 094 0.67-1.18 0.627 1.14 0.87-1.49 0.344 0.68 0.47-0.96 0.031

17-22 years 76  0.85 0.66-1.09 0.192 091 0.69-1.22 0.547 0.70 0.43-1.15 0.159

223 years 51 0.53 0.39-0.71 <0.001 0.59 0.43-0.81 0.001 0.31 0.12-0.74 0.009

7.8.1.6 Geographical Region

When analysed geographically, the overall increased risk of mood disorder in veterans
was higher in the urban Central Belt regions than in the more rural Borders, Highlands
and Islands. When cases of co-morbid PTSD were excluded, the increase in risk became

non-significant in the more rural areas (Table 7-4).



Scottish Veterans Health Study Chapter 7 - Mental Health 347
Table 7-4 - Cox proportional hazard model of the associat  ion between veteran status and
mood disorder, stratified by region

Veteran Univariate Multi-variable

cases

HR 95% ClI p value 95% ClI p value

n

All mood disorder

Central Belt (South) 670 1.20 1.10-1.31 <0.001 1.13 1.03-1.23 0.010

Central Belt (North) 549 129 1.17-1.43 <0.001 1.23 1.11-1.36 <0.001

Borders, Highland & Islands 359 1.16 1.02-1.31 0.016 1.13 1.00-1.28 0.048

All mood disorder excluding co-morbid PTSD

Central Belt (South) 561 1.14 1.03-1.25 0.009 1.08 0.98-1.18 0.124

Central Belt (North) 445 1.17 1.04-1.31 0.006 1.12 1.01-1.26 0.040

Borders, Highland & Islands 303 1.08 0.94-1.23 0.264 1.04 0.91-1.19 0.557

7.8.2 Co-Morbidity

Odds ratios comparing veterans with non-veterans for a range of co-morbidities with
mood disorder were calculated and the results are summarised at Table 7-5, together
with crude cumulative incidences, for people with mood disorder and overall, for each
condition. The commonest physical co-morbidities with mood disorder were COPD,
cardiovascular disease, diabetes and peptic ulcer. Although the crude odds ratios
indicated a higher incidence in veterans compared with non-veterans for all conditions
examined except for alcoholic liver disease, where there was a reduction, statistical
significance was only achieved for cardiovascular disorders, alcoholic liver disease, and
also for colorectal cancer although in the case of the latter, the absolute incidence in the
comparison group of non-veterans with mood disorder appears very low. Among mental
health conditions, 30% of veterans and 25% of non-veterans also had a diagnosis of
anxiety. The difference was entirely accounted for by diagnoses of co-morbid stress or
PTSD in the veterans. The only secondary outcome for which veterans had a significantly
increased risk of co-morbidity with mood disorder was non-fatal self-harm. Veterans with

mood disorder were at significantly reduced risk of suicide compared with non-veterans.
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Table 7-5 - Risk of selected co-morbidities with mood dis
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order in veterans and non-veterans

Veterans Non-veterans Veteran cases compared
to non-veteran cases
Cases Pop. Cases Pop. 95% Cl
n=1,578 n=56,205 n=4,371 n=172,741
No. (%) (%) No. (%) (%)

Physical
COPD 229 (14.5) (4.3) 612 (14.0) (4.5) 1.04 0.90-1.19 0.618
Diabetes 146 (9.3) (3.4) 380 (8.7) (3.3) 1.06 0.89-1.28 0.503
Any cancer 142 (9.0) (6.4) 375 (8.6) (6.7) 1.05 0.87-1.26 0.612
Peptic ulcer 133 (8.4) (3.4) 305 (7.0) (3.0) 1.21 0.99-1.47 0.059
AMI 112 (7.1) (3.7) 221 (5.1) (1.6) 1.40 1.13-1.75 0.003
Alcoholic liver 75 (4.8) (1.2) 277 (6.3) (1.3) 0.75 0.58-0.96 0.022
disease
PAD 54 (3.4) (1.2) 103 (2.4) (0.8) 1.45 1.05-2.01 0.024
Stroke 50 (3.2) (1.0) 95 (2.1) (0.8) 1.46 1.04-2.04 0.028
Lung cancer 20 (1.3) (0.8) 40 (0.9) (0.6) 1.38 0.81-2.36 0.230
Colorectal cancer 21 (1.3) (0.6) 24 (0.5) (0.6) 2.42 1.35-4.34 0.002
Prostate cancer 11 (0.6) (0.4) 15 (0.3) (0.4) 2.03 0.93-4.41 0.068
Mental
Anxiety 477 (30.2) (2.5) 1102 (25.2) (2.0) 1.20 1.10-1.31 <0.001

Stress/PTSD 269 (17.0) (1.1) 490 (11.2) (0.7) 1.52 1.33-1.74 <0.001

Anxiety less 208 (15.9) (1.4) 612 (15.8) (1.3) 1.01 0.87-1.16 0.917
stress/PTSD
Psychosis 206 (13.1) (1.0) 708 (16.2) (1.1) 0.81 0.70-0.93 0.003
Dementia 15 (0.9) (0.1) 24 (0.5) (0.1) 1.73 0.91-3.29 0.090
Secondary
outcomes
Non-fatal self-harm 605 (39.3) (2.9) 1496 (35.5) (2.5) 1.11 1.03-1.19 0.008
Road traffic 358 (22.7) (14.1) 953 (21.8) (14.6) 1.04 0.93-1.16 0.468
accident
Alcohol-related 45 (2.9) (0.6) 114 (2.6) (0.7) 1.09 0.78-1.54 0.607
death
Suicide 41 (0.3) (0.5) 160 (0.4) (0.5) 0.71 0.51-1.00 0.045

7.8.3 Medication

Prescribing data were only available from 2009; therefore, only cases of mood disorder

first recorded from 2009 onwards were examined. A total of 209/248 (84.3%) of these

veterans and 696/815 (85.4%) non-veterans with mood disorder were prescribed

antidepressants. The difference was non-significant, OR 0.99, 95% Cl 0.93-1.05, p=0.663.

A further 7 veterans and 36 non-veterans with mood disorder were prescribed an

anxiolytic; analysing antidepressant and anxiolytic prescriptions together gave a similar

OR, 0.97, 95% C1 0.92-1.02, p=0.227.
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7.8.4 Case-Fatality

The mean follow-up from date of first admission for mood disorder to the date of death
or the end of the study on 31 December 2012 was 9.94 years (range 0-31.95 years) for
veterans and 9.37 years (range 0-31.89 years) for non-veterans, representing 15,685
person-years of follow-up in the veterans and 40,956 person-years in the non-veterans.
There were 274 (17.4%) deaths in veterans with mood disorder, equating to 17.5 per
1,000 person-years, and 770 (17.6%) deaths in non-veterans (18.8 per 1,000 person-
years). The commonest cause of death was IHD or AMI (45 (1.3%) veterans and 96 (0.9%)

non-veterans).

7.9 Anxiety Including Post-Traumatic Stress Disorder

Cases were recorded as having a diagnosis of anxiety if they had received day case
treatment or in-patient care for conditions coded as ICD-9 300, 308 or 309, or ICD-10 F40-
FA8 at any position in the record, or if any of these codes was recorded on the death
certificate. These codes encompassed diagnoses of stress reaction and PTSD, ICD-9 308

and 309 and ICD-10 F43, which were able to be separately identified.

7.9.1 Incidence
7.9.1.1 Overall

Over the period of the study, 1,415 veterans had a diagnosis of anxiety compared with
3,512 non-veterans, equivalent to a cumulative incidence of 2.52% and 2.03%
respectively. The increase in risk in veterans was highly statistically significant,
unadjusted HR 1.41, 95% Cl 1.33-1.51, p<0.001. The difference was attenuated but
remained statistically significant after adjusting for deprivation, HR 1.36, 95% Cl 1.27-
1.45, p<0.001. The difference is shown at Figure 7-8, and demonstrates an unusual
pattern with a steeper rise in the younger veterans, contrasting with non-veterans where
the risk increased more gradually with age. The Cox model was therefore not reliable,
and formal testing for non-proportionality of the hazards was highly significant, p<0.001.
Using a landmark age of 30 years to exclude the period of rapid increase in risk in the
veterans rendered the estat phtest test for non-proportionality of the hazards non-

significant, p=0.085; the hazard ratio remained highly significant, HR 1.34, 95% Cl 1.25-
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1.44, p<0.001 unadjusted and HR 1.30, 95% Cl 1.21-1.39, p<0.001 after adjusting for

deprivation.
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Figure 7-8 — Nelson-Aalen plot of anxiety by veteran statu s

Among the cases of anxiety, 630 (1.12%) veterans and 1,200 (0.69%) non-veterans had a
diagnosis of stress or PTSD, equating to 44.52% of the veteran cases and 34.17% of non-
veteran cases. |If cases of anxiety with a diagnosis of stress or PTSD were excluded
(Figure 7-9), the increased risk in veterans was reduced although it remained highly
significant, unadjusted HR 1.18, 95% Cl 1.09-1.28, p<0.001 and HR 1.14, 95% Cl 1.05-1.24,
p=0.002 after adjusting for deprivation. Testing for non-proportionality of the hazards
remained highly significant, p=0.001. However, using a landmark age of 30 years to
exclude the period of rapid rise in risk in veterans, the estat phtest test for non-
proportionality of the hazards was no longer significant, p=0.061, and the increase in risk
in veterans was greatly attenuated, unadjusted HR 1.12, 95%Cl 1.02-1.23, p=0.014, and
became non-significant after adjusting for deprivation, HR 1.08, 95% Cl 0.99-1.19,
p=0.085. The revised Nelson-Aalen plot at Figure 7-10 confirms that there was little
difference in risk of anxiety in veterans and non-veterans aged over 30 years after

excluding diagnoses of stress and PTSD.
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Figure 7-9 — Nelson-Aalen plot of anxiety excluding stress  /PTSD
by veteran status
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Figure 7-10 - Nelson-Aalen plot of anxiety excluding stres  s/PTSD
by veteran status, landmark age 30 years

In both Figure 7-8 and Figure 7-9, whereas the risk of anxiety increased smoothly with age
in the non-veterans, there was a step change in risk in the veterans corresponding to the
youngest age for military service, which was not seen in any of the physical conditions or

in mood disorder. This will be further explored in subsequent sections.
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7.9.1.2 Sex

There were 139 (2.66%) cases of anxiety in veteran women compared with 566 (2.73%) in
non-veteran women. The difference was not statistically significant either unadjusted, HR
1.10, 95% Cl 0.90-1.33, p=0.343, or after adjusting for deprivation HR 1.07, 95% CI 0.88-
1.30, p=0.472. In men, there were 1,276 (2.50%) cases in veterans and 2,946 (2.08%)
cases in non-veterans. The difference was highly significant, unadjusted HR 1.48, 95% ClI
1.38-1.58, p<0.001 and after adjusting for deprivation HR 1.42, 95% Cl 1.32-1.52, p<0.001.
Veteran women were not at statistically significantly increased risk of anxiety compared
with veteran men, unadjusted HR 1.10, 95% Cl 0.91-1.32, p=0.330, whilst for non-
veterans, women had a greatly increased risk of anxiety compared with men, unadjusted
HR 1.50, 95% Cl 1.38-1.65, p<0.001. Both hazard ratios were similar after adjusting for
deprivation. However, if stress and PTSD diagnoses were excluded, veteran women were
at higher risk of anxiety than veteran men, unadjusted HR 1.43,95% Cl 1.15-1.79,
p=0.002, similar to non-veteran women referent to men where the hazard ratio was 1.59,
95% Cl 1.43, 95% Cl 1.43-1.77, p<0.001. Again, the hazard ratios were little changed after
adjusting for deprivation. Female veterans were at lower risk of stress or PTSD than were
male veterans although the difference was not statistically significant, adjusted HR 0.75,
95% Cl 0.54-1.04, p=0.081. For non-veterans, the reverse was the case, with the risk of
stress or PTSD for non-veteran women being statistically significantly higher than for non-

veteran men, HR 1.42,95% Cl 1.21-1.67, p<0.001.

7.9.1.3 Age

Mean age at first record of anxiety was 40.0 years (SD 10.4) for veterans and 39.4 years
(SD 10.9) for non-veterans, examining men and women together. If stress and PTSD were
excluded, the mean ages were slightly higher, 40.7 years (SD 11.0) for veterans and 40.4
years (SD 11.3) for non-veterans. The kernel density plot showed a similar distribution for
both veterans and non-veterans (Figure 7-11), but indicated that a higher proportion of
cases in non-veterans were diagnosed under the age of 40 years, whilst the reverse was

the case for veterans.
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Figure 7-11 - Kernel density plot of age at first recorded episode of anxiety
Veterans and non-veterans

For stress and PTSD, the kernel density plot showed a similar pattern (Figure 7-12). The

mean age at presentation was 39.7 years (SD 9.7) for veterans and 38.1 years (SD 9.7) for

non-veterans.
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Figure 7-12 - Kernel density plot of age at first recorded episode of stress/PTSD
Veterans and non-veterans

7.9.1.4 Birth Cohort

Analysis by birth cohort, for all anxiety diagnoses and examining men and women
together, showed a statistically significant increase in risk for veterans in all birth cohorts

but especially in veterans born from 1970 onwards (Figure 7-13).
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Figure 7-13 - Hazard ratios for anxiety by birth cohort
Veterans referent to non-veterans
When people with stress or PTSD were excluded, there was no significant difference
between veterans and non-veterans, other than in the two earliest birth cohorts
(Figure 7-14). Overall, the risk in veterans relative to non-veterans decreased steadily
over the period, and there was a non-significantly lower risk in veterans born from 1970

onwards, although the confidence intervals were wide.
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Figure 7-14 - Hazard ratios for anxiety excluding PTSD, by  birth cohort
Veterans referent to non-veterans

For diagnoses coded as stress or PTSD, the hazard ratios for veterans referent to non-
veterans were increased for all birth cohorts, but especially for veterans born from 1970,

although there were wide confidence intervals for those born from 1975 (Figure 7-15).
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Figure 7-15 - Hazard ratios for stress and PTSD by birth ¢ ohort
Veterans referent to non-veterans

Examination of the kernel density plots for incidence of anxiety less stress/PTSD, and for
stress or PTSD, by year of birth revealed a markedly different pattern for the two
diagnostic groups (Figure 7-16 and Figure 7-17), although the overall pattern was similar
in both veterans and non-veterans. For anxiety excluding all stress/PTSD diagnoses, there
was a clear excess of cases in the older veterans, whilst for stress and PTSD, there was a
modest excess in veterans born in the 1950s, but for those born in the 1960s, there was
an excess in the non-veterans. This parallels the dip in hazard ratios seen in the 1960s
birth cohorts in Figure 7-15, and can be seen to result from an increased incidence in the

non-veterans comparison group as well as a reduction in the veterans.
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Figure 7-17 - Kernel density plot of stress or PTSD by yea r of birth
Veterans and non-veterans

Median year of birth for veterans with stress or PTSD was 1959 (IQR 1953-1966); for
anxiety excluding stress/PTSD, it was 1955 (IQR 1950-1962). The median year of birth for
all veterans was 1959 (IQR 1952-1966).

7.9.1.5 Length of Service

Analysing all anxiety together, veterans showed a reducing risk with length of service, as
shown at Figure 7-18. The highest risk was in Early Service Leavers, including those who
had left before completing training. The risk in veterans who completed at least a
minimum engagement was similar to that of non-veterans, increasing slightly in middle
and older age, and the veterans with the longest service had a lower risk than the non-
veterans. The median length of service was 4.2 years (IQR 1.0-9.0) for veterans with a

stress/PTSD diagnosis, compared with 6.3 years (IQR 2.2-12.3) for all veterans.
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Figure 7-18 - Hazard ratios for all anxiety by length of s ervice
Non-veterans for comparison
The pattern of risk for ESL who had entered trained service showed an abrupt early rise,
which contrasted sharply with the more gradual rise seen in all physical conditions, in
mood disorder and in anxiety in both longer-serving veterans and non-veterans
(Figure 7-18). When the data for stress and PTSD were examined by length of service,

this pattern was even more marked (Figure 7-19).
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Figure 7-19 - Hazard ratios for stress and PTSD by length  of service
Non-veterans for comparison

Analysis by birth cohort and length of service confirmed the inverse relationship between

anxiety and length of service (Table 7-6 and Table 7-7), and that the increase in risk was
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predominantly due to increased diagnoses of PTSD in the veterans, although those with
the shortest service were at increased risk of any anxiety even after excluding stress and
PTSD (Table 7-8). Fourteen veterans had a record of a stress/PTSD diagnosis predating
military service; 70% of that group went on to become ESL and none completed more

than 7 years’ service.

Table 7-6 - Cox proportional hazard model of the associat  ion between veteran status and all
anxiety, overall and stratified by length of servic e and birth cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496

n HR 95% CI HR 95% CI HR 95% CI

Overall
Univariate 1,415 1.41 1.32-1.51 <0.001 1.43 1.32-1.56 <0.001 1.39 1.25-1.54 <0.001

Multi- 1,415 136 1.27-1.45 <0.001 1.36 1.25-1.48 <0.001 1.36 1.23-1.51 <0.001
variable

Length of service in 8 categories

Basic 215 1.84 1.60-2.11 <0.001 1.87 1.56-2.23 <0.001 1.81 1.44-2.27 <0.001
training

ESL (0-3 435 183 1.65-2.02 <0.001 1.83 1.61-2.09 <0.001 1.83 1.55-2.15 <0.001
years)

4-6 years 291 140 1.24-1.58 <0.001 1.47 1.25-1.71 <0.001 1.31 1.07-1.60 0.010
7-9 years 182 138 1.18-1.60 <0.001 1.48 1.23-1.79 <0.001 1.22 0.95-1.56 0.127

10-12 years 100 0.93 0.75-1.15 0.525 1.02 0.78-1.32 0.904 0.80 0.55-1.15 0.227

13-16 years 84 1.04 0.81-1.32 0.782 0.99 0.72-1.37 0964 1.08 0.74-1.56 0.694

17-22 years 66 096 0.71-1.29 0.770 0.87 0.61-1.25 0.448 1.19 0.72-1.99 0.498

223 years 40 0.56 0.39-0.81 0.002 0.59 0.39-0.88 0.010 0.44 0.16-1.18 0.102
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Table 7-7 - Cox proportional hazard model of the associat  ion between veteran status and
stress or PTSD, overall and stratified by length of service and birth cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496

n HR 95% ClI HR 95% ClI HR 95% ClI
Overall
Univariate 630 1.18 1.09-1.28 <0.001 1.95 1.69-2.24 <0.001 1.80 1.55-2.08 <0.001

Multi- 630 1.14 1.05-1.24 0.003 1.84 1.60-2.12 <0.001 1.75 1.51-2.03 <0.001
variable

Length of service in 8 categories

Basic 99 2.52 2.05-3.10 <0.001 2.72 2.06-3.60 <0.001 2.41 1.77-3.27 <0.001
training

ESL (0-3 184 222 1.89-2.61 <0.001 2.26 1.81-2.84 <0.001 2.25 1.79-2.83 <0.001
years)

4-6 years 114 160 1.31-1.94 <0.001 1.49 1.12-1.99 0.007 1.74 1.32-2.28 <0.001
7-9 years 85 190 1.522.37 <0.001 2.30 1.71-3.08 <0.001 1.48 1.05-2.10 0.025

10-12 years 48 133 0.98-1.81 0.068 135 0.89-2.08 0.158 1.28 0.81-2.00 0.280

13-16 years 47 184 1.33-2.52 <0.001 240 1.62-3.56 <0.001 1.23 0.72-2.10 0.447

17-22 years 36 1.73 1.17-2.55 0.006 1.68 1.03-2.72 0.037 180 0.90-3.57 0.073

223 years 16 085 0.48-1.51 0574 092 0.49-1.73 0.797 0.61 0.15-2.48 0.494

Table 7-8 - Cox proportional hazard model of the associat  ion between veteran status and
anxiety, excluding stress or PTSD, overall and stra tified by length of service and birth
cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496

n HR 95% CI HR 95% CI HR 95% CI

Overall
Univariate 785 1.18 1.08-1.28 <0.001 1.23 1.11-1.39 <0.001 1.07 0.93-1.25 0.324

Multi- 785 1.14 1.05-1.24 0.002 1.16 1.05-1.29 0.040 1.10 0.95-1.28 0.198
variable

Length of service in 8 categories

Basic 116 147 1.22-1.78 <0.001 1.52 1.21-1.92 <0.001 136 0.96-1.91 0.079
training

ESL (0-3 251 1.62 1.42-1.85 <0.001 1.66 1.41-1.95 <0.001 1.54 1.22-1.94 <0.001
years)

4-6 years 177 130 1.11-1.52 0.001 145 1.21-1.74 <0.001 0.99 0.73-1.34 0.964

7-9 years 97 109 0.89-135 039 1.16 0.90-1.49 0.256 0.99 0.69-1.42 0.948

10-12years 52 0.72 0.54-097 0.030 0.88 0.30-1.22 0.432 0.42 0.22-0.81 0.010

13-16 years 37 0.61 0.41-0.90 0.012 041 0.23-0.75 0.003 0.93 0.56-1.55 0.782

17-22 years 30 0.67 0.39-094 0.027 0.56 0.33-0.95 0.032 0.74 0.33-1.67 0.478

223 years 24 046 0.29-0.74 0.002 0.49 0.29-0.81 0.006 0.33 0.08-1.32 0.118
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7.9.1.6 Geographical Region

There was little difference in the risk of anxiety or stress/PTSD when analysed by

geographical region of residence (Table 7-9).

Table 7-9 - Cox proportional hazard model of the associat  ion between veteran status and
anxiety or stress/PTSD, stratified by region

Veteran Univariate Multi-variable

cases

95% ClI p value HR 95% ClI p value

n

All anxiety

Central Belt (South) 613 1.47 1.33-1.62 <0.001 1.40 1.27-1.54 <0.001
Central Belt (North) 442 1.36 1.22-1.53 <0.001 1.30 1.16-1.45 <0.001
Borders, Highland & Islands 359 1.40 1.23-1.59 <0.001 1.36 1.20-1.55 <0.001
Stress or PTSD

Central Belt (South) 266 1.82 1.56-2.12 <0.001 1.71 1.46-2.00 <0.001
Central Belt (North) 212 1.96 1.65-2.33 <0.001 1.85 1.55-2.19 <0.001
Borders, Highland & Islands 151 1.82 1.48-2.23 <0.001 1.77 1.44-2.17 <0.001

7.9.1.7 Year of Diagnosis

Because of the unusual pattern of incidence, particularly for stress/PTSD diagnoses,
further examination of the data was undertaken. A kernel density plot of date of
diagnosis of first episode showed a sharp peak in stress/PTSD diagnoses around 2000, in
both veterans and non-veterans (Figure 7-20) which was not seen in other anxiety
diagnoses, where a more even spread pertained across the years for which follow-up data

were available (Figure 7-21).
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A graph was therefore plotted of absolute number of stress/PTSD diagnoses in each year,

for veterans and non-veterans'”. This demonstrated a gradual rise from baseline at 1981

to 1996, followed by an abrupt increase from 1997 in both veterans and non-veterans,

falling in 2001-2 to a steady state with a higher level in the veterans than non-veterans.

"7 Number of non-veteran cases divided by 3 to allow for 3:1 sample size
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(Figure 7-22). The peak in veterans was substantially higher than that in non-veterans.
Stratifying by grouped year of diagnosis, the Cox proportional hazard ratio confirmed this
pattern of a greatly increased risk for first diagnoses occurring between 1997 and 2001

compared with all other years, adjusted HR 2.15, 95% Cl 1.79-2.59, p<0.001.
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Figure 7-22 — Number of PTSD diagnoses by year
Veterans and non-veterans
Number of non-veteran cases divided by 3 to compensate
for 3:1 matching of non-veterans:veterans

7.9.2 Medication

Among cases of anxiety first recorded from 2009 onwards (the start of prescribing data),
91 (47.6%) of the 191 veterans and 223 (43.5%) of the 513 non-veterans were prescribed
anxiolytics. The difference was not statistically significant, OR 1.10, 95% Cl 0.92-1.31,
p=0.322.

7.9.3 Case-Fatality

The mean follow-up from date of first admission for any anxiety diagnosis to the date of
death or the end of the study on 31 December 2012 was 13.55 years (range 0-31.94
years) for veterans and 13.15 years (range 0-31.96 years) for non-veterans, representing
19,173 person-years of follow-up among the veterans and 46,183 person-years in the

non-veterans. There were 225 (15.9%) deaths among veterans with anxiety, equating to
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11.7 per 1,000 person-years, and 577 (16.4%) deaths among non-veterans (12.5 per 1,000

person-years).

For stress and PTSD, the mean follow-up from date of first admission to the date of death
or the end of the study on 31 December 2012 was 12.24 years (range 0-31.22 years) for
veterans and 12.70 years (range 0-31.83 years) for non-veterans, representing 7,711
person-years of follow-up in the veterans and 15,240 person-years in the non-veterans.
There were 89 (14.1%) deaths among veterans with stress or PTSD, equating to 11.5 per
1,000 person-years, and 199 (16.6%) deaths among non-veterans (13.1 per 1,000 person-

years).

The commonest causes of death for people with a diagnosis of anxiety were AMI and
lung cancer in veterans, and AMI, alcoholic liver disease and lung cancer in non-veterans.
In non-veterans with stress or PTSD, the commonest causes of death were suicide,
alcoholic liver disease and AMI, whilst for veterans no single cause of death

predominated apart from 7 cases of AMI (7.9% of deaths in veterans with stress/PTSD).

7.9.4 Commentary - Mood Disorder and Anxiety
7.9.4.1 Main Findings

The data for mood disorder in veterans were unremarkable. There was a modest
increase in the overall hazard ratio for veterans compared with non-veterans, which was
reduced after adjusting for deprivation and still further reduced when co-morbid stress or
PTSD were excluded. Analysis by birth cohort showed the increase in risk to be entirely
confined to the two oldest birth cohorts, 1945-1949 and 1950-1954. When analysed by

%8 showed an increased risk of mood disorder

length of service, the two ESL categories
compared with all non-veterans. Veterans with between 4 and 12 years service had a
similar risk to non-veterans, whereas those with longer service showed a reduction in risk.
Mood disorder was significantly correlated with a higher risk of COPD, cardiovascular
disease, peptic ulcer, diabetes and non-fatal self-harm in both veterans and non-veterans,
but the risk was higher in veterans. There was also an association with risk of colorectal

cancer in veterans but as the absolute number of cases was small, this may have been a

spurious finding.

1% Failed to complete basic training, and trained but left prior to completing minimum engagement
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In contrast to mood disorder, the data on anxiety, stress and PTSD revealed a high degree
of complexity. Overall, veterans were more likely to be admitted with an anxiety or
stress/PTSD diagnosis than non-veterans, but the excess risk has changed over time.
Stress and PTSD diagnoses accounted for most of the excess. Birth cohort analysis
showed a risk of stress/PTSD in veterans approximately double that for non-veterans in
those born 1945-1959. The subsequent 2 five-year groups (covering 1960-1969)
exhibited a smaller increase in risk, but this was predominantly due to a higher incidence
of stress and PTSD in non-veterans born in those years rather than a reduction in
incidence in the veterans. The excess risk in veterans then increased, with the greatest
increase being in those born 1975-1979. Examination by year of diagnosis revealed a
striking pattern with a marked increase in the years 1997-2001 in both veterans and non-
veterans, although it was higher in the veterans. This period did not coincide with any
major military deployment. Furthermore, when analysed by length of service, the
greatest increase in risk was in those who had not completed initial training and therefore

could not have experienced combat.

When examined by age at diagnosis, there was an abrupt increase in risk which coincided
with the age of commencement of military service and which did not match the pattern
of any other condition, mental or physical. Further analysis showed that this was
predominantly due to cases of stress or PTSD occurring in ESL who had completed
training. In the birth cohort analysis, there was an elevated risk of any anxiety across all
birth cohorts, but it was highest in the two youngest cohorts, born 1970 onwards.
However, if stress/PTSD diagnoses were excluded, the pattern became similar to that
seen in many other diagnoses, physical and mental, with increased risk in the two oldest
cohorts (born prior to 1955), hazard ratios close to unity for those born in the 1960s and a
non-significant reduction in risk in veterans in the youngest birth cohorts. By contrast,
for stress and PTSD, there was a strongly elevated risk in veterans across all birth cohorts,
with a relative dip in those born in the 1960s, and the highest risk was in the most recent
birth cohorts. Veterans with stress or PTSD were younger on average than those with

anxiety excluding stress/PTSD.
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7.9.4.2 Previous Studies

There has been much research on PTSD in military personnel in the last 30 years,
predominantly focussing on the effects of deployment and combat. Initial research on
Vietnam veterans was followed by comprehensive studies of both US and UK military
personnel and a consistent picture of the risk factors is emerging, as summarised by Jones
et al. These include lower rank, having a combat role, having left service, having had a
serious accident, and having experienced major childhood adversity, with having left
service making the greatest contribution to risk. The authors noted that a possible reason
for the latter could have been increased willingness to admit to symptoms after leaving
service. Deployment status is not independently associated with risk of PTSD (Jones et al.
2013). There has been limited work on PTSD in UK veterans, the most comprehensive
studies having been conducted by Brewin et al. as part of a Ministry of Defence funded
study. The researchers were give access to over 100 veterans in receipt of war pensions
for both psychological and physical disorders, and to their in-service medical and
administrative records. They were able to examine risk factors for both immediate-onset
(within 6 months of the traumatic event) and delayed-onset PTSD (more than 6 months
after the event), access to medical care and treatment in-service and history of
disciplinary offences. In an important series of papers, they reported that 25% of those
later diagnosed with delayed-onset PTSD had experienced some symptoms prior to the
occurrence of the in-service traumatic event, and that those with delayed-onset PTSD
were significantly more likely than those without PTSD to have experienced a severe life
stressor (most commonly personal health or relationship problems) in the 12 months
prior to onset (Andrews et al. 2009). Those who had first experienced psychological
symptoms whilst in service (60% of all the sample of veterans who had received a
diagnosis of PTSD) were highly likely (81% of cases) to have received medical care and
treatment in-service, half of such health contacts having been initiated after being
prompted by senior officers or diagnosed after injury. This contradicted the widely-held
belief that service personnel are reluctant to seek help in service for psychological
problems. The researchers also found that most of the diagnoses of PTSD were made in
the 1990s (32/46) compared with just 2 diagnoses in the 1980s and 6 in the period 2000-
2005 (Brewin et al. 2012a). This pattern is consistent with the pattern of PTSD diagnoses

observed in the Scottish Veterans dataset.
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Brewin et al. also examined the medical and administrative records of veterans who
developed PTSD after discharge to explore possible objective predictors. They found no
difference in history of presentation to the medical services with psychological symptoms
in comparison with the control group of veterans who did not have PTSD (war pensioners
with physical conditions). However, the delayed PTSD group had record of a significantly
greater number of disciplinary offences, which predated the trauma exposure. The
predominant offences were absence without leave and dishonesty; violent offences and
drunkenness were no more frequent than in the controls. The authors cautioned that the
excess of prior disciplinary action for dishonesty could be associated with an increased
rate of malingering for secondary gain in those presenting post-service with delayed-
onset PTSD, whilst noting that validation was provided by the independent assessment of

the diagnosis for war pensions purposes in the study sample (Brewin et al. 2012b).

7.9.4.3 Risk Factors for Post-Traumatic Stress Disorder

The military experience of the veterans represented in the Scottish Veterans dataset
collectively spanned the years 1960 (as junior soldiers) through to 2012, and
encompassed periods of intense operational activity as well as periods when training and
military exercises predominated. It took place against a background of socio-economic
change in the wider community, both during the veterans’ time in service and beyond it
as they adjusted to veteran status, whilst the socio-economic setting also impacted on
the non-veteran comparison group. The following discussion therefore endeavours to
interpret the findings holistically, considering not just the risk of exposure to traumatic

events but also background factors which may have increased susceptibility to PTSD.

The criteria for a diagnosis of PTSD include experiencing or witnessing a traumatic event
involving death or serious injury and resulting in fear, helplessness or horror, followed by
persistent re-experiencing of the event, numbing or avoidance of stimuli, increased
arousal and clinical distress or impaired social functioning (American Psychiatric
Association 1994). The DMS-IV criteria for PTSD are listed at Appendix 8. There are
gender differences in susceptibility, with women being more likely to develop PTSD than
men following assault, but not following other types of traumatic event (Stein et al.
2000). Estimates of the prevalence of PTSD in the community vary widely; Breslau cites a

lifetime prevalence of about 1 in 12 of the adult population, or 15-24% of those exposed
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to a traumatic event. Exposure to violent crime or accidental death was associated with a
current prevalence rate of 7-11% (Breslau 2001). Koenen et al. demonstrated that
susceptibility to PTSD was increased by early childhood factors including family adversity,
family history of mental health difficulties and low SES, using a longitudinal birth cohort
study (Koenen et al. 2007). Schoedl et al. found that early childhood traumatic events
(death of a family member or close friend, sexual abuse, physical or emotional abuse)
were strongly correlated with the development of adult PTSD, providing support for the
hypothesis that childhood events sensitise to adult traumatic stress (Schoedl et al. 2013).
Brown et al. reviewed the literature on early childhood risk factors for a range of mental
health disorders in adulthood and found that separation from a parent, death of a parent
and parental divorce were all associated with increased risk of anxiety and panic disorder

(Brown and Harris 1993).

In military personnel, risk factors for PTSD have been extensively studied since the
Vietham War, as noted above. UK studies have failed to show that operational
deployment per se increases the prevalence of PTSD (lversen et al. 2009) although having
a combat role is a risk factor. The proportion of serving personnel who experience
combat has been discussed at Section 7.4. A factitious history of combat also occurs;
Frueh et al. found objective evidence of combat in only 41% of US Vietnam veterans
seeking treatment for combat-related PTSD. Those who had no record of combat were
paradoxically more likely to report witnessing or committing battlefield atrocities than
those who had been in combat, as noted at Section 7.4, and a small number had no
record of service in Vietnam, or even in the military. Whilst acknowledging that many
veterans do suffer severe symptoms, the authors recommended careful evaluation of all
those presenting with combat-related mental health problems (Frueh et al. 2005),
consistent with Brewin et al.’s observations on possible malingering in association with a
history of dishonesty (Brewin et al. 2012b). In a commentary on Frueh’s paper, Wessely
noted the need to examine ‘war stories’ “for what is said . . and for what is unsaid”. He
guestioned why there was a reluctance to examine the stories of Vietnam veterans,
noting inter alia a fear of being seen to do other than accept the narratives at face value
(Wessely 2005). In a study of over 8,000 deployed and non-deployed UK personnel
analysed together, Jones et al. demonstrated that a history of childhood adversity was
highly significant, OR 3.3, 95% Cl 2.1-50. A combat role was associated with an increased
risk of PTSD in the same study, OR 2.7, 95% Cl 1.9-3.9, but the authors concluded that
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vulnerability factors such as childhood adversity may be at least as important as combat.
They recommended that healthcare providers should explore factors unrelated to
deployment, and those which may have occurred pre-service, as part of their clinical

management of cases (Jones et al. 2013).

The criteria for selection of the veterans’ cohort for the Scottish Veterans study provide
assurance that the histories of military service are valid (Section 2.2.2.3). However, in
seeking to explain the higher risk of PTSD consistently observed in the dataset across a
wide-ranging group of veterans, which included those who had not experienced combat
nor indeed even completed initial training, it is essential to have confidence that the
diagnoses are also valid. Although the mental healthcare and secondary care origin of the
diagnoses suggests a greater assurance of validity than, for example, self-reported survey
data, the possibility cannot be excluded that eliciting a history of military service may
have introduced a degree of diagnostic bias on the part of civilian healthcare providers,
perhaps coupled with a reluctance to explore deeply the antecedent military, pre-service
and post-service history (Frueh et al. 2005, Wessely 2005, Dobbs 2009). Alternatively, a
short period of military service may act as an enabler, such that an individual affected by
trauma, albeit not necessarily arising from military exposure, feels more able to admit to
symptoms. Other aspects of overdiagnosis are explored at Section 7.9.4.8. Thisis a
complex area and further studies would be needed to test this hypothesis in relation to

the Scottish Veterans dataset.

7.9.4.4 The 1960s Birth Cohorts

The finding of an increased rate of PTSD in non-veterans born in the 1960s, which
reduced the excess risk among veterans in the same birth cohorts, was unexpected. The
1960s represented a period of social and political turmoil in the UK. The then Prime
Minister Harold Macmillan’s positive economic assessment of the late 1950s was rapidly
followed by a wage freeze in 1961 in the face of rising inflation. National income declined
despite measures to boost the economy, and there was widespread public
disillusionment'”. Racial tension was beginning to emerge, there were rising numbers of

industrial disputes and, towards the end of the decade, widespread student unrest.

199 'The British Political Scene in the 1960s' http://www.leeds.ac.uk/politics/cbl/brit/scene.htm accessed 23
Oct 2014
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Women were entering the labour force in increasing numbers*®, altering both family
dynamics and the potential for women to live independently. Divorces rose rapidly
throughout the decade, from 24,000 in 1960 to 119,000 in 1972%". It is plausible that
economic hardship, the relatively new concept of working mothers, and families going
through the trauma of divorce, provided the stressful background which sensitised

children born and growing up in that decade to later mental ill-health.

Children who were born from 1958 to 1970 entered the labour market between 1974 and
1986, or later for those who continued in full-time education. Government data show
rising unemployment throughout that period, from 2.6% in 1974 to a peak of 13% of the
eligible workforce by 1982 (Denman and McDonald 1996). For those leaving school, the
key data are youth employment figures. Reliable pre-1992 figures for youth
unemployment are unavailable but the rate has recently been shown to be double the
general population rate in most European countries®. If that holds true for the 1970s,
school leavers were highly likely to face unemployment, and the Armed Forces, which
were recruiting heavily in the face of intense operational activity in Northern Ireland,

would have provided a welcome employment opportunity.

Evidence from the Scottish Veterans Health Study has demonstrated that although
veterans born in the 1960s continued to have a higher risk of later stress and PTSD than
non-veterans, the relative increase was smaller. One obvious difference between the
two groups is employment history; by definition, all the veterans went into employment,
whereas some of the non-veterans would have been unemployed. Both veterans and
non-veterans may be equally likely to have experienced early childhood stressors such as
family breakdown, paternal involvement in industrial unrest and economic hardship. It is
therefore plausible that at a time of high youth unemployment, joining the Armed Forces
was beneficial to mental health and, in particular, afforded a degree of protection against

later development of stress/PTSD, even in the presence of adverse early childhood

200 'sixties Britain: A social and cultural revolution?'
http://www.nationalarchives.gov.uk/education/topics/sixties-britain.htm accessed 23 Oct 2014
201

Divorce data from the Office for National Statistics, London

202:G20 Labour Ministers must focus on young jobseekers'
http://www.oecd.org/newsroom/g20labourministersmustfocusonyoungjobseekers.htm accessed 23 Oct
2014




Scottish Veterans Health Study Chapter 7 - Mental Health 370

events. This benefit could, however, be negated by becoming ESL and entering or re-

entering the unemployment pool.

7.9.4.5 Peak in New Diagnoses 1996-2002

There was an unexpected peak in diagnoses of stress or PTSD, in both veterans and non-
veterans, beginning after 1996 and ceasing by 2002. There is a strong temporal
relationship with a major legal action by military veterans against the Ministry of Defence
(MOD), alleging that the MOD had been negligent in failing to take measures to prevent,
detect or treat the development of psychiatric illness in general and PTSD in particular
(McGeorge et al. 2006). Judgment was given in May 2003 when the High Court in
London ruled, in a test case involving 18 of the veterans, that the MOD had not been
negligent. The case had lasted over a year and incurred an estimated £20 million in legal
costs. It had been preceded by a single case in 1994 when a Falklands veteran, employing
the freedom to take legal action against the MOD which had then only recently been
granted with the repeal of Section 10 of the Crown Proceedings Act 1947, commenced a
civil claim in negligence against the MOD, including for PTSD which, he alleged, he had
developed after service in the Falkland Islands in 1982. The case was settled out of court
and compensation of £100,000 was paid, without admission of liability (Beggs 1994).
Nonetheless this case appears to have paved the way for the subsequent action, and
active case-finding by legal firms followed, accompanied by widespread publicity,
culminating in October 1999 in the establishment by a legal firm of a formal group of
post-1987 veterans (predominantly Gulf, Bosnia and Northern Ireland veterans) who

would form the nucleus of the eventual class action®,

At the same time, PTSD was becoming more widely discussed in the UK, having originally
been thought to be specific to the US and Vietnam veterans. Jones et al. noted that as
late as 1986, ‘post traumatic syndrome’ received only scant acknowledgment in the
Oxford Textbook of Psychiatry (Jones and Wessely 2007) despite the inclusion of PTSD in
DSM-IIl from 1980. The number of dated webpages (many are undated and therefore not
included) returned by a Google search for <PTSD>, by calendar year, provided an

indication of growing public interest in PTSD. Superimposing this additional information

203 Military Post-Traumatic Stress Disorder Group 2 Newsletter. May 2000. Linder Myers, Manchester.
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on Figure 7-22 sheds light on a possible factor underpinning the rapid rise in PTSD

diagnoses (Figure 7-23).
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Modelling the frequency of occurrence of the phrase ‘post traumatic stress disorder’ in
printed books published between 1975 and 2008, using the Google Ngram Viewer?®
application, similarly produced a good fit with the rising number of PTSD diagnoses from
1980 and the steeper rise from 1995 when plotted as a composite graph with Figure 7-22,

as shown in Figure 7-24.

204 An n-gram is a contiguous sequence of words or other linguistic units. N-gram models are used in

statistical methods in linguistics; the Google Ngram Viewer determines the frequency of specified search
terms in a database of over 5 million books published to 2008 and returns the result in graphical format.
Information from http://en.wikipedia.org/wiki/Google Ngram Viewer and
http://en.wikipedia.org/wiki/N-gram accessed 1 May 2015.




Scottish Veterans Health Study Chapter 7 - Mental Health 372

60

50 4

-
o

—\/eterans

Number of cases
w
=

Non-veterans

20
10

O S SR A S I A S B A g
W7 DT DT AR DT DT DT DT DT RS AR DT AT AR D

Year of diagnosis

Figure 7-24 - PTSD diagnoses per year, with frequency of p  hrase in printed books
Light blue line denotes frequency of “post traumatic stress disorder”
Number of non-veteran cases divided by 3 to compensate
for 3:1 matching of non-veterans:veterans

The sharp increase may therefore reflect a growing public (and medical) awareness of
PTSD in the mid-1990s, perhaps in part stimulated by interest in, and case-finding for, the
emerging MOD class action. This may have impacted not only on military veterans but
also diffused into the wider community. The later reduction in number of diagnoses may
be a consequence of the High Court judgement but, as it appears to have commenced
before judgment was given, it is perhaps more likely to reflect ‘diagnostic saturation’, a
previously hidden population of PTSD sufferers having been encouraged to come forward
for treatment by the growing awareness of the condition. The flow of cases may have
then returned to a ‘steady state’ following presentation for treatment of the ‘hidden
iceberg’® of cases. This hypothesis is supported by an analysis of veteran cases
presenting during 1996-2001 by year of entry to service (Figure 7-25). This shows that
there are peaks (circled in red) corresponding to those who would have been young
soldiers during the Aden, early Northern Ireland, Falklands and first Gulf campaigns, and

who may have previously been unaware that help was available.

205 The concept of the ‘clinical iceberg’ was first described by Last in 1963 to draw attention to the burden

of covert disease in a community, and hence provide a measure of what today is known as unmet need.
Last, J. M. (1963) 'The iceberg:‘completing the clinical picture’in general practice', Lancet, 282(7297), 28-
31.
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Figure 7-25 - New cases of stress or PTSD in veterans diag nosed 1996-2001
by year of recruitment
The constant feature of peaks occurring in personnel who joined shortly after each
campaign (circled in green) cannot readily be explained by this hypothesis however, and it

is likely that there are other explanations which remain unidentified.

Analysis of the veterans whose PTSD was diagnosed 1996-2001 by length of service
showed that 84 (38.9%) failed to complete their initial engagement, and 42 (19.4%) left
prior to completing initial training. The latter showed no clear relationship to any year of
entry to service. However, 20% of the group had over 10 years’ service, representing a

small but important area of unmet need.

7.9.4.6 Early Service Leavers

The finding of an increased risk in those with the shortest service mirrors the results of
the study of ESL by Buckman et al., who found an age-adjusted odds ratio for probable
PTSD of 2.32, 95% Cl 1.21-4.45 (Buckman et al. 2013) in ESL. This is similar to the
adjusted HR of 2.20, 95% ClI 1.92-2.53 for severe stress or PTSD in ESL in the Scottish
Veterans cohort. The finding that the greatest excess risk for stress/PTSD occurs in those
with the shortest service, and especially in those who have not completed initial training
and who by definition could not have seen operational service, raises questions about
both causation and diagnostic validity. Whilst Buckman et al.’s definition of ESL included

all those left before completion of their initial engagement, and thus some may have seen
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combat, stratification by length of service in the Scottish Veterans study has showed that
within the ESL group, the highest increase in risk occurred in those who had not
completed initial training. In the controlled conditions of recruit training, it is implausible
that this group will have experienced a traumatic event in service which meets the
precursor requirements for a later diagnosis of PTSD. The only exception may be the very
small number who witnessed a serious accident during training, but it is highly unlikely

that this explains the doubling of risk of PTSD seen in ESL.

The finding that the youngest soldiers were at greatest risk from adverse mental health
outcomes has been described from the US Civil War onwards (Pizarro et al. 2006, Pitman
2006). Whilst it is understandable that they may be most affected by the experience of
combat, the Scottish Veterans study may be the first to demonstrate that they are at
increased risk even in the absence of combat. This raises the question of whether civilian
healthcare providers are more likely to make a diagnosis of PTSD in military veterans who
present with mental health disorders or, conversely, whether PTSD is under-recognised in
the non-veteran community. Whilst over-diagnosis in veterans (Dobbs 2009, McNally
2003, Rosen and Taylor 2007, McHugh and Treisman 2007) is a possible explanation, and
is discussed further at Section 7.9.4.8, it is also plausible that those who are most likely to
leave early include a disproportionate number of people who are at high risk of PTSD as a
result of adverse pre-service events; this will be considered more fully at Section 7.14.5

and Section 8.3.1.

Unemployment may also be an important factor, both in the non-veterans who entered
the labour market in the 1970s and early 1980s, and in the ESL veterans. The latter have
been shown in a study by the National Audit Office to be almost three times as likely to
face unemployment on leaving the Armed Forces as all leavers taken together (National
Audit Office 2007). Most studies on unemployment and PTSD have been of a post hoc
nature, examining whether people with PTSD are more likely to be unemployed, for
example in the study by Prigerson et al. (Prigerson et al. 2001). The reverse may also be
true; people who have a long history of unemployment, especially in adolescence or early
adult life, may be more susceptible to PTSD, the unemployed state itself acting as a
predisposing stressor. Few studies have specifically examined the role of unemployment
as a risk factor rather than a consequence. Bryant et al. examined patients who had

sustained a traumatic brain injury (TBI) and found that being unemployed was a predictor
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for the degree of PTSD severity (Bryant et al. 2000). Epigenetic factors may also be
involved. Koenen et al. found that the association between the 5-HTTLPR genotype,
which had previously been shown to increase levels of depression and suicidality in the
presence of life stressors, and PTSD, was moderated by social environmental factors such

as unemployment and crime (Koenen et al. 2010, Koenen et al. 2009).

7.9.4.7 Age at Presentation

Whilst acute onset PTSD follows shortly after exposure to a traumatic event and can
therefore occur at any age, delayed onset PTSD is more complex. According to the ex-
Services mental health charity Combat Stress, veterans typically delay 14 years from
leaving the Service before presenting with mental health problems relating to service
(Busuttil 2010); a formal audit by Combat Stress reported an average of 14.1 years
(Fletcher 2007). Around 75% of those presenting to Combat Stress have PTSD as a
primary diagnosis (Combat Stress 2014). The mean age at admission with stress/PTSD in
Scottish veterans was 39.7 years, whilst the mean age at entry to the Armed Forces was
19.5 years. The mean length of service for those with a stress/PTSD diagnosis was 6.1
years, giving a mean age at exit from the Armed Forces of 25.6 years. The mean interval
from leaving the Services to admission with PTSD was therefore 14.1 years, identical to
the Combat Stress quoted figure. The mean age at admission with stress/PTSD for non-
veterans was similar at 38.1 years. Kessler et al. reviewed the recent literature on age of
onset of common mental health disorders, focussing on data from the WHO World
Mental Health surveys, and reported that the group of anxiety disorders encompassing
panic disorder, generalised anxiety disorder and PTSD had a median age of onset of 25-53
years. The authors noted a lack of previous studies on age of onset of PTSD (Kessler et al.
2007). Thus, the presentation an average of 14.1 years after leaving the Services may
simply represent the typical age at which symptoms of severe stress or PTSD present, and
may not be a reflection of disadvantage, under-diagnosis or delayed diagnosis in veterans

as is commonly suggested.

7.9.4.8 Overdiagnosis

Overdiagnosis of PTSD by civilian healthcare providers who accept a stated history of
trauma during service without further enquiry is recognised; many authors attest to the

problems both of overdiagnosis and even of malingering or giving a factitious history of
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service (Frueh et al. 2005, Brewin et al. 2012a, Wessely 2005, McNally 2003, Dobbs 2009).
In a remarkable study of 103 people with major depression who were examined for both
PTSD and traumatic experiences, the prevalence of symptoms meeting the other DSM-IV
criteria for PTSD*® was identical (78%) in both those who had experienced trauma and
those who had not. The authors suggest that the symptom cluster currently attributed to
PTSD may be a non-specific group of symptoms widely observed in patients with mood

and anxiety disorders, regardless of trauma history (Bodkin et al. 2007).

Overdiagnosis is misdiagnosis, and it is unhelpful to the patient as it results in suboptimal
care. As recommended by Wessely, and by Jones et al., history taking should be as
thorough in suspected PTSD as in any other clinical condition, and should not be biased by
implicit acceptance of the initial statements (Wessely 2005, Jones et al. 2013). A history
of having been in the Special Forces or Parachute Regiment, or “not being allowed to talk
about” experiences should be regarded as a ‘red flag’, and advice from military sources
should be sought if doubt remains as factitious claims of military experience are common
(“military Munchhausen”) (Baggaley 1998). Mild traumatic brain injury (mTBI) is also an
important confounder; the long-term symptoms can be similar to those of PTSD and
indeed the diagnoses may co-exist if the circumstances of the injury were psychologically
traumatic. Head injury is common in military personnel, not only in combat but also in
sport and road traffic accidents, and there is emerging evidence that some cases classified
as PTSD are in fact chronic traumatic encephalopathy (CTE) due to previous episodes of
mTBI (Shively and Perl 2012). Again, misclassification is not in the veteran’s interests as it

is likely to lead to inappropriate management.

206 e excluding having experienced or witnessed a life-threatening event
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7.10 Psychosis

Psychosis was defined as ICD-9 code 295 or ICD-10 code F20-F29, at any position in the

record.

7.10.1 Incidence
7.10.1.1 Overall

During the period of follow-up, there were 537 (0.95%) cases of psychosis in veterans
leading to hospital admission, attendance as a day-case or death, compared with 1,967
(1.08%) cases in non-veterans. Despite the lower odds ratio for cumulative incidence, OR
0.88, 95% Cl 0.80-0.97, p=0.011, the Cox model showed a statistically significant increase
in risk in veterans, HR 1.13, 95% Cl 1.02-1.25, p=0.016 unadjusted (Figure 7-26).

However, this became non-significant after adjusting for deprivation, HR 1.06, 95% ClI
0.96-1.17, p=0.246. Testing for non-proportionality of the hazards was non-significant,
p=0.158. If cases of co-morbid stress or PTSD were excluded, there was no significant
difference in either the unadjusted or adjusted model, HR 1.09, 95% Cl 0.98-1.21, p=0.106
and HR 1.03, 95% Cl 0.92-1.14, p=0.643 respectively.
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Figure 7-26 - Nelson-Aalen plot of psychosis by veteran st  atus

7.10.1.2 Sex

Among the veterans, 48 (0.92%) women developed psychosis compared with 489 (0.96%)
men. The difference was not statistically significant, HR 0.88, 95% Cl 0.64-1.21, p=0.436.
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In non-veterans, psychosis was significantly less common in women. There were 149
(0.72%) cases in non-veteran women compared with 1,718 (1.13%) cases in non-veteran

men, HR 0.65, 95% Cl 0.55-0.76, p<0.001.

7.10.1.3 Age

Veterans were older than non-veterans on average at first recorded episode of psychosis,
mean 37.4 years (SD 9.9) for veterans and 35.5 years (SD 10.3) for non-veterans. The
kernel density plot revealed a moderately different pattern in the two groups, with a
lower proportion of cases in the younger age-groups in veterans but more in the older

age-groups (Figure 7-27).
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Figure 7-27 - Kernel density plot of age at first recorded episode of psychosis

7.10.1.4 Birth Cohort

Examination of the hazard ratios by birth cohort showed that the increase in risk in
veterans was confined to the two oldest groups, birth years 1945-1949 and 1950-1954

(Figure 7-28). There was no difference in risk for any birth cohort from 1955 onwards.
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Figure 7-28 - Hazard ratios for psychosis by birth cohort
Veterans referent to non-veterans

Length of Service

Analysis by length of service showed that the increase in risk of psychosis in veterans was

confined to Early Service Leavers. Those who had served between 4 and 12 years had a

similar risk to non-veterans, whilst the risk was reduced in those with over 12 years’

service (Figure 7-29).
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More detailed analysis confirmed the increased risk in ESL and higher risk in the earlier

birth years (Table 7-10).

Table 7-10 - Cox proportional hazard model of the associa  tion between veteran status and
psychosis, overall and stratified by length of serv ice and birth cohort

Veteran All Veterans Born 1945-1959 Born 1960-1985
cases n-56,205 n=29,709 n=26,496
n HR 95% CI HR 95% CI HR 95% Cl
Overall
Univariate 537 1.13 1.02-1.25 0.016 1.25 1.08-1.39 0.002 1.00 0.85-1.17 0.976

Multivariable 537 1.06 0.96-1.17 0.246 1.11 0.98-1.26 0.106 0.98 0.83-1.15 0.784

Length of service in 8 categories
Basic training 92 153 1.24-190 <0.001 1.58 1.19-2.08 0.001 1.46 1.04-2.04 0.029

ESL (0-3 188 1.51 1.29-1.76 <0.001 1.66 1.36-2.02 <0.001 1.29 1.01-1.66 0.046
years)

4-6 years 121 1.20 0.99-1.45 0.056 1.22 0.96-1.56 0.105 1.16 0.86-1.56 0.325
7-9 years 53 0.79 0.59-1.05 0.109 0.92 0.65-1.31 0.638 0.62 0.37-1.02 0.057

10-12 years 34 072 0.50-1.04 0.077 100 0.67-1.49 0998 030 0.13-0.73 0.008

13-16 years 24 0.76 049-1.17 0215 081 047-141 0461 0.71 0.35-1.42 0.330

17-22 years 16 0.61 0.34-1.10 0.106 0.83 0.46-1.51 0.540 * * *
223 years <10 0.29 0.12-0.71 0.006 0.35 0.15-0.85 0.020 * * *
Cases: Figures <10 in subgroups suppressed to minimise risk of disclosure * = no cases

7.10.2 Co-Morbidity

Six (1.12%) veterans with psychosis also had a diagnosis of hepatitis C, an indicator of
possible drug abuse, compared with 37 (1.98%) non-veterans. The odds ratio of 0.56 did
not achieve statistical significance, 95% Cl 0.24-1.33, p=0.082, owing to low statistical
power. Nineteen (3.53%) veterans with a diagnosis of psychosis were also recorded as
having alcoholic liver disease, compared with 76 (4.07%) non-veterans. The lower risk in
veterans was not statistically significant, OR 0.87, 95% Cl 0.53-1.42, p=0.576. Veterans
with a diagnosis of psychosis were more likely than non-veterans to also have COPD, 62
(11.54%) and 149 (7.98%) respectively. The difference was statistically significant, OR
1.45,95% Cl 1.09-1.91, p=0.010.
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7.10.3 Case-Fatality

The mean follow-up from date of first admission for psychosis to the date of death or the
end of the study was 15.55 years (range 0-31.98 years) for veterans and 15.28 years
(range 0-31.98 years) for non-veterans, representing 8,350 person-years of follow-up in
the veterans and 28,528 person-years in the non-veterans. There were 116 (21.6%)
deaths in veterans with psychosis, equating to 13.9 per 1,000 person-years, and 412

(22.07%) deaths in non-veterans (14.4 per 1,000 person-years).

The commonest cause of death, in both veterans and non-veterans, was IHD/AMI. Other
notable causes of death were lung cancer, suicide and alcoholic liver disease, the latter
two more commonly in non-veterans than in veterans. Thirteen (4.89%) of the veterans
who died from suicide had a previous diagnosis of psychosis, compared with 78 (8.49%) of
the non-veterans, OR 0.57, 95% Cl 0.32-1.01, p=0.050. For alcoholic liver disease, there
were 2 (0.89%) deaths in veterans with psychosis, compared with 26 (3.64%) in non-

veterans, OR 0.24, 95% Cl 0.06-1.02, p=0.034.

7.10.4 Commentary

Only Early Service Leavers were at increased risk of psychosis compared with non-
veterans, and the risk was higher in ESL in the oldest birth cohorts. No veterans who
completed at least a minimum engagement had an increased risk of psychosis and, on
detailed breakdown by length of service, there was a reduction in risk in all those who
had served for more than 6 years, whether significant or non-significant. Data for
hepatitis C co-morbidity suggested that psychosis was less likely to be associated with
drug abuse in veterans than in non-veterans. Veterans were older at first record of
psychosis than non-veterans, suggesting that the recruit selection process had screened
out those who would develop psychosis early, but was less likely to identify those with
the potential to develop the disease later. Co-morbid COPD, and deaths from IHD and
lung cancer, indicate that those who develop psychosis may be more likely to smoke, but
veterans may be especially more likely to do so than non-veterans because of their
probable higher overall prevalence of smoking. Veterans with a diagnosis of psychosis
were also less likely than non-veterans to die as a result of alcoholic liver disease or

suicide. The findings indicate that factors which may be early precursors of psychosis may
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underlie the reasons for early discharge in some ESL, but that military service is not

causative.

Although there is a discrepancy between the odds ratio for the crude cumulative
incidence of psychosis, which was lower in veterans than in non-veterans, and the Cox
proportional hazard ratio which showed an increased risk in veterans, the results are both
correct and legitimate. The discrepancy arises because the odds ratio ignores censoring,
which in this study occurred on death or the end of follow-up, whereas the Cox modelling
method takes censoring into account. This can sometimes result in an apparent

difference in the direction of effect.

7.11 Dementia

Dementia was defined as ICD-9 code 290 or 331.0, or ICD-10 code G30 or FO0-F03, at any

position in the record.

7.11.1 Incidence
7.11.1.1 Overall

Over the period of follow-up, 66 (0.12%) veterans and 191 (0.11%) non-veterans had a
diagnosis of dementia of sufficient severity to require in-patient or day-case care, or to
result in death. The difference was not statistically significant, either in the unadjusted
model or after adjusting for deprivation, HR 1.06, 95% Cl 0.80-1.40, p=0.673 and HR 1.01,
95% C1 0.76-1.33, p=0.972 respectively. The Nelson-Aalen plot confirmed no difference

in risk overall (Figure 7-30).
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Figure 7-30 - Nelson-Aalen plot of dementia by veteran sta  tus

7.11.1.2 Sex

There were 8 cases of dementia in veteran women (12.12% of all dementia in veterans),
compared with 21 in non-veteran women (10.99% of dementia in non-veterans). The
increase in risk, comparing veteran women with non-veteran women, was not statistically
significant, unadjusted HR 1.54, 95% Cl 0.68-3.49, p=0.295. Veteran women were more
likely to have a diagnosis of dementia than veteran men, unadjusted HR 1.76, 95% ClI
0.84-3.69, p=0.134, although the difference was non-significant owing to small numbers.
The increase in non-veteran women referent to non-veteran men was much smaller,

unadjusted HR 1.14, 95% Cl 0.72-1.80, p=0.570.

7.11.1.3 Age

The mean age at onset of dementia was 56.0 years (SD 8.6) for veterans and 55.9 years

(SD 8.5) for non-veterans.

7.11.1.4 Birth Cohort

Analysing men and women together, there were no significant differences in risk of

dementia for any birth cohort (Figure 7-1).
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Figure 7-31 — Hazard ratios for dementia by birth cohort
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7.11.1.5 Length of Service

There was no consistent pattern of increased or decreased risk of dementia in veterans

for any length of service (Figure 7-32).
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7.11.2 Dementia and Post-Traumatic Stress Disorder

Four veterans with dementia had a diagnosis of PTSD (6.1% of veterans with dementia)
compared with 7 non-veterans (3.7%). The odds ratio of 1.65 was not statistically
significant, 95% Cl 0.50-5.47, p=0.407, although it was numerically similar to the highly
significant odds ratio of 1.61, 95%Cl 1.46-1.78, p<0.001 for PTSD in veterans without

dementia compared with non-veterans without dementia.

7.11.3 Case-Fatality

The mean follow-up from date of first admission with dementia to the date of death or
the end of the study on 31 December 2012 was 4.04 years (range 0-22.58 years) for
veterans and 2.87 years (range 0-24.96 years) for non-veterans, representing 267 person-
years of follow-up in the veterans and 548 person-years in the non-veterans. There were
28 (42.4%) deaths in veterans with dementia, equating to 105.0 per 1,000 person-years,

and 91 (47.6%) deaths in non-veterans (166.0 per 1,000 person-years).

For the veterans, there was no predominant cause of death. In non-veterans, dementia
was most often given as the cause of death (11 cases) but 6 cases were also recorded as
having Down’s syndrome, and 5 each as Huntingdon’s disease and Parkinson’s disease.
Down’s syndrome would have precluded military service. Two veterans and four non-
veterans with dementia died from ‘pneumonitis due to solids and liquids’ (ICD-10 J690),

presumed to be due to aspiration.

7.11.4 Commentary

Dementia is a disease of old age. The mean age of 56 years in this study is much lower
than the peak age of onset for dementia in the community; with the oldest of the cohort
aged only 67 years at the end of follow-up, the majority of cases of dementia recorded
will have been premature. The UK prevalence at age 30-59 years is 0.16% in men and
0.09% in women, and at age 60-64 years, 1.58% in men and 0.47% in women. It is not
until age 75 years and above that the prevalence in women exceeds that in men®”.

Launer et al. found female gender, older age, low levels of education and current smoking

207 Data from Alzheimer’s Research UK http://www.alzheimersresearchuk.org/dementia-statistics accessed

27 Oct 2014 derived from the European Community Concerted Action on the Epidemiology and
prevention of dementia (EUROdEm) study.
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(especially in men) to be associated with dementia (Launer et al. 1999) but overall, the
risk factors are poorly understood. Concerns have been expressed that PTSD predisposes
to dementia. In a study of 181,000 US veterans aged 55 years and over (mean 69 years),
Yaffe et al. found that those with PTSD were twice as likely to develop dementia,
unadjusted HR 2.31, 95% Cl 2.24-2.39 and HR 1.77, 95% ClI 1.70-1.85 after adjusting for
demographic factors and co-morbidities (Yaffe et al. 2010). This finding was confirmed
by Qureshi et al. (Qureshi et al. 2010), whilst an association with having been a prisoner
of war has also been demonstrated (Meziab et al. 2014). The Scottish Veterans Health
Study provides reassurance, not only that the risk of dementia in veterans does not
currently differ from that in the wider community, but also that having PTSD does not
confer additional risk of dementia. A major limitation is that the cohort had not reached
the age at which the incidence of dementia peaks by the end of follow-up; future changes

in the pattern of risk as the cohort ages cannot be ruled out.

7.12 Suicide

Deaths were categorised as suicide if the cause of death was recorded as ICD-9 code
E950-E959 or E850-E989, or ICD-10 code X60-X84, Y10-Y34, Y87.0 or Y87.2, and if both a
date of self-harm/suicide and a date of death were recorded. ‘Suicide’ was used in the
medical sense of death as a result of probable self-harm, and not in the legal sense; thus
some cases categorised as ‘suicide’ may have been legally categorised as ‘intentional self-

harm’ or ‘events of undetermined intent’?%.

7.12.1 Incidence
7.12.1.1 Overall

There were 267 deaths from suicide in veterans (0.48% of all veterans) during the period
of follow-up, compared with 918 (0.53%) in non-veterans, representing 7.6% of all deaths

in veterans compared with 8.4% of all non-veteran deaths. There was no statistically

208 The difference arises from whether intent can be clearly established, and whether it is known that the

individual intended to kill themselves or merely intended to harm themselves without necessarily wishing
for a fatal outcome; or whether intent cannot be determined. For statistical purposes, it is conventional
to combine these categories. Information from http://www.gro-scotland.gov.uk/statistics/theme/vital-
events/deaths/suicides/definition-of-stats/index.html accessed 27 Oct 2014.

Information on Fatal Accident Inquiry (the Scottish equivalent of a Coroner’s Inquest) determinations was
not available in the linked dataset.
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significant overall difference in risk, unadjusted HR 1.03, 95% Cl 0.90-1.18, p=0.661. The
findings remained non-significant after adjusting for deprivation, HR 0.99, 95% Cl 0.86-
1.13. p=0.872. Testing for non-proportionality of the hazards was non-significant,

p=0.106.

7.12.1.2 Sex

There was a statistically significant interaction with sex, p=0.007. There were 16 cases of
suicide in veteran women (0.3% of all veteran women and 8.6% of deaths in this group),
compared with 30 in non-veteran women (0.1% of all non-veteran women and 4.0% of
deaths). Whilst the adjusted Cox proportional hazard ratio for male veterans compared
with non-veterans was 0.94, 95% Cl 0.81-1.08, p=0.363, for women it was 2.44, 95% ClI
1.32-4.51, p=0.005. When women were compared with men, non-veteran women were
at much lower risk than non-veteran men, adjusted HR 0.28, 95% Cl 0.19-0.40, p<0.001,
but there was no statistically significant difference for veteran women compared with
veteran men, adjusted HR 0.71, 95% Cl 0.43-1.18, p=0.192. The mean age at death from
suicide for veteran men was 44 years, compared with 41 years for non-veterans, whilst
for women it was 49 years for veterans compared with 39 years for non-veterans

(Figure 7-34). All the veteran women who died as a result of suicide joined the Services
prior to 1991, half had left the Services after 3 years or less and none had served for more

than 11 years. Three-quarters were living in the two most deprived SES quintiles.

7.12.1.3  Age

The mean age at death from suicide was 43.5 years (SD 8.1) in veterans compared with
40.6 years (SD 9.7) in non-veterans. There were only 2 deaths from suicide in veterans
aged under 25 years, out of 11 total deaths in this age-group (18%), compared with
39/163 deaths (24%) in non-veterans under 25 years. The risk was reduced in veterans
under 25 years compared with non-veterans, but was not statistically significant, HR 0.43,
95% Cl 0.06-3.17, p=0.407 in the univariate model, HR 0.47, 95% Cl 0.06-3.45, p=0.456
after adjusting for deprivation. The Nelson-Aalen plot demonstrated a lower risk in
veterans at younger ages, catching up with the risk in non-veterans in older age, a pattern
which was confirmed by the kernel density plot which showed a lower proportion of
suicides in veterans at younger ages, particularly in women veterans (Figure 7-33 and

Figure 7-34).
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7.12.1.4 Birth Cohort

Examining both sexes together, testing for interaction with birth cohort was highly
significant, p=0.003. Analysis of risk in 5-year birth cohorts showed a significantly
increased risk only in the 1950-1954 cohort, adjusted HR 1.44, 95% Cl 1.06-1.97, p=0.021.
There was a non-significant increase in risk in the 1945-1949 birth cohort and a non-

significant decrease in risk in all birth cohorts from 1960 onwards (Figure 7-35).

70
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Figure 7-35 - Hazard ratios for suicide by birth cohort
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7.12.1.5 Length of Service

There was little difference in the risk of suicide in veterans for any length of service,
compared with the overall risk in non-veterans, apart from a slight increase in risk in older
Early Service Leavers and a slight reduction in risk in older veterans with over 12 years’

service (Figure 7-36).
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7.12.1.6 Rates

Rates of suicide per 100,000 person-years of follow-up, for men and women together,
confirmed that veterans aged under 40 years were not at increased risk compared with
non-veterans, but that there was a modest increase in risk in the oldest age-groups. The
overall rate for male and female veterans together was 21.2 per 100,000 person-years,
compared with 17.0 for non-veterans, whilst for those under 40 years of age, the rate was
14.3 for veterans compared with 13.9 for non-veterans. The overall suicide rate in Early
Service Leaver veterans was intermediate between that of non-veterans and veterans,
but when analysed by age-group, their rate was lower than both veterans and non-
veterans in all but the oldest age-group (50 years and over). The highest rates were seen
in people aged from 40 to under 50 years, in both veterans and non-veterans. Veterans
aged over 40 years had a higher rate than non-veterans (Table 7-11). However, plotting
absolute number of suicides by year of birth showed little difference between veterans
and non-veterans, for people aged over 40 years at death, apart from a small excess in

veterans born in the early 1950s (Figure 7-37).

Table 7-11 - Rates of suicide per 100,000 person-years at  risk, by veteran status

All veterans Veterans up to 3 years Non-veterans
n=56,205 service (Early Service Leavers) n=172,741
n=17,884°%°
Number Number Rate Number
All ages 267 21.2 173 19.8 918 17.0
<30 years <10 5.2 <10 4.4 144 10.1
30-<40 years 73 18.2 47 17.2 286 18.4
40-<50 years 127 30.6 79 26.2 348 26.6
250 years 56 20.2 41 20.0 140 16.9

Cases: Figures <10 in subgroups suppressed to minimise risk of disclosure

209 Using a 3-year definition of ESL rather than 2.5 years
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Figure 7-37 - Number of suicides over age 40 years, by yea r of birth
Veterans and non-veterans

Cox proportional hazard analysis showed all differences to be non-significant, unadjusted
HR 0.89, 95% CI 0.70-1.13, p=0.332 for age 20 to under 40 years; HR 1.08, 95% Cl 0.89-
1.32, p=0.418 for age 40 to under 50 years; and HR 1.12, 95% Cl 0.84-1.49 for age 50

years and above. The results were similar after adjusting for deprivation.

7.12.2 Co-Morbidity

Co-morbidities with suicide in veterans and non-veterans, for selected conditions, are

summarised at Table 7-12.
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Table 7-12 - Co-morbidities with suicide for selected con ditions
Crude overall cumulative incidence for comparison

Veterans Non-veterans Veterans referent to non-veterans
Cases Pop. Cases Pop. OR 95% Cl
n=267 n=56,205 n=918 n=172,741
No. (%) (%) No. (%) (%)
Physical
Peptic ulcer 18 (6.7) (3.4) 40 (4.3) (3.0) 1.55  0.90-2.65 0.112
CoPD 11 (4.1) (4.3) 37 (4.0) (4.5) 1.02  0.53-1.98 0.948
Diabetes 8(3.0) (3.4) 22 (2.4) (3.3) 1.25  0.56-2.78  0.583
Any cancer 8 (3.0) (6.4) 20(2.2) (6.7) 1.38 0.61-3.09 0.439
AMI 5(1.9) (3.7) 15 (1.6) (3.0) 1.15  0.42-3.12  0.790
Alcoholic liver disease 5(1.9) (1.2) 22 (2.4) (1.3) 0.78 0.30-2.04 0.614
Hepatitis C 4 (1.5) (0.2) 18 (2.0) (0.4) 0.76  0.26-2.24  0.622
Mental
Any mental health 70 (26.2) (5.0) 247 (26.9) (4.5) 097 0.78-1.22 0.823
disorder
Any mental health 60 (22.5) (3.9) 201 (21.8) (3.8) 1.02  0.0-1.32 0.841
disorder excluding PTSD
Mood disorder 41 (15.4) (2.8) 160 (17.4) (2.6) 0.88  0.64-1.21 0.427
Anxiety 33(12.4) (2.5) 94 (10.2) (2.0) 121  0.83-1.75 0.324
Stress/PTSD 10 (3.7) (1.1) 46 (5.0) (0.7) 0.75 0.38-1.46 0.391
Anxiety less 23 (8.9) (1.4) 48 (5.5) (1.3) 1.63  1.01-2.62 0.046
stress/PTSD
Psychosis 13 (4.9) (1.0) 78 (8.5) (1.1) 0.57 0.32-1.01 0.050

An increased risk of suicide has been reported in association with a number of medical
conditions including malignant neoplasms, peptic ulcer and multiple sclerosis, although
there is no conclusive evidence for an association with cardiovascular disease (Harris et al.
1994). Other researchers have also reported an increased association with peptic ulcer,
whether or not treated surgically (Bahmanyar et al. 2009, Viskum 1975). The finding that
the most common physical co-morbidity was peptic ulcer, in both veterans and non-
veterans, is consistent with these earlier reports. The number of suicides in people with
a previous diagnosis of hepatitis C or alcoholic liver disease was also increased, although
less for veterans than for non-veterans. For COPD, it was similar to the proportion in the
whole cohort, whilst for those with diabetes, cardiovascular disease or any cancer the
proportion of suicides was lower than in the overall cohort, stratified by veteran status,
for both veterans and non-veterans. Suicide was less likely to be associated with stress or
PTSD in veterans than in non-veterans, although the difference did not achieve statistical

significance.
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7.12.3 Commentary

Despite the recent publication of a number of high-quality studies on suicide risk in
veterans, there remains no clear consensus as to their risk (Miller et al. 2009). Kaplan
reported a doubling of risk in the general US male veteran population compared with
non-veterans based on data from the 1986-1994 National Health Interview Survey (NHIS)
(Kaplan et al. 2006), whilst LeardMann found no increase in risk associated with military-
specific variables in the US military Millennium Cohort Study population followed up from
2001 to 2008, although suicide risk was independently associated with male sex and
mental disorders (LeardMann et al. 2013). Kapur examined suicides in a retrospective
cohort of 233,803 veterans who had left the UK Armed Forces between 1996 and 2005
and found that the overall rate of suicide was no higher than in the general population,
but that there was an increased risk in those aged under 25 years. For veterans aged 30-
49 years, the age-specific rates were lower than in the general population (Kapur et al.
2008). A recent report on deaths in UK veterans of the 1982 Falklands conflict showed an
overall reduction in risk of suicide/open verdict deaths compared with the general
population (standardised mortality ratio 65, 95% Cl 53-80), which was similar to the risk
of suicide reported in UK military personnel followed up since the 1991 Gulf conflict
(standardised mortality ratio 76, 95% Cl 66-88) (Defence Statistics (Health) 2013, Defence
Statistics (Health) 2014a).

Overall, there was no significant difference in risk of suicide between veterans and non-
veterans in the Scottish Veterans Health Study. Women veterans were at increased risk
compared with non-veteran women but not when compared with veteran men. When
analysed by birth cohort, only veterans in the 1950-1954 birth cohort showed a
significantly increased risk compared with non-veterans, which persisted after adjusting
for deprivation. Veterans born after 1960 showed a non-significant decrease in risk.
Veterans aged under 40 years were at lower risk of suicide than civilians but the risk

increased in the 5" decade until there was no difference in risk in older age.

The finding of an incidence of suicide of 21.2 per 100,000 person-years in veterans is
broadly comparable to the age-standardised rate for men of 21.8 (95% Cl 20.5-23.1) in
the general Scottish population in 2009-10. The rate for women in the general Scottish

population was much lower at 7.3 (95% Cl 6.6-8.0) (ISD Scotland 2012). The UK-wide
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rates in 2011 were 18.2 per 100,000 person-years for men and 5.6 per 100,000 person-
years for women (Scowcroft 2013). For non-veterans, there were 17.0 suicides per
100,000 person-years in the Scottish Veterans study, somewhat lower than the Scotland-
wide rates for 2009-2010. By comparison, in the US, Miller et al. reported a rate of 18.9
per 100,000 person-years in veterans in a prospective study of 500,000 middle-aged and
elderly male veterans enrolled in the US Cancer Prevention Study Il, compared with 21.7

per 100,000 in non-veterans (Miller et al. 2009).

In the Scottish Veterans study, the highest incidence for both veterans and non-veterans
was in the 5" decade. This is similar to the 2012 UK-wide national data (Scowcroft 2013),
and also accords with the 2010 Scottish data (ISD Scotland 2012). However, it is likely that
the age profile has changed over time during the long follow-up period. The overall
incidence of suicide in Early Service Leavers was intermediate between the incidence for
all veterans and for non-veterans, but the only increase was confined to the oldest. ESL
are of particular concern as they have been shown to be at higher risk of mental health
problems (Buckman et al. 2013) but no previous studies on their long-term suicide risk
have been identified. The Scottish Veterans Health Study showed no increase in risk in
ESL other than in those aged over 50 years; the suicide risk of ESL was similar to that of

non-veterans in the under-50s, rising to that of all veterans in the over-50s.

Men are at consistently higher risk of suicide than women throughout the developed
world (Moller-Leimkuhler 2003), and in Scotland the ratio was 3:1 in 2009-10 (ISD
Scotland 2012). Rates fell in England and Wales during the two World Wars, especially in
middle aged and older men (Thomas and Gunnell 2010). In the Scottish Veterans study,
the rate for all veterans (of whom 90% were male) of 21.2 per 100,000 person-years was
similar to the rate for males in Scotland of 21.8 per 100,000. Owing to small numbers, it
was not possible to analyse male and female veterans separately by person-years at risk
but the Cox proportional hazard ratio showed that the female veterans experienced a risk
closer to that of male veterans, and significantly higher than non-veteran women. This
may be consistent with the findings of Woodhead et al. who reported a significant
association between veteran status and suicidal ideation in women, adjusted OR 2.82,
95% Cl 1.13-7.03, although there was no significant increase in male veterans (Woodhead
et al. 2011a). Other studies have shown a mixed picture. A US study found no difference

in suicide rates between women who had deployed to Vietham compared with those who
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did not deploy, and their SMR for suicide was similar