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l1LTRKOUDUCHLICN

This thesis is besed on a study of 100 patients in whonm
a diagnosis of cirrhosis of the liver was made. All but 4
of the patients were sdmitted to the Professorial Medical
Unit in the Royal Infirmery, Glesgow, between 1946 and 1957.

The 4 exceptions were examined a8t the out-patient department
of the hospital.

Although much has been written about liver disease in
the past 20 years, there have been very few publications
devoted to the clinical picture and natural history of eirrhosis
in eny one part of this country, and, as far ss I am aware, s
study of this nature has not been reported from the West of
Scotland. Such & study is of interést because cirrhosis is
not an entity in i#tself but an end stage of several pathological
processes, sowme of which are recognised while others are still
obscure. It is therefore valuable to analyse from time to tiue,
in the light of present knowledge, the nature and importance of
the several predisposing causes and to record the changes which
have teken plece in the aetiology and course of the disease.
This I have endecavoured to do, with particular reference to
portal cirrhosis, about which so mmch remsins unknown.

The thesis is composed of 9 chapters, the first 7 of which
are concerned with portal cirrhosis and the last 2 with biliary
cirrhosis and hesemochromatosis. In the appendix the case
histories of the 89 patients with portal cirrhosis are reported,
and 13 of the cases are illustrested with photomicrographs.

The asetiology, clinical picture and course of pertal
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cirrhosis are described in detail and the problem of disgnosis
discusced.

Neither biliary cirrhosis nor hsemochromstosis are common,
and the swall numbers involved msde it difficult to draw firm
conclusions. Exauples of both primary and secondary biliary
cirrhosis are cited and the value of operative cholangiography
in the diagnosis of the problem case of obstructive jaundice
is emphasised. In the final chapter on hsemochromatosis I
heve compared my clinical experience with that reported by the
leading authorities on the disease, and I have drawn attention
to the frequency of duodenal ulcer as an associsted phenomenon.
The unusual occurrence of hsemochromstosis in a women is
described.

I wish to record my thanks to Professor L. J. Davis for
encouraging me to write this thesis, and for permitting me to
study the patients in his wards. I also thank Dr. A. G. Baikie,
who periormed the urobilinogen estimations in certain cases,
and the Steff of the Biochemical, Pathological and Rediologiceal
Departuents of the Royal Infirmary, Glasgow, who did so much of
the routine work. I also wish to thank Mr. Devliin of the
University Department of Medicine, Royal Infirmary, Glasgow,
and Mr. Jenkins of the Department of Pathology, Royal Infirmary,

Dumfries, for the photomicrographs.
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CHAPTZR 1

Aetiology of ©Portal Cirrhosis

Although there have been many advances in our knowledge
of the aetiology of liver diseases in the past twenty years,
the problems concerned with the aetiology of portal cirrhosis
remgin largely unsolved. One of the reasons for the slow
edvancement of our knowledge in this field may lie in the
failure to recognise theat wmany injurious factors mey produce
the seme clinical and pathological pictures, and our efforts
t0 apply an explanation which will fit one group of patients
may not fit another. The causal fsctors would appear to vary
from country to country and advances in knowledge from one part
of the world may not be applicable to another. Veno-ccclusive
disease, for example, is a not uncommon cause of cirrhosis in
the West ¥ndies and is probably due to & toxin derived from the
infusion of certain locsal plants. The pathogenesis of this
disease has only recently been discovered and there is, as far
as is known, no counterpart in this country. Cirrhosis is
also common in Hong Kong and is almost always attended by
messive splenomegaly. In scme instances splenomegaly mey
preceds the recognition of the hepatic lesion. The cause of
the disease almost certainly differs from the csuse in Britsasin.
In some parts or the United States the association between
elcoholisin and portal cirrhosis is so close that for wany
writers there the terwm portal cirrhosis is synonymous with

alcoholic cirrhosis. This is not the case in the Glasgow ares.
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In recent years it has been tempting to apply date gained
from animal experiments to clinical problewms and to blace
dietary deficiency for the disease in all regions of the globe.
This, too, has certain pitfells and some of the discrepancies
which cannot be ignored are summarised by Waterlow and Bras
(1957). They record, for exauple, that the incidence of fatty
liver disease in Bragil is high but cirrhosis is uncommon and,
conversely, cirrhosis is often found in Gambian children but is
seldom preceded by fatty liver disease.

The present chapter is based on a study of eighty-nine
patients with portal cirrhosis, all of whom were seen by one
Medical Unit in Glasgow Royal Infirmary between 1946 and 1G57.
Seventy-one of the patients were seen and examined personally.

In the search for possible aetiological factors the
following five points were carefully assessed{

l. Presence or absence of & history of excessive alcohol

consumption either past or present.

2. Presence or absence of a history of jaundice.

3. The dietary habits of the patients with special

reference to protein intske.

4. Presence or absence of & history of gall-bladder

disease or of biliary colic.

2. Presence or absence oi exposure to a hepato-toxic

chemical recently or in the past.

In those patients who were not seen personally some
assessment was made where the case notes were asdequate.

Fortunately the standard records consisted of & series of
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printed questions answered at the time of adwission, detary
history and alcohol conswaption being included in the
gquestionnaire, so that it has been possible to meke an assess-
ment in most instances.

A patient was considered to be alcoholic if he sdmitted
either to habitual drinking to excess or to heavy bouts of
drinking over a period of years. It is difficult to define
exactly what is meant by "excess™. Hach patient was asked
how much money was spent on alcohol a week. Over two pounds
e week for & period of years was regarded as the lower limit
of excess and in fact all the patients judged to have alcoholic
cirrhosis exceeded this figure or spent £1 to £2 weekly for
very wany years.

Jaundice was often considered by the patient to be
synonymous with a bad colour, or & feeling of nauses, and a
positive history of hepatitis was not sccepted unless the
patient had observed a yellow colouration of the skin or had
dark urine with pale stools in association with the general
symptoms of hepatitis.

The dietary history was tsken with reference to the
composition of the main meal of the day and to the amount of
meat, fish, eggs, wmilk and cheese taken in an average week.
Many patients were extremely vague in replying to questions
concerning their dietary habits and it soon became apparent
that the very broadcst of classifications should be used. The
diet has therefore been considered poor when the patient took

little meat or first-class protein. Such pati=znts ate meat
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about once a weei or less often, bought fish infrequently,
and 4id not drink wilxk. Their wein wmeal oif the day consisted
of soup (usually vegetable), potatoes, vegetable, tea and
breed. Those who ate meat several times a week and who had
an average two course meal each day were judgéd to have an
average diet. In some instances, I believe that this diet
was inadequate, but it did not differ frowm the diet taken by
many other patients admitted to hospital, and who had not
eirrhosis. The dietary classification is therefore on the
broadest lines consisting of only two groups of patients,
namely, those with an average, and those with & poor diet.

In this thesis the usual social classification has been
used:

Class 1. Higher salaried professional and business people.

Class 2. Middle-class professional and business people -

e.g. clergy; schoolteachers; shopkeepers.

Class 3. Skilled workers.

Class 4. @8emi-skilled worker.

Class 5. Unskilled worker.

In addition to data slready mentioned, each case report
has been carefully studied to determine whether any hitherto
unrecognised factor was responsible in part or in whole for
the development of eirrhosis.

The setiology of portal cirrhosis will be discussed under
the three headings of slcoholic cirrhosis, post-hepatitis
cirrhosis, and cryptogenic cirrhosis.

a) Alcoholic Cirrhosis

The associastion of alcocholism with cirrhogsis has never
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been disputed, although the precise nature of the relationshin

is still undetermined. There is evidence that alcohcl nay

exert & direct toxic action on the liver, even when the diet

is adequate in protein (Ashworth, 1947), but hepatic cirrhosis

of comparable severity to that seen in man has never been
‘produced in laboratory enimals. Alcohol may cause liver damage
indirectly by iwpairment of nutrition. It has been convincingly
demonstrated that deficiency of certain amino-acids will lead to
fatty infiltration and ultimately to diffuse hepatic fibrosis,
and such is the usuel sequence of events in alcoholic cirrhosis
(Himsworth, 1950). Lestly, alcohol may potentiate the action

of other hepato-toxic substances, such as chloroform (Rosenthal,
1940).

The incidence of alcoholic cirrhosis varies from time %o
time and from place to place. In the United States it is stili
the commonest cause o0f ecirrhosis, accounting for 54 per cent
(Patek and Post, 1941) to 92 per cent (Olsen, 1950) of all cases
of cirrhosis. In France the position is similar to the United
States; Chabrol and Girauld (1953) have stated that 94 of 98
patients with cirrhosis admitted to one Paris hospital since
1945 were chronic alcoholics. In this country there has been
a gradual decline in the associstion of the two conditions from
approximately 50 per cent before the first world war (Garland
and Philips, 1993) to 18 per cent at the present time (Sherlock,
1955). In some areas alcoholic cirrhosis would appear to be
even less common than the latter figure would suggest. In

Oxfordshire, not one of 35 cases of cirrhosis was attributed to
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alcoholisa (Kelsall, stewart and Witts, 1947). Kevertheless
in wost areas of Great Britain there are s+till a smsll number
of patients in whom excessive alcohol consumption would appear
t0 be responsible in sowe part for the development of cirrhosis.

In this study alcoholic excess was judged to be the causal
factor in 10 of the 89 patients (11 per cent). In addition,

2 patients with a past history of jaundice drank excessively
and it is uncertain whether slcohol, infective hepatitis, or
both of these factors was responsible for the development of
cirrhosis. Four patients with eryptogenic cirrhosis had
regularly consumed 8 quaﬁtity of alcohol that was above average
at some period in their lives, but the quantities professed to
be taken were not such as t0 suggest that these patients were
suffering frowm alcoholic cirrhosis.

All 10 patients with alcoholic cirrhosis were male; 7 were
in the age group 30 - 45 while the other 3 were older. Two
patients had a skilied trade (social class 3), three weré semi-
skilled (social class 4) and five were unskilled (social class
5). Alcohol consumption ranged from over £1 a week to about
£10 a week, and s8ll but one patient had consumed alcohol to
excegs for many years, the majority for over 10 years (Table 1).
The exception, case 7, had become a heavy drinker after demobilis-
ation from the army, consuming sbout & bottle of whisky a dsy
between 1946 and 1947. He then became more tewperate in his
habits, drinking only at weekends. In 1953 he had his first
haematemesis and he died in 19%54.

Two of the patients were predominantly beer and stout
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drinkers, one patient drank wine, and the other 7 drank
whisky for preference but slso drank beer and occasionally
other spirits.

Diet was poor in 5 patients and average in the other 5.
No patient was emaciated 6r showed stigmate of vitemin
deficiency. One patient (case 6) had previously been in a
psychiatric ward with delirium tremens, but no other patient
gave & history of alcoholic psychosis and no patient hed
peripheral neuritis.

Direct questioning feiled to elicit & past history of
infective hepatitis in any patient, and no-one was thought to
have chronic cholecystitis.

Histological material from the liver was obtained at post-
mortem in cases A5, A7, and A9. Diffuse hepatic fibrosis was
present in cases 5 and 9, but case ] had & coarse multilobular
cirrhosis with considerable round cell infiltration in the bands
of fibrous tissue, so that post necrotic scarring of infective
origin could not be excluded. The histology of case A9 is
shown in figure 1. (See appendix).

This group of patients is remarkable in 4 respects: ell
the patients were male; all were, or had been, alcoholics;
the majority belonged to the lower social classes; and 50 per
cent consumed a diet that was definitely substandard. In all
4 regpects this group of patients differed from those with
post-hepatitis and cryptogenic cirrhosis.

It is difficult to believe that dietary deficiency alone

was responsible for the development of cirrhosis, when no
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patient was obviously malnourished, and when 50 per cent would
not admit to an abnormel dietary regime. Furthermore when
119 patients with pernicious eansemia attending the same medical
unit were similarly questioned about their dietary habits, 12
per cent were equaelly below standard, but none had clinically
obvious cirrhosis. It is quite possible, of course, that in
certain instances alcohol and dietary deficiency had an asdditive
effect leading to hepatic parenchymel damsge, while in others
alcohol cowbined with some unrecognised factor to produce the
same clinical and pathological picture. It is well known thet
the consumption of even a small quantity of alcohol by & patient
convalescent from infective hepatitis may lead to & recurrence
of jaundice, and this may be but one example of how two hepato-
toxic factors may act in concert. Two of the patients with
post-hepatitis cirrhosis, presently to be deseribed, had an
alcohol consumption which was above average, but both had
excellent dietary histories. As both patients had apparently
mild infections, it may be that the combined assault of alcohol
and virus on the hepatic parenchymas led to sreas of massive
necrosis with the subsequent development of post-necrotic scarring.
Phe social classification of patients with slccholic
cirrhosis was low. Presumably the better dietary habits of the
well-to-do affords a measure of protection from alcoholic
ecirrhosis. The saume may be true of those communities, such as
the Armed Forces, among whom alcohol consumption is high but
where food is provided and the diet scientifically balanced.

When it is remembered that the cause of eirrhosis is
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undeteruined in over 50 per cent of patients, it wmizht be

argued thet the association of cirrhosis and slcoholism in

11 per cent of cases was fortuitous. However, the sssocistion
has long been recognised, both in this country and abrosd, so
that it is likely thet alcohol is still a factor in the develop-
ment of cirrhosis in a eertain proportion of cases.

b) Post-hepatitis cirrhosis

It is now well recognised that cirrhosis may occur as a
sequel to hepatitis although the reasons for this uncommon
complicetion are not so well understoocd (Bloomfield, 1938;
Rennie, 1945; Sherlock, 1948; Reynell, 1954). In this study
30 patients (34 per cent) gave a past history of jeundice. In
28 patients jaundice was believed to have been caused by the
virus of infective hepatitis, while 2 patients had homologous
serum jaundice. The clinical deta relating to all 30 cases
is given in Table 2.

The sexes were gslmost equally affected with a slight female
predominance: 16 females to 14 maeles. The age distribution
ranged frowm the second to the eighth decade, but the majority
of patients were in middle life. |FRifteen patients were in the
upper 3 social classes, 8 were in classes 4 and 5, and 7 femsale
patients were unclassified through lack of knowledge of their
gsocial circumstances.

Two patients geve a history of above average alecohol
consumption, and in both the dietary history was satisfsectory.

Three patients gave unsatisfactory dietary histories out

of 25 in whom adequate informetion was aveilable. One further
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PTabla 2

Aetiolegical data on 3¢ paticnts with vost-hepatitis cirrhesis.

Age in  No. of Social No. of
Decades patients Sex Grade patients
_—
0-10 0
11-20 1 Male 14 Grade 1 - 2
21-30 3 Grade 1l - 3
31-40 8 Female 16 | Grade 111 - 10
41-50 3 Grade 1V - 4
51-60 8 Grade V - 4
61-70 2 Housewives -
(Unclassified)
71-80 |
Alcohol Cholecystitis
Consumption Dietary and
Above average Deficiency Cholelithiasis
7% (2 patients) 10 per cent 13 per cent
Both in social (3 patients) (4 patients:
|
grade 1. ' Cases J93, J17, Cases J1, J4,
Cases J1 and J18. J9 and J30).
J24. Diet unknown in
5 patients.
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patient hed idiopatnic stestorrheoea ani was greatly wasied.
The malabsorption of cecrtasin products of digestion way have
contributed to his liver disease {(case J19).

A history of gall bladder dyspepsia was given by 4
patients and 3 of the 4 had gsll stones (cases J1, J4, J9
and J30). The diagnosis of cirrhocsis was confirmed at
operation in all 4 patients, and only in case J30 was there
doubt about the type of ceirrhosis. This patient had had
infective hepatitis in 1924, but had remained well until
1956, when she lost energy and complained of flatulent
dyspepsia and upper abdowminal discomfort. A small
hesematemesis led to admission to hospital. Clinically the
liver was enlarged and firm, while the histolegy of a portion
obtained by surgical biopsy showed areas suggestive of early
biliary cirrhosis, while other areas appeared typical of
portal cirrhosis. As no firm conclusion on the cause of the
hepatic lesion was reached, the patient has been included in
this section because of the past history of jeaundice. One
further patient must be mentioned (case J20) because of an
opacity to the right of the third lumbar vertebra which may
‘have been either & gall stone or a celcified gland. Radiology
was not helpiul in elucideating this problem and leparotomy was
thought to be inadvisable. The clinical history of this case
was much more suggestive of infective hepatitis than of gall
bladder discase.

A definite interval between the attack of jaundice and

the recognition of cirrhosis was observed in 15 patients
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(Table 3) and no such interval in 15 peticnts (Table 4). In
the latter group jaundice wes ccntinuous over & period ranging
from & few months to 5 years, and the prognosis was poor. In
the former group the lstent interval varied from & few wmonths
to 33 years, but was usually 1 to 6 years.

Phe histology of cases J4, J5, J7, J23 and J26 is shown
in figures 2 - 6. (See appendix).

It is essential to have an understanding of the pathology

of liver necrosis in order to discuss the problem of why some

patients with infective hepatitis should later develop cirrhosis,

and the following account is based on the description given by
Himsworth (1950). There are two forms of hepatic necrosis,
zonel necrosis and massive necrosis. These terms refer only
to the extent of the damage within & liver lobule and not to
the extent of the damage within the liver as a whole. zZonal
necrosis is an ascute process affecting every lobule throughout
the liver, but the prognosis is good and most patients meske a
complete functional and enatomicel recovery. Should recovery
not occur, the patient succumbs to the acute phase of the
disease, for zonal necrosis does not exist in a subacute or
chronic form. Recurrent attacks of zonal necrosis msy lead
to the development of cirrhosis.

Massive necrosis, on the other hand, may be either scute
or subacute, only part of the liver is affected, and the
remaining lobules mey be histologically normal or be the site
of & zonal lesion. Massive necrosis is never followed by

anatomical recovery. Instead, surviving cells proliferate
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Tabls 3

e

The progno:zis

for these cases until death or until 1957 is given.

Prognosis
Case Duration and/or Latent | after diagnosis
No.| intensity of jaundice| Intcrval of cirrhosis.
1 | Mild : a few weeks 3 years Died
1l year later
2 6 weeks 6 years Died
4 years later
4 1 week : ill 3 months| 25 years | Post-operative
death
7 | 6 weeks : recurrence 5 years Died
some months later. 1lst admission
9 18 months 12 years Untraced
after 1 year
10 3 months 3 months Untraced
efter 6 months
11 | 2 weeks : mild 6 years Alive
' 1 year later
15 6 months 2 years| Post-operative
death
17 | 2 weeks : mild O years Alive,
first seen,
1957.
19 | 6 months : clinically| 3 years Died
mild 2 years later
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faBLs 3 (Cont'd.)

Latent interval between sttack of jaundice and clinical
recognition of cirrhosis in 15 patients. The prognosis
for these cases until death or until 1957 is given.

Sac

Prognosis
Case Duration and/or Latent |after diesgnosis
No.| intensity of jaundice| Interval of cirrhosis.

20 3 weeks : mild 2 years Alive
7 years later

24 A few weeks : mild 1l year Died
18 months later

25 | Jaundice 1 month 6 months Alive
Il1 5 months 2 years later
29 Unknown 1l year Died

1 year later

30 3 weeks 33 years Alive,
first seen,

1957.
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TABLL 4
Duration of jaundice until death or until March, 1957

in 15 petients in whom jaundice was continuous or recurrent
with only short or doubtful intervals of freedom from icterus.

, i
Case No. Duration of Jaundice Alive or Dead '
3 1l yesar Dead
) 2 years Dead
6 3 years Desd
8 2 years Dead
12 3 years Dead
13 1l year Dead
14 4 years Desad
16 2 years Alive
18 18 months Alive
21 5 months Dead
22 1l year Dead
23 3 months Dead
26 3 years Dead
27 4 years Desd
28 5 years Dead
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to forw nodules without & lobular pattern, and the necrotic
areas are replaced by Iibrous tissue. The outcome is thereiore
either death in the acute phase (acute yellow atrophy) or
recovery with cirrhosis.

The commonest cause 0f zonal necrosis is viral hepatitis
in which the illness is sacute and complete recovery ususal.
Sometimes, however, when the infection is very virulent or the
resistance of the patient lowered, viral hepatitis may progress
from a zonal to & massive lesion. The illness 1s then of
longer durstion and of greater severity. Complete recovery
can no longer teke place, and the sequel is post-necrotic
scarring which is another term for cirrhosis. This is the
generally accepted explanation for the development of post-
hepatitis cirrhosis, and study of the clinical histories of the
30 patients under review generally supports this explanstion.
Fifteen patients had persistent jaundice from the onset of an
illness believed to be infective hepatitis to death from
girrhosis. Four patients had jaundice for 3 months or more,
acceptable evidence that massive necrosis had taken place during
the scute phase of hepatitis (cases J9, J10, J15, and J19). A
history of recurrent attacks of jaundice, sometimes of mild
degree, was given by a further 7 patients (cases Jl, J2, J7,
Jd1l8, J20, J22, J24). It was believed that viral infection was
responsible for jaundice in each case, although it is impossible
to be dogmatic on this point. Calculus was excluded as far as
possible, and in the 3 patients who came to post-mortem no gall

stones were found. The possibllity that Jaundice was due to
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cirrhosis and not to a persistently active virsl infection was
considered, but rejected. Jaundice 13 not an early or e
prominent feature of portal cirrhosis, occurring usuelly as sa
terminel event with parenchymal failure (Rolleston and lcKee,
1929), and all of these patients survived for at least a year
after the onset of jaundice. It is therefore believed that
the illness from which they suffered was & prolonged hepatitis,
but it is not known whether cirrhosis was the result of
recurrent attacks of zonal necrosis or the initiesl occurrence
of a limited massive necrosis. .

In 3 patients Jjaundice appeared to have been brief eand the
reason for the subsequent development of cirrheosis is obscure
(cases J4, J11 and J25). In one patient (J29) the information
regarding the duration and severity of Jjaundice is inadequate.

The basic reason for the progression of infective hepatitis
to cifrhosis is usually ascribed to & particularly virulent
infection. Occasionally, however, there is evidence of
incressed susceptibility of the soil as, for exawmple, in the
3 patients with dietary deficiency, the two patients with above
average alcohol consumption, and the patient with steetorrhoes.
It is perhaps noteworthy that 3 of these 6 patients had recurring
attacks of jsundice, suggesting that the virus may have remained
active within the liver instead of succumbing to the defenceé
of the body.

Bight patients gave & history of 1ill health which preceded
the recognition of jaundice by weeks, months, or even by a year

or more (cases J2, J5, Jl9, J16, J21, J23, J25 and J28). Certain
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other patients gave & history thet was not typical of infective
hepatitis in that jaundice was of slight degree or syuptous
mild in charsacter. The significance of such an illness in
terms of hepatic pathology is uncertain, but it is possible
thet it represented subacute necrosis. The relationship
.between these patients and certain other patients with crypto-
genic cirrhosis who had similar symptoms but who never became
jaundiced 1s also uncertein, but there mey be a connection
between the two. Further reference to this will be made in
the section on cryptogenic cirrhosis.

In summary, this group of 30 patients with post-hepatitis
cirrhosis differed from those with alcoholic cirrhosis in age,
sex, and social classification. The reason for the progressive
course of the hepatitis can mainly be attributed to the excessive
gseverity of the infection, but in & smell proportion of patients
(20 per cent) dietary deficiency, slcohcl consumption and
intestinal malabsorption may have been reéponsible for the
progression of a reversible hepatitis to irreversible cirrhosis.
About one quarter of the cases were atypical in thet prodromal
symptoms preceding jaundice were of unusually long durstion.

It is suggested that there may be & linkage between this group
of patients and certain patients with cryptogenic cirrhosis who
had similar symptoms but who never became jaundiced.

¢) Cryptogenic cirrhosis

Many patients with undoubted portal cirrhosis give no
histery oif sntecedent jsundice or oif excessive alcoholisr, and

the cause of thelr disease usually defies elucidation. The
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asswaption, which is often wade, that all such cases are the
result of infection by the virus of infective hepatitis, the
initiel infection having passed unnoticed, is, to my mind,
unwarranted. In this country there has been & growing aware-
ness of the frequency of cryptogenic cirrhosis, commencing with
the report of Kelsall, Stewart and Witts (1947) who gave the
incidence as 3] per cent, to the more recent report of Sherlock
(1955) who observed an incidence of 49 per cent. Iy experience
has been similar to that of Sherlock in that 54 per cent of 89
patients had no generally accepted cause for their disease. In
this section I wish to considef in what manner such cases differed
from those with alcoholic and post-hepatitis cirrhosis. I shell
also suggest possible setiological factors.

Alcoholic cirrhosis is a disease of males; pest-hepatitis
cirrhosis has an equal sex distribution; cryptogenic cirrhosis
was commoner sumong females in the ratio 5 femasles to 3 males.

A difference in the age incidence was also observed. Both
elcoholic and post-hepatitis cirrhosis were commoner under the
age of 50 years; cryptogenic cirrhosis was more frequent over
the age of 50. The social classification resembled the
alcoholic group in that 53 per cent of the 30 patients who could
be sccurately classified belonged to social grades 4 and 5. The
relevant clinical date pertaining to all 49 patients is summar-
ised in Table 5.

With the exception of Wilson's disease, & family history
0f eirrhosis is unusuel, and the majority of reports have been

concerned with children (Rolleston and lMcNee, 1929; Ratnoff and



Aetiological data of 49 patients with

cryptogenic cirrhosis

in Grades 1V and V)

Alcohol
consumption
more than
average st
Age in No. of Social No. of some period
Decades patients Sex Class Patients|in past.
11-20 1 Male 18 |[Grade 1 - 2
21-30 2 Grade 11 - 5 5 per cent
31-40 5 Femsle 31|Grade 111 - 7 Cases C5,
41-50 13 Grede IV - 4 c7, C17,
51-60 14 Grade V. - 12 cls.
61-70 9 Unknown - 19
71-80 5 (Mostly housewives

Diet below average

Cases

23 per cent

cl9, c22, @26, c29,
€130, €35 and C46.
(Dietary history not

known in 6 patients).

cl, ¢7, C9,
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Patek, 1942). In the present study 3 paticnts gave & fauily
history of cirrhosis: cascs C8 and C34 were first cousinsg
case Cl9 stated that his brother was known %o have had s large
spleen and to have died frow & massive haemstemesis.

A history of inadequate diet was given by 10 of the 42
patients (25 per cent) in whom adequate date was sveilable.
PThis figure is appreciably higher than that for post-hepatitis
cirrhosis (10 per cent) but lower than that observed for the
glcoholic patients (50 per cent). One patient, case C7, had
been a prisoner of war with the Japanese. For 3 years diet
had been extremely poor, and he had suffered from beri-beri
and Ifrom recurrent malaria. Aiter the war he returned to the
BEast, and for two years alcohol consumption was above average.
In 1948 he had the first of several haematemeses and he died
in 1949, This is the only petient with cirrhosis that I
have encountered who haed been in & Japanese prison camp, yet
meny thousands of wen lived for years in conditions of near
starvation without there being, as far as I am aware, an
inereased incidence of liver disease as & sequel.

Alcohol consumption had been above average at some time
in 4 patients (8 per cent), but the amount was less than that
generally associlated with cirrhosis, and it was not thought to
be the predominant cause of the disease.

In approximately 25 per cent of patients there co-existed
a disorder which possibly had & bearing on the aetiology of
their cirrhosis. These cases merit further discussicn because

the association is not generally accepted as aetiological.
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They will be considered under the heading of the extra hepatic
disorder:

a) Steatorrhoea

Two patients, cases C30 and C42 were thought to have
steatorrhoea; the diagnosis wes proved by fat balance in the
former case but not in the latter. The clinical features of
case C42 were strongly suggestive of intestinal melabsorption,
namely, & very frankly megaloblastic anaemia unresponsive to
Vitanin Bl2 but fully responsive to folic acid. Free hydro-
chloric acid was present in the gastric juice. The diagnosis
of cirrhosis was proved &t post-morten. It will be recalled
that one patient with post-hepatitis cirrhosis was also shown
to have steatorrhoesa in the absence oif jaundice. The
association between liver disease and steatorrhoea due to
pancreatic insufficiency has been described by Sherlock (1955)
end by Norris (1957) but there is only a single report of the
occurrence of cirrhosis with idiopathic steatorrhoea (Arends,
Niewag and Engelhardt, 1954). The association is likely %o
be more than fortuitous as steatorrhoea is not a common disease
in this country. Intestinal maslabsorption may be directly
responsible for hepatic damage, or alternatively it mey render
the liver unduly susceptible to demasge by some other agent.

b) Pregnancy

The association of pregnancy with cirrhosis is unusual
but has been described (Slater 1954). The liver may be
daiwaged in several ways during the course of pregnancy. The

dangers of infective hepatitis are increased, as the foetus
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has wirst call on the essential products of digestion, thus
causing & relative or absolute deficiency, depending on the
dietary intake of protein. Secondly, in the early months of
pregnancy 'toxic' vomiting may occasionally be responsible for
centrilobular necrosis. Thirdly, the liver may be damsged
in eclampsia, periportal hasewmorrhage occurring in the early
stages and lobular necrosis in the more fulminating form
(Browne, 1947). It is 5till unknown whether this lesion is
in fact caused by & toxin, or whether it is an allergic
vagscular reaction similar to that which occurs in the kidney
in acute nephritis.

Three of the 31 female patients dated the onset of their
illness to pregnancy. None of these patients was known to
have had toxaewmia of pregnancy.

Case C9: Transient ascites developed after pregnancy in

1939. Admitted to another hospitsl where & diegnosis of

splenic ansgcmias was made. Ascites subsided and 4did not

recur until 1946, when both liver and spleen were noted

to be enlarged. This patient survived until 1953 despite

numerous haecmatemeses and frequent parscenteses during the

last year of her life.

Case C38: Malaise, anorexia, lassitude followed the birth

of & 6th child although there were no clinical features

such as snseinis to account for her symptoms. Admitted %o

hospitael 11 wmonths after child-birth with ascites and

hepatomegaly. Ascites subsided spontaneously. Splenomegelj

has recently been observed, eighteen months after the onset
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of syaptows.
Case C43: General melaise persisted after s 4-month
miscarrisge in June 1¢52. In September 1953 the
patient became aware of left upper abdominal fullness
and right upper abdoninal discomfort. For several
months prior to this she thought her abdomen had been
swollen occasionally. She was admitted to hospital in
Uctober 1953 with jaundice and found to have, in addition,
gross ascites, hepatic enlargement and splenomegaly.
Polycythaemia was &n incidental finding. Flocculation
tests were strongly positive. Polycythaemia weas
successfﬁlly treated by & single.dose of radio-active
phosphorus (P32) and has not recurred (1953 - 1957).
Jaundice and ascites disappeared spontaneously over a
period of 6 months. The liver and spleen remein greatly
enlarged and liver function tests strongly positive.
While recording these cases I wish to mentiorn two further
patients who also dated their symptomatology to pregnancy.
Onc patient, case J4 of the post-hepatitis series, had an
iliness in 1928 characterised by jsundice for 1 weekx but 11l
~health Tor 3 months. In 1941, following deliver%of a child,
she developed ascites which required paracentesis on one
occasion, 12 pints being removed. Ascites did not recur there-
after for a further 12 years. At death in 1953 the liver was
the site of nodular hyperplasis.
The other patient is not included in this series. She

] : e nen when 6
became swere of discomfort in the left upper abdomen when O
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months' pregnant, and the spleen wes found to be enlarged.
There was no biochewical evidence of hepatic dysfunction.

Two years later she still had splenomegaly, but was otherwise
in good health. This petient might have & well compensated
cirrhosis, but the diagnosis was not regarded as sufficiently
certain to warrant her inclusion in this study.

In all of these cases cirrhosis may have been present
before the occurrence of pregnancy, and was almost certainly
s0 in the patient with post-hepatitis cirrhosis. Xevertheless,
I have recorded the histories because of the possibility that
pregnancy affected the liver in & more direct fashior, either
by deprivation of an essential metabolite, or by the sddition
of an antigen or toxin which was responsible for the initistion
of liver disesase. It is oi interest that in 4 of the 5 patients
transient ascites occurred, and that in each case the prognosis
thercafter was reasonably gocd.

¢) Polycythaemia vera

Hepatic cirrhosis occurred in association with polycythaemisa
in 3 patients. This association has previously been described
by Lawrence (1955), but it is a rare event. The usuel cause
of hepatomegely in this disease is distension of the vescular
bed within the liver. The 3 cases will be described and the
possible reasons for the development of cirrhosis discussed.

Case C43: This patient has already been described in the

previous section relating to pregnancy and cirrhosis.

Case C44;: Feuale, aged H4. Polycytheemia vera wes

diagnosed in 1951 and she was treated by deep X-ray therapy
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In 1954 there occurred undue bleeding after tocth extraction,
end this was followed by loss of energy, slight jaundice
and alternating diarrhoea and constipation. On sdmission
to hospital the clinical findings were slight icterus,
hepatic enlargement of 3 inchesf, and splenic enlargement
of 4 inches. Liver function tests were impaired: serunm
albumin 2.8 g. per cent, serum globulin 2.9 g. per cent,
serwn bilirubin 4.3 mg. per cent, colloidal gold 3,
alkaline phosphatase 10.6 Bodansky units. Haemoglobin had
fallen from 100 per cent 6 months previously to 50 per
cent. Jaundice slowly cleared over & period of 9 months,
but the patient remained anaemic. The spleen was removed
in 1956 and following this procedure the white cell count
has risen to levels over 100,000 per cu.mm., and the
hesematological picture is indistinguishable from wmyeloid
leukaemia. Liver biopsy performed in 1956 confirmed the
development of hepatic fibrosis, and also showed foel of
erythropoiesis within the liver.

Case C45: Female, aged 6l. Polycytheemia vera was
diegnosed in 1946, and she was treated by venesection and
by X~-ray thersapy. In 1951 she received radio-active
phosphorus (P32) because of relapse. She was readmitted
to hospital in 1955 complaining of general malaise and of
redness and swelling of the legs. Clinical exawination
revealed hepatic and splenic enlergement of 4 inches,
spider naevi and flushed palms. Liver function was

impaired: serum albumin 3.2 g. per cent, seruw globulin
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4.1 g. per cent, serum bilirubin 0.2 mg. per cent,
colloidel gold 5. The blood count was normel except
for a leucoeytosis of 16,000 per cu.mm. Since 1955 the
clinical and biochemical findings have remained unchanged
but the heemoglobin has fallen to 6C per cent and the
white cells have risen to 40,000 per cu.mm. - the majority
of cells being polymorphonuclesr.
In all 3 patients the clinical and biochemical picture was
fully consistent with cirrhosis, and the diagnosis wes confirmed
by liver biopsy 1in case C44, The reason for the development of
this uncommon complicetion of polycythsemis vers is uncertain.
Two of the patients, C43 and C44, became Jaundiced and it is
possible thet they suffered from subacute massive necrosis.
As subacute necrosis may occur without jeundice, & similar
explanation mey hold for case C45.
Polycythaemia vera is not the only myeloproliferative
disorder which is complicated by cirrhosis. Wetherley-Kein
and Cottom (1950) have observed portal fibrosis in acute
leuksenis snd Leonard, Israsels and Wilkinson (1957) have
described the occurrence of cirrhosis in myelosclerosis. I
heve slso been following the course of & man, aged 46 yesrs,
who ruptured his spleen on falling from & pedal-cycle in 195C.
At operation the spleen was enlarged and subsequent investigation
reveagled & leuco-erythroblastic ensemia, slight hepetic enlarge-
ment and urobilinogenuris (14 mg/day). Liver function tests
showed & reversal of the albumin-globulin ratio but were other-

wise norwal. Sternel and iliac crest punctures werc
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unsuccessful and s rib biopsy had to be performed. This
showed festures compatible with a diagnosis of early myelo-
fibrosis. For 2 years the patient remained well, and was
then re-admitted with haematemesis and asscites. There is now
little doubt that he has cirrhosis.

The common factor to these 3 conditions - polycythaenis
vere, acute leukaemia, and myelofibrosis - is infiltration o?f
the liver by hsemopoietic tissue and this must result in
parenchymel damage with replacement fibrosis. Such is the
possible sequence of events in the 3 cases under discussion.

A third and last explanation for the development of
cirrhosis in polycythaemia vera is the occurrence of hepatic
venous thrombosis (Budd-Chiari Syndrome). This syndrome is
usually acute and rapidly fatal but & more chronic course has
been described (Kelsey and Comfort, 1945). Nevertheless the
survivael in each case for several years is much against the
diagnosis of the Chiari syndrome.

As 8ll 3 patients are still alive at the time of writing
the exact pathogenesis of the cirrhosis is still uncertain.

d) Rheumatic heart digease and nephritis.

The sssociation of & renal disorder with hepatic cirrhosis

is well known but little understocd, and is thought to represent
& variety of disorders including both glomerulo-nephritis and

renal tubular disease. Patek, Seegal and Bevans (1951)
Oobserved an autopsy incidence of nephritis in 1l.7 per cent of
60 cases of cirrhosis, and & clinicel incidence in 7 per cent

0f 200 consecutive cirrhotic patients. These figures were
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regarded as highly signiiicant as the incidence oI nephritis

in the hospitel population as & whole did not exceed 1 per cent.
Three of the 49 patients with cryptogenic cirrhosis in this
study had sn undoubted renal lesion: case Cl13 (Fig. 11) had
chronic glomerulo-nephritis and died of urasemia; case C37 had

& clinical picture indistinguishable from the nephrotic syndrome,
and case C39 had & chronic renal lesion of uncertain nature but
which may have been chronic pyelonephritis. This patient, too,
died of uraemia.

Phere have been no reports of the association of rheumatic
heart disease and hepatic cirrhosis in the absence of chronic
congestive cardiac failure, but the two conditions were present
in 3 patients included in this study (cases €l2, Cl6, and C2C)
and I have been observing a fourth patient for 5 years in whom
the association may also be present. This case, a boy of 193,
was first admitted in 1952 with mitral stenosis, splenomegaly,
and iron deficiency ensemia. Repeated blocd cultures and the
EJ.S.Re were normel, and & satisfactory response occurred to orsl
iron therapy. While in the ward he developed transient peri-
cardial friection and fever, but apart from this episode progress
was uninterrupted. I have seen the patient at regular intervals
sinee 1952, and, selthough in perfect health, the spleen has
remeined pelpable. For 4 years liver function tests were
entirely normal, but this year (1957) serum globulin has been
consistently elevated %o 4.0 g. per cent. He may have,
therefore, both mitral stenosis and cirrhosis. A fifth patient

with aortic valve disease, massive splenomegaly and oesophageal
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varices has &lso been seen since the material for this thesis
was completed. He gave no past history of rheumstism or of
chores but diet was poor and he drank to excess. The Wagsser-
menn Reaction was negative. None of these cases was in
congestive cardiac failure and & cardiac cirrhosis wes considered
to be most improbable.

The incidence of rheumatic heart disease and nephritis
among petients with cryptogenic cirrhosis is greater than one
would expect, as only one o the 40 pstients with alcoholic
and post-hepatitis cirrhosis had & similar disorder, case J7,
who was adumitted with acute glomerulo-nephritis and died in
hepatic coma. It is worth considering whether this association
is more then fortuitous. Glomerulo-nephritis and rheumatic
hesrt disease are both believed tc result from allergy to the
haemolytic streptococcus. In both conditions the acute episode
may pass unnoticed by the patient, as was so in all the cases
which I have mentioned above. The classical pathological
feature of rheumatic fever is the Aschoff nodule, which lies in
close relationship to smell arteries, and represents an exudative
lesion surrounding necrotic collagen. Such lesions heal by
fibrosis. The classical pathological feature of acute glomerulo-
nephritis is more directly vascular, consisting of proliferation
of the endothelial cells lining the glomerular tuft. In some
patients with hepatic cirrhosis the early pathological chenges
are confined to the region of the portal tracts, and the changes
elsewhere in the liver are remarkably slight or non-existent.

The majority of such patients with minimsl hepatic lesions
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present with haeuateumesls, and ere olten found to have spleno-
megaly and hypccnromic ansewilea, i.e. they reseuwble the cases
deseribed by Banti (e.g. cases Cl, C2, Cll and C34). In such
cases the pathological changes may be so slight that it is
difficult to believe that portal hypertension is caused by
excessive fibrosis or by hyperplastic nodules of liver tissue
distorting the portal venous radicals. It would be much more
credible if it was shown that portal hypertensicn was caused by
& primary vascular reaction within the liver which produced
partial portal obstruction. Splenomegaly might be the natural
consequence of portal hypertension; ealternatively it might be
due to0 & similar inflammatory reaction within the highly vascular
spleen. If allergy to the haemolytic streptococcus can produce
such a reaction in the kidney, might it not do so in the liver
and spleen as well? Such an explanstion would also account for
the increased incidence of nephritis among pat%ents with
cirrhosis, and for the occasional occurrence of rheumstic heart
disease and cirrhosis.

I have only one piece of laboratory evidence to offer which
is relevent to this theory. Baikie (1957), working on bile
'pigment metabolism in heslth and disease, has had occasion to
measure faecel and urinary urobilinogen excretion during the
coeurse of acute rheumatism prior to the institution of salicylate
therapy. He has observed, in certain cases, a fall in the
faecal urobilinogen excretion but & very marked rise in the
output of urinary urobilinogen. Such findings point tc the

Ooccurrence of intrehepatic disease, but the precise nature of
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the abnormality 1s unbknown. I have wyzself observed trancient
slight icterus in a patient with acute polyarthritis, and also
the advent of joint pains in & patient who appeared to have a
elinicelly mild infective hepatitis.

The analogy between acute nephritis and an acute vascular
reaction within the liver can be carried a stage further.
Chronic nephritis 1is characterised by & granular contracted
kidney, the result of prolonged renal ischaemia, glomerular
and tubular atrophy, and replacement fibrosis. Might not
chronic hepatitis, in certein instances, also result from purely
ischaemic changes within the liver? I do not suggest that such
an explanation is applicable to 8ll cases of cryptogenic
cirrhosis. Just as there are many causes for renal fibrosis
and failure, so there are meny conditions which may cause hepatic
fibrosis and failure, and late pathologicel study may not be
useful in elucidating the pathogenesis of the lesion. Prolonged
end cereful clinical study may be more rewarding in furthering
our knowledge of the relstionship between such apparently
diverse conditions.

Although dietary deficiency, steatorrhcea, polyecythacnia
vera, and possibly allergy to the haemolytic streptococcus or
to some product of gestation may initiate hepatic damsge in
certain patients with cryptogenic cirrhosis, it must be admitted
that often no aetiological clue was apparent. It is evident,
however, when the case histories are read, that some patients
were singularly affected by the consequences of portal ﬁyper-

tension, while others had symptoms suggestive of active
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parenchywal disease. The rforuwer group I have ter.ed growaA,
and the latter group B. Zxaples of group A cen be found in
cases Cl1l, 2, 8, 11, 16, 19, 23, 34, and 41 and with less
certainty in cases C3, 7, 9, 10, 15, 17, 22, 28, 29, 31 end
46 (see appendix). In some of these patients haematemesis was
the only symptom of ill health, and there was nothing in the past
or present history to suggest active hepatic parenchymsel disease.
In others the symptomatology could be adequately accounted for
by the presence of anaenis. This group of patients was remark-
able in two further respects. Firstly, in certain instances
the prognosis was reasonably good, provided that haemorrhage
could be effectively treated. Two patients have survived for
14 years since thé diagnosis wes made, and at least 4 other
patients have survived for 6 years. It must be presumed that
parenchymal damsge was not toc extensive, for had it been =so the
occurrence of haemorrhage would have further depressed hepatic
function and endangered life. My second point would tend to
corroborate this statement, namely, that the mildness of the
pathologicel picture in certain instences contrasted greatliy
with the severity of the clinical picture (e.g. cases Cl, fig. 7;
cll, fig. 10). In case Cl a precoperative percutaneous portogram
had been performed and had shown no evidence of extra-hepatic
portal obstruction. At operstion a spleno-renal anastomnosis
was carried out and a liver biopsy taken. The pathological
report was as follows: 'some portal fibrosis and small foci
of hyperplasis, but the liver architecture is not sufficiently

disturbed to justify s disgnosis of cirrhosis. Some portal
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canals are infiltrated by inflammetory cells.' It was not
unconmon for the surgeon to remarx on the normality of the
macroscopié appearance of the liver. Not all cases had
such & mild histological picture; +typicel multilobular
cirrhosis was sometimes observed (e.g. case C8, fig. 9).

These patients in group A were clinically quite distinct
from the patients in group B who had meny symptoms of ill
health but who were seldom troubled by the conseguences of
portal hypertension (cases C5, 14, 21, 25, 26, 30, 37, 38 and
40 are exaumples of this group). Poor appetite, weight loss,
at times of elarming extent and simulating gastro-intestinal
neoplasm, energy loss and diarrhoea were common complaints and
usually of 1 to 2 years duration. It would seem not unreason-
eble to associate this illness with subacute hepatitis, possibly
of viral origin, as the symptomatology so closely resembled thset
given by patients with post-hepatitis cirrhosis before the
advent of icterus. It will be recalled that in post-hepatitis
patients such symptoms were occasionally present for weeks or
months before jsundice was noticed. The course of the iliness
also resembled post-hepatitis cirrhosis, ususally progressive
but occasionally relapsing, and with a poor prognosis.

A third group of patients could elso be deseribed, group C.
Such cases were usually admitted with extra-hepatic disease
(Table 6) and certain of them have already been discussed.
Others had symptomless cirrhosis.

It can serve no useful purpose 1o speculate further on

aetiology, but in summary I wish to reiterate that the causcs
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TABL: 6
Thirteen patients with cryptogenic cirrhosis who

presented because of extra-hepatic disease.
(Group C patients : see text).

Case No. Presenting Disease
6 Perforated duodensl ulcer.
12 Diabetes : Pneumonis : Rheumatic heart
disease.
13 Chronic nephritis.
18 Carcinoma of the stomach.
24 Cardiasc failure (degenerstive).
33 Bronchitis : Early heart failure.
35 Bronchitis.
36 Steatorrhoea (ilegaloblastic anaemia).
42 Steatorrhoea (Megaloblastic anaemis}.
43 Polycythsemia vers.
44 Polycythaemia vers.
45 Polycythaenia vera.
47 Thyrotoxicosis with cardiac failure.
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of cryptogenic cirrhosis may well be diverse. The clinicel
evidence for an association with virasl hepatitic is applicable
only to a small number of patients. In many others the
disease would appesr to be of insidious onset and to cause
portal hypertension at & time when parenchymal function was
little disturbed. It is also suggested that the association
of eryptogenic eirrhosis with steatorrhoea, polycythaemis vera,
nephritis, rheumstic heart digsease, and possibly pregnancy may

be more than fortuitous.

SUMMARY

Cirrhosis was of portal type in 89 per cent of 100
patients with cirrhosis sdmitted to one medical unit in Glasgzow
Reyel Infirmery between 1946 and 1957. The cause of the
disease was ascribed to alcoholism in 11 per cent of cases,
to infective hepatitis in 34 per cent, and was unknown in the
remainder.

Alcoholic cirrhosis was a disease of males. Half of the
patients consumed a diet poor in protein, and the majority were
in the lower social classes. Dietary deficiency alone was not
considered to be responsible for the development of cirrhosis,
although it is likely to have been & contributory factor.

Post-hepatitis cirrhosis differed from alcoholiec eirrhosis
in several respects. The age incidence was wider, the sex

incidence equal, and half of the patients were in the upper
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social clesses. In the meajority of cases the develcpment of
cirrhosis was ascribed to the severity of the infection,
although in certain instances dietary deficiency, alcohol
condumption, or intestinsl malsbsorption may have favoured
the progression of the illness. An intervel between the
attack of jaundice and the recognition of cirrhosis was
observed in half of the patients, while the other half had
continuous jaundice. Phe history of infective hepatitis was
sometimes atypical in thet the duration of the pre-icteric
stage was unduly long, or conversely that jaundice was suparertly
mild and attended by few symptoms.

Cryptogenic cirrhosis was commoner in females than in
meles, and was commoner over the age of 50 years. The dietary
history was poor in 25 per cent of patients. The occurrence of
the disease in association with steatorrhoea, polycythaemia
vera, rheumatic heart disease and chronic rensl disease is
described, and also the association with pregnancy. It is
suggested that these associations might not be coincidentel,
end that the aetiology of cryptogenic cirrhosis may be diverse.
In & small number of patients the symptomatology and the sub-
sequent course suggested a subacute hepatitis. In meny others
the clinicgl emphasis was on portal hypertension, but the

setiology of this group is still obscure.
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CHAPTLR 2

Symptoms and Signs of Portal Cirrhosis.

It has been stated that the symptoms and signs of hepatic
cirrhosis depend on three factors - the causal lesion, portal
hypertension and hepatic cellular failure (Sherlock, 1955).
This is undoubtedly true, but it is worth considering briefly
the symptowatology in each of the three setioclogical groups
end noting the differences between them. The principal papers
which have detsailed the symptoms‘and signs 0% cirrhosis in
recent years have mainly originated in the U.S.A., where the
emphesis is on alcoholic cirrhosis of & much more florid nature
than that which is seen in Britain (Patek and Post, 1941;
Patek and Ratrnoff, 1942; Patek, Post, Ratnoff, Maenkin, and
Hillman, 1948; Hsll, Olsen and Davis, 1953; Zimmerman, 1955).
Rolleston and McNee (1929} have given a comprehensive account
of the clinical features of cirrhosis in this country, but the
literature which they reviewed is largely concerned with
alcoholic cirrhosis. Post-hepatitis cirrhosis was not
recognised as an entity at that time. More recent clinical
surveys, such as those of Kelsall, Stewart, and Witts (1947),
Reynell (1954) and Sherlock (1948 and 1955) have all been
concerned with liver disease in the southern part of Britein,
and no comparable survey has originated from Scotland. It
has therefore been considered worthwhile to give the sympto-
matology which was directly responsible for the adwmission of

the patient, and the principal examination findings &t that



time, together with a comment on any unusual feature.

The symptoms of alcoholie eirrhosis:

The principal symptoms which compelled the 10 patients
with alcoholic cirrhosis to seek medical sdvice are shown in
Table 1. The consequences of portal hypertension wers
responsible for the admission of 4 patients, and 2 patients
presented in parenchymal failure (oedemsa and/or ascites).

In the remsining 4 patients cirrhosis was an unexpected
finding, extra-hepatic disease having been responsible for
aedmission to hospitel. Flatulent dyspepsia, anorexis,
morning nausea and vomiting have long been ragarded as the
classical symptoms of alcoholic cirrhosis, but only 4 of the
10 patients would admit to gestro-intestinal upset of eny
kind. One of the 3 petients admitted with hasematemesis
complained of undue flatulence, but the other 2 patients were
in excellent health until the onset of bleeding. Likxewise
one of the 2 patients who presented with severe oedema had
been in good health until 3 weeks prior to sdmission. These
facts illustrate the insidious nature of alcoholic eirrhosis.

Phe symptoms of post-hepatitis cirrhosis:

The principal symptoms which led to the admissicn of
30 patients with post-hepatitis cirrhosis are given in Table 11,
Jaundice, regarded here as & symptom as well as a sign, was the
presenting cowplaint of 11 patients, but it will be observed
from the table that the incidence of Jjaundice was grester than
the presenting complaint would suggest, 18 patients in &ll

being jaundiced at the time oi admission. Parenchymal
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failure was responsible for the admission of one third, and
portal hypertension for one fifth of the patients.

In contrast to patients with alcoholic cirrhosis,
symptoms were numerous (Table 111). Anorexis, nsauses,
flatulence, lassitude, and upper abdominal pein were frequent
complaints, The high incidence of epigastric and right
upper abdominal pain is worthy of note (40%) and a few
patients complained of pain in the splenic region. Seven
patients were subjected to laparotomy becsuse of the insbility
t0 exclude underlying gall bladder disease. In only one of
these patients were stones found, and in none was the
cirrhosis of biliasry type. Two of the 7 patients died poust-
operatively and 2 developed parenchymal failure. Baggenstoss
and Stauffer (1952) also observed a high incidence of right
upper abdominal pain and the harmful effects of exploratory
laparotomy. It should be remembered that gsll stones are
& frequent coincidental finding in portel cecirrhosis, eccurring
'in 13.6 per cent of 500 cases (Bucalo, 1952). fTwo other
prominent symptoms should be mentioned. Energy loss was
complained of by 63 per cent of patients, and weight loss by
43 per cent. These two symptoms are frequently associated
with active intrahepatic disease and cellular necrosis.

The symptoms of eryptogenic cirrhosis:

Gastro-intestinal bleeding and extra-hepatic discase were
each responsible for the admission of 25 per cent of patients
with cryptogenic cirrhosis. Syuptoms of snasemils caused 20

ber cent of patients to seck advice, and & further 2C per cent
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géﬁLE v
Presenting features of 4G patients with cryptogenic
cirrhosis.
No. of
Presenting Feature Patients | Percentage
Haematemesis 12 25
Ansemis (8ll types) 10 20
Oedeme and/or ascites 5 10.
Symptoms of gestro-
intestinal disorder 10 20

Symptoms of incidental '
disease 1z 25

1. Respiratory Infection
2. Nephritis
3. Polycythaemia Vers

4, Cardiac Failure

IR S S VRN

5. Thyrotoxicosis

6. Perforated peptic
ulcer 1
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presented because of gastro-inteztinel symptoms other taen
bleeding. Only 10 per cent of patients were admittcd
because of troublesome oedema or ascites. (Table 1V).

Many patients were in good health until the advent of
the particular circumstance which led to hospital admission,
and in this respect they resembled patients with alcoholic
cirrhosis. Others had many complaints, and resembled those
with post-hepatitis cirrhosis. These pocints have already

been emphasised in chaper 1.

The Signs

It is extremely difficult to give a total incidence of
the numerous signs that may occur throughout the complete
natural history of portal cirrhosis principally becsasuse few
patients ﬁere followed from beginning to end of the clinical
sequence, and the majority were seen at varicus stages in the
course of the disease. Fortunately, it serves no useful
purpose to enumerate the total incidence of hepatomegaly,
splenomegealy, ascites and the other features of cirrhosis,
as the classicsl signs are all well known. It is of zuch
greater interest to study the incidence of signs found when
the patient first presented as a diagnostic problem, for by
80 doing a more realistic picture of the disease is built up
in the mind of the clinicien. In this country the majority
of patients do not present with ascites, spider naevi, flushed
palms and s trace of jaundice. These are the late features
of & disesse which few can fall to disgnose, but the problem

mey be very different when the patient first seeks advice.
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The signs in each of the 3 aetioclogical groups have noct
been considered separately as it is more convenient to
consider them as a whole. In Pable V I have detailed the
cliniqal features which were present when the patient was
first admitted to hospitsl, or those found during the first
interview at the out-patient department, and correlated these
signs with the presenting complsint. In the following pages
I shall briefly discuss each of the prineipal clinicsal
features of cirrhosis.

1) The liver: Hepatic enlsrgement was the commonest
physical sign of cirrhosis. In the whole series of 89
patients, 67 per cent had hepatomegaly when first seen, and
in 26 per cent the enlargement was greater than 2 inches.

The lowest incidence of hepatomegaly was found asmong those
presenting with haemstemesis (45 per cent) and the hizhest
incidence among those presenting with jaundice (81 per cent).
There was no absolute correlaticon between liver size and
hepatic function, although decreasing size was often ssscciated
with parenchymsl failure. Only 56 per cent of those
presenting with oedema and ascites had hepatic enlargem:nt,
while 79 per cent of those whose complaints were of incidental
disease, and in whow hepatic function was good, had hepatic
enlargement. A cirrhotic liver may further enlarge in tie
presence of congestive cardisc fallure or severe anseumis and
regress when these abnormel states are corrected. A brult
was detected on suscultation beneath the xiphisternum in 2

patients. This sign has never been observed in hepatcnegaly
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due to metastatic cancer. The consistency of the liver was
usuelly firm, occasionally hard but never stony hard. It

was the exception rather than the rule to feel distinct
nodularity.

2) The spleen: Splenic enlargement was found in 50 per
cent of the whole series at the time of the first examination.
Not ﬁncommonly it was the one physical sign that aroused
suspicion of cirrhosis, for by itself a palpable liver edge
just below the costal margin masy pass as s normal finding.

The highest incidence of splenic enlargement occurred among
those with predominantly gastro-intestinal symptoms, and the
lowest incidence among those presenting with jeaundice (90 per
cent and 36 per cent respectively). It is generally accepted
that splenic enlargement is caused by portal hypertensicn, and
the highest incidence of splenomegaly over 2 iﬁches occurred
among those presenting with haematemesis. Neverthelegss there
was no absolute correlation between spleen sigze and the
presence of varices, and, in fact, splenic enlargement has
been encountered in the absence of portsl hypertensicn as
judged by mancmetry at the time of operation. It has been
suggested that splenic enlargement may occasionelly be
associated with hepato-cellular necrosis (McMichsel 1935;
Himsworth, 1950) and I think that there is clinical evidence
to support this theory. I have, for example, observed
progressive splenic enlargement over a 2-year period in &
patient with subacute necrosis, the weight of the spleen at

death, which was from parenchymal fallure, being over 2,CC0 g

e
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The liver was enlarged, and microscopically showed extensive
cellular necrosis. No varices were observed in life or in
death. Presumably such splenic enlargement is caused by
reticulo-endothelisl hyperplasisa. The persistence of spleno-
megaly after recovery from jaundice or after correction of
iron deficiency anaemia is often indicative of cirrhosis. It
is not uncommon for s female patient to present with hypo-
chromic ansemis and slight splenomegaly, and routine
examination fail to reveal a cause for the clinical findings.
The anaemia can be corrected by oral iron therapy but slight
splenomegaly may persist. Such patients are often seen again,
usually years later, with well esteblished cirrhosis, snd the
presenting complaint is frequently haemstemesis.

3) Jaundice: Jaundice was common in those patients with
post-hepatitis eirrhosis, but was uncommon at the time of first
examination in alcoholic and cryptogenic cirrhosis. All of
the patients who presented complaining of jaundice were thought
to have post-hepatitis cirrhosis, and of 18 other pstients who
were noted to be icteric when first examined, 9 had post-
hepatitis cirrhosis. The incressed incidence of icterus in
those patients who presented with oedema and ascites is only
pertly explained by the fact that jeaundice is & common sign of
parenchymal failure, for the msjority had post-hepatitis
cirrhosis.

Tragnsient icterus maey occasionally suggest underlying
liver diseasge in the absence of other physical signs. I have

observed this occurrence after unexplained heematemesis, during
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the course of pneuwonia, and elso following surgical repair
of & hernia, in the latter instance transient icterus being
associated with extensive bruising in the region of the wound,
although the prothrombin time was not unduly prolonged when
estimated several days after the operation. Subsequent
investigations supported the clinicsl diagnosis of chronic
liver disease in all of those patients. Recurrent slight
icterus over many months or even years was commonly assccisted
with the histologicel picture of subacute necrosis of liver.
In some of those patients enlargement of the left lobe of
liver was much more remarkable than that of the right.

4) OQedema and Ascites: Oedems and sscites are signs of

hepato-cellular fasilure and are largely due to0 hypoproteinaemia
and to disordered electrolyte balance. Portal hypertension is
a contributory cause of lesser importance. Sueh signs occur
late in the natural course of e¢irrhosis, and in this study
only 13 per cent of patients presented with the complaint of
abdominal swelling, while a further 5 per cent were found to
have ascites at the time of the first examingtion. The
incidence of oedems is not a true reflection of hepatic
function as in many instances minor degrees of oedems were
caused by ansemia end local vascular factors. Ascites is
generally regarded as 8 bad prognostic sign, and this is borne
out by the feact that 25 of 39 patients examined shortly before
death hed ascites. Ten of the remasining 14 patients died

from hsematemesis or post-operatively. Transient ascites may
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occaslonally occur aefter haemorrhage or after pregnancy,
subsiding in the course of several weeks, and be compatible
with a prognosis that is measured in years, unless & fatal
haemorrhage should supervene.

5) Visible veins in the abdominal well: Prominent

dilatation of the subcutaneous veins in the abdominal wall is
not & common physical sign in cirrhosis either early or late
in the disease, and I have never seen a classical caput
Medusae. Only one of 20 patients presenting with haema-
temesis had definite subcutaneous venous engorgement. Although
this sign is indicative of portal hypertension it is genersally
seen late in the disease when there is parenchymal failure and
a smell amount of ascites, and is therefore of little use
diagnostically. |

©) Finger clubbing: Finger clubbing is & recognised

physical sign of cirrhosis, but is reputed to be uncommon
(Rolleston and McNee, 1929; Sherlock, 1955). In this series,
17 per cent of patients were noted to have clubbing of varied
degree, but in only 11 per cent was it certainly attributable
to eirrhosis, 5 patients having complicating disease which nay
have been responsible for the sign. The highest incidence
occurred sasmong those who presented with oedems and ascites

(37 per cent) and in none of those patients was other disease
detected which may have caused finger clubbing. Clubbing is
said to be a feature of chronic cbstructive jaundice (Sherlecek,
1955), but the incidence asmong those with jaundice due to

intra-hepatic disease was no higher than in those withcut
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jaundice.

7) Spider engiomata: The incidence of spider angiomata

may be slightly higher than recorded here, as the case sheets
of the few patients not seen personslly at the time of Ffirst
admission to hospital did not slways record the presence or
sbsence of this sign. Nevertheless it can be said that it
was not a particularly common feature at the time of the first
examination being present in 16 per cent of patients. The
highest incidence occurred asmong those presenting with signs
of parenchymal failure (37 per cent). Flushed palms were
even less common than spider naevi and were agein more
frequently seen late in the course of the disease.

8) OQOther signs: Certain other clinicsl features deserve

to be wentioned. Facial telangiectases were ss commonly
present as spider naevi, but this sign is also frequently
found in the absence oi chronic liver disease. Glossitis
was Observed in 12 patients. Six of those patients had
hypochrowic anasemia, but none oi the 3 patients with a
megaloblastic anaemis had glossitis. This sign could not
be correlated with dietary deficiency. Unexplained pyrexia
was occasionelly encountered, and cirrhosis should be kept
in mind as & cause of unexplained Tever. Pleural effusion
was quite frequently associated with ascites, but L have seen
one patient with histologically proven post-hepatitis
cirrhosis (autopsy) who had a recurrent blood-stainedpleural
effusion in the absence of ascites.

Peripheral ncuritis, with very merked calf tenderness
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and diminution or loss of tendon reflexes in the legs, hes
occasionally been seen in cryptogenic cirrhosis, and generally
occurs late in the course of the disease. beuro-psychistric
phenomensa were not common. One patient became manic after a
heematemesis and had to be transferred to & mental observation
ward because of his wiolent behavicur. He recovered from
this eplsode and resumed his business 1ife but died a year
later irom recurrence of bleeding. Portal-systemic
enqaphalopathy has also been seen in the terminal stages of
liver failure, and in one patient after s porta-cavel shunt.
Neurological phenomenas were never the presenting feature which
led to admission.

Lastly it must be remembered that cirrhosis msy be
pregsent when there are no physical signs, 9 per cent of the
patients falling into this category. No less than 6 of the
20 patients presenting with haematemesis had no detectable
physical signs when first admitted. From time to time post
mortem examination on & patient dying of some other disease
revealed what appeared to be a well advanced cirrhosis,
unsuspected during life. It is likely that, in such cases,
cirrheéis had been present for many years, perhaps for decades,
and that compensatory hyperplasia of normal cells haed made good

the deficit caused by disease.

S UMMARY

The presenting symptomatology of 10 patients with alcoholic
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cirrhosis was attributed to portal hypertension in 4C per
cent, to parenchymal failure in 2U per cent, while 40 per
cent were admitted with extra-hepatic disease. The classical
symptoms of morning nsusea and flatulence‘were the exception
rather than the rule. The insidious nature of the disease
is emphasised.

The presenting symptomatology of 30 patients with post-
hepatitis cirrhosis was attributed to portsl hypertension in
23 per cent of cases, to parenchymsl failure in 30 per cent,
and te incidental disease in only 10 per cent. The remeining
37 per cent of patients were admitted because of jaundice.
Unlike alcoholic cirrhosis, symptoms were numerous, asnd in
addition to anorexis and nausea, energy loss, weight loss
and abdominel pain were common. Attention is drawn tc the
harmful effect of laparotomy.

The presenting symptomastology of 49 patients with
eryptogenic eirrhosis was attributed to haemorrhage in 25
per cent and to anaemis in 20 per cent. Incidental disesase

patients,

har

was responsible for the admission of 25 per cent o
gastro-intestinal symptowms including weight loss for =
further 20 per cent, while only 10 per cent were admitted
because of oedems and ascites. The disease was commonly
insidious, but a smsll number of patients had symptoms
similar to those with post-hepatitis cirrhosis.

Hepatic and splenic enlargement were the commonest
physical signs occurring in 67 and 50 per cent of all cases

respectively, at the time of first admission. Jaundice was
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a8 common presenting feature in post-hepatitis eirrhosis,
but uncomwon in slcoholic and cryptogenic eirrhosis. Ascites,
finger clubbing, spider naevi and visible veins in the
sbdominal wall were all late features of cirrhosis, and a
classical caput Medusa was never encountered. Nine per cent
of patients had no signs indicative of cirrhosis. This
essumes importance when the presenting feature is gastro-
intestinal hsemorrhage, and over one third of such patients
had neither hepatic nor splenic enlargement. Certain of

the less common physical signs are mentioned.
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CHAPY ? 38K 3

The Velue of Ancillary lethods of Investigation in Portal
Cirrhosis.

1. Liver function tests.

There are numerous biochemicel tests which may reflect
changes in liver function, and the most rational of these
depend on alterations in the various fractions of the plasma
proteins. Plasms albumin,ctxand.P globuling, prothrombin
and fibrinogen are all menufactured by the parenchymsl cells,
while y globulin is largely produced by cells of the reticulo-
endothelial system (Martin and Neuberger, 1957). Unfortunately
no single test is specific for liver disease, and results must
be interpreted in the light of the clinical picture. Thus in
almost all cases of hepatic parenchymal failure the plasme
albumin is low, but a similar result may be obtained in
chronic renal disease or in cachectic states whatever their
orligin may be. Similarly the prothrombin time depends not
only on hepatic function but also on the availability of
vitamin K. The flocculation tests of liver function are
empirical, depending largely on alterations in the plasma
globulins. Certain of these tests, such as the colloidel
gold resction, are positive when y globulin is in excess, and
this may occur in certain inflammetory and sensitivity states
which do not, so far as is known, affect the liver. Other
flocculation tests, for exsuwple, thymol turbidity resction,
are abnormal when both § end y globulins are elevated, snd

are further favoured by depression of plasma albumin (Maclagan,
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CHAPTER 3

The Value of Ancillary Methods of Investigation in Portal
Cirrhosis,

1. Liver function tests.

There are numerous biochemical tests which may reflect
changes in liver function, and the most rational of these
depend on alterations in the various fractions of the plasma
proteins. Plasma albumin,ck\and.g globulinsg, prothrombin
end fibrinogen sre sll msnufactured by the parenchymal cells,
while y globulin is largely produced by cells of the reticulo-
endothelial system (Martin and Neuberger, 1957). Unfortunately
no single test is specific for liver disease, and results must
be interpreted in the light of the clinical picture. Thus in
elmost all cases of hepstic parenchymal failure the plasma
albumin is low, but a similar result may be obtained in
chronic rensl disease or in cachectic states whatever their
origin may be. Similarly the prothrombin time depends not
only on hepatic function but also on the availability of
vitamin K. The flocculation tests of liver function sare
empirical, depending largely on alterations in the plasma
globulins. Certain of these tests, such as the colloidal
gold reaction, are positive when y globulin is in excess, and
this may occur in certain inflammetory and sensitivity states
which do not, so far as is known, affect the liver. Other
flocculation tests, for exauwple, thymol turbidity reaction,
are esbnormal when both % and y globulins are elevated, and

sere further favoured by depression of plasma albumin (Maclagan,
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1944). Flocculation tests may be positive in both acute
and chronic liver disease. It will therefore be appreciated
that the biochemical tests of liver function eare no substitute
for thorough clinical exsmination and for repeated assessments
of the clinical state over & period of time.

In this chapter I shall discuss the value of the various
tests in alcoholic, post-hepatitis and cryptogenic cirrhosis.
Almost all of the tests were performed by the biochemistry
department of Glasgow Royal Infirmary as part of the routine
investigation of the patient; occasionally the colloidsal
gold reaction was performed personelly. The minimel invest-
igation weas considered to be & determination éf the plesms
proteins (both albumin and globulin) together with s
flocculation test, but usually both colloidal gold and thymol
turbidity estimations were performed. Serun bilirubin was
estimated in about three-quarters of the patients, plasme
alkeline phosphatase and the prothrombin time in & little more
than half. The prothrombin time will be discussed with the
heematology of liver disease.

The usefulness and relisbility of these tests as an aid
to diegnosis may be considered in seversl ways. It is
helpful to know how frequently the tests are positive or
negative when & patient with cirrhosis is first seen. It is
also of interest to know which of the various tests is most
useful, and which the least helpful, end to consider whether
the setiology of cirrhosis, so far as it is known, has any

influence on the results. Lestly I shall try to indicate
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thelr worth as & dia.nocotic

to Tthe orobis . cage, and

their value in assessivs the orogunosis of cortsl eirrhosis.

&) The frequency of positive snd negstive results when a

patient is first seen:

1) Where the diasgnosis was msde on clinical grounds
only : 48 patients. This group conteins & greater
proportion of patients with well compensated
cirrhosis as in certain instances the only findings
were unexplained hepatic or splenic enlargement.

2} Where the disgnosis of cirrhosis was histologically
proven : 34 patients. In this group there is &
greater proportion of cases with decompensated
cirrhosis as some patients were first seen in
parenchymal failure, dying shortly afterwards, the
histological proof being obtained at post-morten.

These groups have been separatedi because results are

perhaps more readily acceptable when the diagnosis is certain.
Xine per cent of the proven cases, 10 per cent of group
(1), and 10 per cent of the total had no biochemical sbnormality
et the time of first exawminstion. A further 18 per cent of
the proven cases, 31 per cent of group (1), and 26 per cent
of the totsl had only an abnormelity of the plasma proteins
(Table 1).

These findings are not sltogether surprising as Sherlock
(1955) has zhown that well compensated cirrhosis may exist
without biochewmical abnormelity. Follow-up of the 10 per

cent with normel results has usually shown a gradusl fall in
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TABLE 1

Incidence 0of positive and negative results of liver
function tests when patient was first seen.

&) Total number of patients with histologically

proven cirrhosis in whom adequaste biochemistry
was performed. = 34

b) Number in whom biochemical tests were wholly 3
negative when first performed. = (9%)

¢) DNumber in whom some abnormelity of plasmse
proteins was detected, but no abnormality
of flocculation tests (or of serum bilirubin = 6
or alkaline phosphatase if these were (18%)
estimated).

- ws e e e W ar G W e MR am s e e e em e e em - e mm em W em e e e e

d} Total number of patients with elinically
diasgnosed cirrhosis in whom adequate bio-
chemistry was performed. = 48

e} Number in whom ne biochemical sbnormality 5
was detected when tests first performed. (10%)

£} Number in whom some abnormelity of plasma
protein was detected, but no asbnormality ‘
of other tests of liver function. (31%)

"
)
\n
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plasma albuwin often accompanied by & rise in plasns globulin,
while flocculation tests became positive less frequently.
These changes are agein referred to when the prognostic

value of the liver function tests are consideread.

B) The reletive merits of the individual tests, and the

influence of aetiology on tests of liver function:

Urobilinogenuria, depression of plasme albumin, and
elevation of plasma globulin were the most constant bio-
chemical ebnormslities found in cirrhosis, being demonstrated
in two thirds of the patients. In both alcoholie and‘post-
hepatitis cirrhosis plasme globulin was commonly elevated
(77 and 76 per cent respectively). In cryptogenic cirrhosis
only 50 per cent of patients had & raised plasms globulin.
Plasme glbunin was depressed in 33 per cent of those with
alcoholic cirrhosis, 86 per cent of those with post-hepatitis
eirrhosis, and 61 per cent of those with cryptogenic eirrhosis,
when the patient was first examined.

Colloidal gold precipitation was the better of the two
flocculation tests in both slcoholic and cryptogenic cirrhosis,
but thymol turbidity was slightly more frequently positive in
post-hepatitis cirrhosis. For general use the colloidal gold
test is to be preferred. Two thirds of the patients with
post-hepatitis cirrhosis, half of those with alcoholic
eirrhosis and less than half with cryptogenic cirrhosis had
at least one flocculation test positive.

Both slkaline phosphatase and serum bilirubin were

elevated in 5C per cent of patients with post-hepatitis
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cirrhosig, the resulte veflecting the degree of Intra-henstic
biliary cbhstructicn prescnt et the tiue o the estimation.
Rather surprisingly, alkaline phosphatase was elevated in

38 per cent of patients with cryptogenic cirrhosis, although
serum bilirubin was elevated in only 19 per cent. Corresponding
elevations were demonstrated in about & quarter of the patients
with alcoholic cirrhosis. These results are presented in
tabular form in Teble 11.

The statement made in the opening paresgraph of this
chapter thet no one test is sufficient to diagnose liver
digease has been borne out by these results. Urinaery exam-
ination and estimation of the plasmas proteins will give useful
information, but results require careful interpreteation in the
light of the clinical date. Unfortunately the highest pro-
portion of biochemical abnormalities is to be found in those
cases which are most easily diagnosed clinically, namely,
post-hepatitis cirrhosis, while the exact converse is true
for cryptogenic cirrhosis.

C} The value of liver function tests in the diagnosis of

the doubtful case.

Thirty-two patients presented some difficulty in
diagnosis when first examined, either because the dicease was
well compenssted and the vhysical signs few, or because the
clinical picture suggested certain alternative diagnoses.
Histological proof has since been obtained in 38 per cent of
those paticnts, and in others the sequence of events in time

hes madc the diagnosis of cirrhosis certain. In Table 111 the
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oroble.. wihich each cese presentod 1s steted, toosther with

the 1iver “unction teste at that tTise. A ccomment cn othor
helpful diagnostic features and on the further progress of

the patient, when known, is also given. Analysis of these
results has shown that in 10 per cent of cases biochemical
tests were wholly normel, while in 47 per cent the diegnosis
of cirrhosis was strongly supported by the finding of an
abnormality in both plasma proteins and in floeculation

tests. In many of the remaining cases, however, only a
slight eabnormelity of plasma proteins was observed, s finding
that was of little help in proving or disproving the diegnosis
of cirrhosis. These results bear out Sherlockfs (1955)
opinion that when the diagnosis of cirrhosis is in doubt

after careful clinical assessment, biochemistry is only of
limited vaelue in solving the problew, and some other measure
such as liver biopsy is necessary to reach s final conclusion
speedily.

It is of interest to note here the value of barium
swallow examination in these problem cases. This investigation
was performed in 23 of the patients with @& positive result in
6 (26 per cent).

D} Prognostic value of liver function tests:

The prognosis of an individual case of cirrhosis does
not depend solely on the state of liver function but also on
the degree and effects of portal hypertension. Function
mey be normel and yet life imperilled by gastro-intestinal

bleeding. This fact wmust be constantly remembered when
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giving a prognosis in chronic liver discase. Hotwithstending
thegse rewarks, theve are two blochewical results which are

a useful guide to prognosis. Parenchymal failure is almost
elweys associated with a low plesme albumin,snd a rising
gerun bilirubin is an ominous but late sign in slcohclic and
eryptogenic cirrhosis, but is not of much value in those
cases with chronic hepatitis and long continued jaundice.

The flocculation tests are of practically no value in
determining progress or in assessing durgtion of life in
established cirrhosis. Strongly positive tests are
compatible with wmany years of good health, and death may
occur from parenchymal failure when flocculation tests are
negative. These facts are well illustrated by the resplts .
in two groups of patients: firstly a group of 18 patients
who are alive, and in whom biochemiceal follow-up has becn
carried out for & period in excess of 1 year; secondly by
the results which were obtained in 38 of the patients shortly
before death. (Tables 1V and V). Bleven of the 18 patients
still alive had improved clinically during the period of
follow-up, and in 10 of these patients improvement was
accompenied by & rise in plasms albumin (Table 1V). In 9

of these 11 patients the flocculation tests have remesined
either positive (4 cases) or negative (5 cases) while in 2
patients & positive result became negative. Four patients
showed little change in their clinicel state, and little

change occurred in the biochemical tests. Three patients

deteriorated, 2 of them markedly, and in both instances the
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plasme selbumin fell below 2 grams per cent. I the third
patient deterioration was largely due to chreonic portal-
systemic encephalopathy, the unfortunate sequel of & shunt
6peration. In this patient plasma albumin has risen slightly
but is still below the lower limit of normelity.

In contrast are the bilochemical results in the 33
patients shortly before death from liver disease (Table V).
Plasme slbumin was low in 29 of these patients, while
floecculation tests were only slightly more frequently positive
then negetive, The cause 0f death in the 9 patients with
normel plasme proteins 1s of some interest: 3 died from
messive haewmorrhage; 3 died post-operatively (porta-cavsel
shunt 2 : splenectomy 1); 1 man of 80 died from congestive
cardiasc failure which may have been caused by over enthusiastic
blood transfusion; and 2 died in hepatic coma. In both of
the latter cases plasma albumin had fallen by over & gram in
the few months preceding death, and in neither case was
albunin estimated within 2 months of the date of death, so
that the level may well have become abnormal.

A plasma albumin concentration below 2 grams per cent is
usually associated with & fatal outcome, but occasionally
remarkable improvement may take place. Cage J25 is a good
illustration of this; when first seen she had gross ascites
with & plasma albuwin level of 1.8 grams per cent. Treatment
with an ion-exchange resin and & high protein diet resulted
in cowmplete absorption of ascitic fluid and & rise of plasme

albumin to 5 graws per cent. She remained symptom free for
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almost & year before ascltes recurred. Such cases are
wnusual but provide wmuch encouragewent to the physician.

B} Liver function tests and assessment for operation:

Twenty-two patients had various elective operative
procedures (splenectomy; operatiorms to relieve portal
hypertension; haemorrhoidectomy, etc.) and 9 died in the
immediate post-operative period. This high mortality can
only partly be attributed to operative complications. In
some instances the biochemical tests suggested severe impsir-
ment of liver function, and the additional burden imposed on
the liver by the anaesthetic and operation may well have
proved toc much for the meagre hepatic reserves. Eight of
the 9 patients who died had strongly positive flocculation
tests, and 4 had plasma albumin levels below 3 grems per
cent. Phirteen patients survived operstion; 7 had no
abnormelity or minimal disturbance of biochemical tests, and
none of these patients suffered as a result of the operative
procedure. Five patients had positive flocculation tests
and 4 had plesmse slbumin levels below 3 grams per cent - and
3 of these patients showed e#idence of pasrenchymal fsilure
post-operatively.

These results should make one extremely cautious in
recomiending elective surgery to patients with cirrhosis,
particularly when biochemical tests suggest parenchymal
damage. The benefit to be gained by operation must be
carefully weighed against the operative risk before & decision

is made. A plasme albumin level of less than 3 g. per cent
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should be regarded as a contrain icsticn to elective surgery.
Strongly vositive Tlocculation tests are not such a clear
contraindication, but operation is best avoided unless scne
definite benefit is to be galned. Pentothel induction of
ansesthesia should never be used. Case J26 in this study went
into fatal hepatic coma following pentothal anaesthesia for
biopsy of & papilloma of the larynx. The papilloma proved
"to be & simple tumour.

2. Barium swallow for verices

Hepatic cirrhosis is much the commonest cause of
oesophageal and gestric varices, and their demonstration lends
great support to the disgnosis of the disesase. The most
reliable method for detecting varices is by oesophagoscopy,
but this investigation is both dangerous and uncomfortable,
and is seldowm resorted to. It was performed in two cases in
this study: 1in case Cl9 it confirmed the presence of
oesophageal varices when radiological examinstion was
unconvineing; and in case C8 no varices were observed
although the pstient had had numerous hasematemeses. Further
exsmination by gastroscopy suggested the presence of gastric
varices.

Trans-splenic portal venography is slso said to be a
reliable method for the demonstration of varices, but the
procedure is dangerous when the spleen is not enlarged. I
have nc experience of this technigque.

Exesmination of the oesophagus by & barium emulsion is

simple and safe but less relisble. Sherlock (1955) quotes
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Pempleton (1944) as steting tnat only 40 per cent of
oesophazeal varices can be deotected by this methoed.
Nevertheless the siwmplicity of the procedure mekes it
eminently suitable for routine use. Sixty-one patients
in this study had & barium swallow examinétion, and the
results are shown in Table V1. In 19 patients (31 per
cent) varices were demonstrated. Varices were either
strongly suspected on clinicel grounds or demonstrated at
post mortem in 6 of the 42 patients in whom barium swallow
was negative. In a fﬁrther 14 patients in whom bariuam
examination was not performed for a variety of reasons,
varices were demonstrated at autopsy. Thus in the whole
series of 89 cases of 'portal?’ cirrhosis varices were
demonstrated or strongly suspected on clinical grounds in
approximately 42 per cent of cases.

The value of this radiologicsal investigation as an aid
to the disgnosis of the less certain case has already been
referred to - in 26 per cent it proved of bemefit, and in
the remainder was not helpful.

3. Needle liver biopsy.

Needle liver biopsy has now an established place in
the diagnosig of liver disease. With suiteble selection
of cases, the risk to life is small, and the procedure is
not ususlly psinful. A biopsy should not be performed
unless the liver is palipably enlarged or liver duliness in
the axillary line clearly demonstrable. When the prothrombin

time is prolonged it should first be corrected, if possible,
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Results of bparium swallow exswinstion for oeszophagesl
varices in vl cases,

tesether with certeain post .orte..

observations.

Barium Barium Bariunm Barium
Swallow Swallow Swallow Swallow
positive | negative |negative but not done.
Type of for for varices present|Varices
Cirrhosis varices varices (at post mortem.| present at
post mortemd
Alcoholic 4 4 0 0
Post-
hepatitis 5 15% 2 3
. 1
Cryptogenic 10 23 0 4
Total 19 42 2 7

* 1 patient had & haemstemesis although no varices were
demonstrated.

1 1 patient had a haematemesis but recovered.

2 patients had haematemesis many months after the barium

examination.

It is possible that varices had developed

in the interval between the barium exasmination and the
occurrence of hasemorrhage.
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by the sduwinistration of vita.in . (Sherioc., 1955).

Pirteen oi the 89 petlients in this study were subjected
to needle biopsy without mishap. The diagnosis of cirrhosis
was confirmed in 11 patients. In one patient no liver tissue
was obtained, but subsequent follow-up has left no doubt as
to the diasgnosis. In 3 other patients the biopsy was
technically successful but the histologicsal appearances were
not wholly compatible with cirrhosis. Thus in case J15
incecreased cellularity in the portal tracts was observed, but
the lobular srchitecture was preserved. At operation for
splenectony the surgeon commented that the liver was 'hob-
nailed' but unfortunately o biopsy was taken. Again in
case C28 the appearance 0f the biopsy specimen was not
abnormal, but at laparotowy cirrhosis was macroscopically
obvious. This patiént developed oesophageal varices and
went into come following heemstemesis. The third patient
(C34) was & young man with splenomegdy and oesophageal
varlces, in whom the differential diagnosis lay between
cirrhosis and some extra-hepatic cause of portal hypertension.
Liver function tests were normsl and needle biopsy produced

& smell piece of apparently normal tissue. The evidence

therefore favoured an extra-hepatic cause for portal obstruction

and he was recommended to héve & laparotonmy. This advice was
not tsken and the patient went home. He was seen by request
7 years lgter. In the intervel he had had one severe
heewatenesls following which he had developed & transient

ascites. This had been tapped by his general practitioner
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and had not rascurred. since then he had been well, but the
plasma albuuin had Taellen to 2.8 grans per cent, and the
globulin risen to 3.8 grams per cent. The urine contained
urobilinogen in excess. It would seewx most likely, therefore,
that this patient has cirrhosis.

The reason for the normal or almost normel biopsy
appearances in these cases can be found in the underlying
pathology. When subacute necrosis is the forerunner of
cirrhosis, necrotic and fibrotic areas lie side by sidec with
areas which are normal. It is therefore not surprising that
e noruwal biopsy is sometimes obtained. Diffuse fibrosis, on
the other hand, involves every lobule, and the success of the
biopsy depends solely on the ability ﬁo obtain a speciwen of
tissue.

Although needle liver biopsy may give an immediste
solution to the problem of otherwise unexplained hepatomegaly
it has been performed less frequently in recént years. There
are four reasons for this:

1) It carries a swall but definite risk.

2) When the portion of tissue is smell it is not always
easy to interpret the histological appearances. This
is particularly true when the diagnosis lies between
portal and biliary cirrhosis.

3) When routine radiological and haematological
investigation have Failed to explain the cauce of
chronic hepatic and splenic enlargement, the

possibilities in this country are usually narrowed




-91-

%]

down to ecirrhosis and necplsatic infilitration. In

neither instence can the dizease be cured, and tige
will usually speedily provide the answer.

4) ©Needle biopsy is probably of greatest value in
elucidating the cause of jaundice without having
recourse to laparotouny. Even in this field, however,
less use is being mede of blind biopsy, and more of
exploratory laparotony, partly because of the
increased safety of the lstter procedure with modern
angesthesia, and partly because a speedy and certain
conelusion is reached, and where possible a remedy
applied.

Despite these considerstions, needle biopsy is the mecst
conclusive of all the ancillary methods of investigstion
performed in the medical ward. A certain disgnosis is
freguently obtained and & reasonable assessment of the extent
and severity of the hepatic damage can be made. Such
knowledge will leed to & more positive attitude to treatment.
The peatient presenting with hsemstemesis and an enlarged
liver who is shown to have cirrhosis can have vigorous
treatment applied in the hope that a useful recovery will be
made. On the other hand the patient with the ssme clinical
pattern who is shown to have metastatic cancer will receive
unreserved sedation. The solution to the problem case of
Jaundice may be easily obtained without the discomfort and
dangers inherent to an abdominal operation. Needle biopsy

may enable an opinion to be given on the cause of portal
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hypertension - 1i a ncrwal blcp.y is obtaired it 1s 1ilcly,
but nct certarn, that an extre-hepatic cgusge is responzible
and this may be relieved by surgical measures.

As with all ancillary methods, needle biopsy should

be used critically and performed for & definite reason, and

not simply to satisfy the curiosity of the clinician.

SUMMARY

The velue of biochemiceal tests of liver function,
radiological examinstion for varices, and needle biopsy
have been considered. It is concluded that there is no
infallible procedure available to the physicisn for
diagnosing cirrhosis, and that needle liver biopsy will give
the most conclusive results.

Liver function tests were frequently egquivocal, and in
10 per cent of patients no abnormality was detected at the
time of the first examination. Alteration in the plasma
proteins was the commonest abnormelity in all the seticlogicsal
groups. FPlocculation tests were positive in two-thirds of
the patients with post-hepatitis cirrhosis, half of those
with slcoholic cirrhosis, and less than hslf of those with
cryptogenic cirrhosis. Tests were most commonly positive
when the diagnosis was not in doubt on clinical grounds, and
were clearly positive in only 47 per cent of the problem

cases. Flocculation tests were of no value in assessing
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the prognosis of portal cirrhosis, but & “sllinz seruu
aelbuuin was & bad prozncstic sizgn. A plasua elbunin level
of less than 3 g. per cent should be regarded as a contra-
indicaetion to elective surgery. Surgery should not be
lightly recommended when flocculation tests are strongzly
positive even in the presence of a serum albumin level
greater that 3 g. per cent.

Barium swallow exsuwinastion successfully demonstrated
oesophegeal varices in & third of 61 patients so examined.
In a further 13 per cent of cases in whom varices were
almost certainly present, the barium examinstion was negative.

Needle liver biopsy was performed on 15 patients with s

positive result in 11l. Some explanstion is given for the

negative results.
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1

Heeuwatological (bservations in Portal Cirrhosis

Hepatic cirrhosis is frequently accouwpanied by vericus
heematological abnormalities. The peripheral blood picture,
the bone marrow, the erythrocyte sedimentation rate (H.5.:.)
and the chemical mechanism of hasemostasis may all be abnormal
in chronic liver disease. In this chapter the incidence and
cause of these abnormelities will be considered in 78 patients
with slcoholic, post-hepatitis and cryptogenic cirrhosis.
EKleven patients have been excluded from this study because they
guffered from some other disease which may have influenced the
blood picture. These cases are listed in Teble 1.

Methods and normel values:

&) Haewoglobin: In almost all patients haemoglobin
concentration was measured in a photoelectric colorimecter,
calibrated so thet 100 per cent haemoglobin was equivelent to
14.8 g. haemoglobin per 100 ml. blood. In an occasional
patient the hsemoglobin was mesasured in & Haldane's haemo-
globinometer. A figure of 90 per cent or more was considered
normsl for & men, and 85 per cent or more normal for s woman.

b) Red blood cells and white blood cells were counted in
& hesemocytometer by the usual standard technigue. Normal
values were:

Men: R.B.C. 4,5 - 6.5 million per cu.mm.

W.B.C. 4,000 - 11,000 per cu.mm.

Womwen: n.B.C. 4.0 - 6.0 milliion per cu.mm.

W.B.C. gg for men.




Pablo 1

11 pesticnts excluded frow hgewstological gurvey becsause
of associgted disease.

No. Cause of Cirrhosis Other disease ‘
J 7 Hepatitis Acute nephritis.
J13 Hepatitis Carcinoms of pancreas.
Ccl3 Cryptogenic Chronic nephritis.
Menorrhagisa.
c1l8 Cryptogenic Carcinoma of stomach with
metastases.
c2l Cryptogenic Prostatic enlargement.
Uraenmis.
c24 Cryptogenic Congestive cardiac failure
C33 Cryptogenic Chronic bronchitis.
Congestive cardiac failure
C43 Cryptogenic )
3 Treated polycythaemis
C44 Cryptogenic ~
) vera.
c45 Cryptogenic }
Cc4] Cryptogenic Phyrotoxicosis,
hypertension and repeated
epistaxes.
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The normal range of lywmphocytes in a diferentiel white
cell count was taken &s 1,500 - 4,5CC cu.:im. (Whitby and
Britton, 1950).

e¢) Colour Index: Normsl range 0.85 - 1.15 (Whitby and
Britton, 1950).

d) Platelet Counts: Before 1953 platelets were counted
by the method of Rees and Ecker (Tocantins, 1937) using
capillary blood. Normal figures for this method were
130,000 - 250,000 cu.inm. Since 1953 Dacie's method has been
employed using venous blood (Dacie, 1956). Normal values
lie between 150,000 and 300,000 cu.mm. Only definite
departures from normel have been regarded as significant.

e) Marrow: Marrow was obtained by either sternal or
ilisc crest puncture, and the granules smeared and stained
with May-Grunwald snd Giemss. Occasionally smears were
steined for iron by the Prussian blue method, but if section
material was available this was stained for iron in preference
to the smesr, Sections were also steined with haemastoxylin
and eosin.

f) B.S.H.: Throughout this thesis the Westergren method
has been used and readings taeken at 1 hour. The upper limit
of normel was taken as 10 mms,

g) Prothrombin time: Quick's one stage method was used.
A reading of more than 3 seconds longer than & normal control
was regarded as significant.

RESULTS

1. ©No disorder of the peripheral blood picture:
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19 paticonts (24 per cent) had no disorder of the
peripheral ble.d glcture at any tiw. during thelr attendan.e
at this hospital. The bone marrow was not examined in eny
of these patients. Four other patients had constantly
normal values for hacmoglobin and for red cell counts, but
had some abnormelity of thc white cells or platelets. One
patient (Case C3) who hed normel blood values on repeated
occasions, had previously had & splenectomy performed at
enother hospital because of leucopaeniae snd thrombocytopaenisa.
The histology of the spleen was that of Banti's syndrome.
Splenic enlargement was observed in 8 of the remaining 18
patients.

Symptoms and signs of hepatic parenchymal failure as
‘judged by oedcma and ascites were observed in 7 patients with
e normal blood picture. Cirrhosis was well coumpensated in
the other 12 patients.

A normel or sbnormal blood picture is not related to the
underlying setiology of cirrhosis. Normal values were
observed in 2V per cent of patients with slcoholic cirrhosis,
16 per cent of those with post-hepatitis cirrhosis and 26 per
cent of those with eryptogenic eirrhosis.

It is concluded that & normal blood picture is not
dependent upon a) good hepatic parenchymal function, b) the
absence of splenomegaly, or ¢) any one aetiological typs of
cirrhosis.

2. Disgordered peripheral blood picture due to frank gsstro-

intestinal bleeding.

Frank gastro-intestinal bleeding was responsible for
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ansecmia in 16 vati.nts (24 per cent). Az Dleedins was
usually recurrent, no proper assess.aent ol the blood picture
could be made. Thirty-one per cent of those with cryptogenic
cirrhosis were so affected, 27 per cent of the slcoholics, but
only 15 per cent of those with post-hepatitis cirrhosizs. The
spleen was palpably enlarged in 10 patients, markedly so in 7]
of these patients. One patient had had a splenectomy in
another hospitael at a previous date.

Haematemesis was accompanied by & polymorphonuclear
leucocytosis in 3 patients (2 of whom had splenic enlargeuent)

end by a persistent leucopaenie in 5 patients, all of whom had
splenic enlargement. Thrombocytopaenia was observed in 3
patients, and may have been a contributory cause of haeumorrhage.
All 3 patients had splenic enlargement.

I4t is noteworthy that 39 per cent of patients with portal
hypertension severe enough %0 cause oesophageal varices did
not have splenomegaly. On the other hand leucopaenia and
thrombocytopaenia were constantly associated with an enlarged
spleen.

The effect of occult blood loss on the peripheral blood
picture is discussed under the headings of hypochromic and
normochromic ansemisa.

3. Hypochromic anasemia (colour index less than 0.85)

The association of hypochromic ansemia with portal
cirrhosis has long been recognised and usually ascribed to
blood loss from oesophageal varices and frow haemorrhoids.

Wintrobe (1936) concluded that the ansemia of cirrhosis was
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infection co.oicatel the clinica. silcture. gt ool uhc
pertinent literature regarding the peripheral blocd picture
in eirrhosis has come frowm the United States where it wounld
appear that hypochrowic ansemie is less cowmon than it iz 1o
Glasgow. Jarrold and Viltner (1949), for example, mede
heematological observations on 3C consecutive patients with
cirrhosis, finding that 24 were ansemic, but that in no
patient was the anaemia hypochromic. Berman et al (194¢),

in & comprehensive study of 25 patients, reported that 21

(84 per cent) were ansemic, but that only 2 had a hypochronic
anaemis, and that one of the 2 patients had both acute and
chronic gastro-intestinal bleeding. These reports ere in
contrast to the findings in the Glasgow area where hypochromic
ansenia was not uncommon, After exclusion of anaemia duc to
frank heemorrhage, 37 patients were snaemic, of whom ¢ (11.5
per cent of the 78 patients) had a hypochromic anaemie.
Details of the cases are given in Table 2.

Only 2 patients were male, and both had alcoholic
cirrhosis. Seven patients were femsle, comprising 4 with
eryptogenic cirrhosis and 3 with post-hepatitis cirrhcsis.
Femele preponderance was grester in hypochroiic anacmia than
in normochrowmic ansemia, while males predominated when the
angenlsa was wmecrocytic.

The diet was exbtremely poor in 5 patients, and this was
thought to be & ccentributory factor in the cause oi the

snsemis, and possibly of the cirrhosis as well.
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The bengzidine test for faecel occcult blovd was avulied
in 8 vetiente with consistently positive results in . Both
patients who geve negative results had marked dietary
deficiency.

Gesophageal varices were demonstrated by barium swellow
in 3 of 8 patients so exsmined; in 2 patients large
haemorrhoids were present when varices were absent.

Splenic enlargement was present in 6 patients (66 per
cent). Splenomegaly may be s feature of uncomplicated
hypochromic aneecmia, but the enlargement is usually siight,
and the spleen regresses in size when the iron deficiency is
corrected. Persistence of & firm splenomegaly after the
haemoglobin hes risen to normsl should be regarded with
suspicion as it may be the sole clinicael finding in & well
compensated cirrhogis.

Liver function was good in 8 of the § patients, &
surprising finding in view of the severity of the anaemia
in the mgjority of instances.

The gastric juice was examined in only 2 patients. One
patient produced hydrochloric acid after 0.5 mg. histaunine,
while the other patient had an achlorhydria even after 2 ng.
of histamine.

The marrow was examined in 8 patients. Cellularity
was average or increased in all but one, and erythropolesis
was normoblastic in every case. Phe myeloid series was
active without exception, and one patient had & predominance

of early myelocytes. The marrow was stained for iron in 6
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patients, with & negative result in every instance. These
results sre recorded 1n Teble 3.

The response to oral iron therapy was adequate and
usually proupt, so that melabsorption was an unlikely cause
of the anaemis. It would appear that blood loss from the
gastro-intestinal tract, or dietary deficiency, or both of
thegse factors, satisfactorily explains the presence of hypo-

chromic anaewisa in cirrhosis.

4., YNormochromic ansemia: colour index 0.85 - 1.15.

The colour index has a wide range of normelity. It
broadly divides those patients who are markedly iron deficient
(colour index less than 0.85) from those with & normochromic
mecrocytic ansemia (colour index more than 1.15), the
exception to this rule being the presence of spherocytes.
Within the normal range fall those patients with lesser
degrees of iron deficiency and those with & normochromic
aneemis and normocytic or only slightly mecrocytic cells.

The true incidcnce of macrocytosis can only be measured with
accuracy when a method more precise than the colour index is
used, and, employing a suitable technique, Hall (1956) showed
that the majority of paetients with cirrhosis which he studied
(in the United States) had mescrocytosis, even when the blood
values were normsl. It is appreciated, therefore, that the
present division on the basis of the colour index is somewhat
rough and ready, but it is a standard clinicel method of
evaluating ansemia, and is of undoubted value frowm the clinical

viewpoint when taken in conjunction with careful inspection of
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a blood Zilii.

Twenty patiente in this study had a noroochrownie
enaecmia (Teble 4). Female patients again predowinated in
the ratio of 3 to 2. Ten patients had post-hepatitis
cirrhosis, 9 cryptogenic cirrhosis, and 1 alcoholic cirrhosis,
so that this type of anesemia was relatively much commoner in
post-hepatitis cirrhosis affecting one-third of this group of
patients. In only 3 patients was the diet known to be
insdequate. The benzidine test for occult blocd was not
routinely applied when iron deficiency was considered to be
unlikely, but a positive result was obtained in 3 of 8
patients so tested. Oesophageal varices were dewonstrated
in 7 patients, and not demonstrated in 11 patients. All but
5 of the 20 patients had splenomegsaly.

The bone marrow was examined in 13 patients (Table 5).
Cellulasrity was average or above average in every case;
erythropoiesis normoblastic in 11 patients and macronormo-
blastic in 2 patients; and the myeloid series was active or
hyperactive in ell patients. Maturation arrest of the
myeloid series was observed on 3 occasions, and was associated
with splenomegaly in every instance. A definite increase in
plasma cells was observed only twice.

No single mechanism will explain the cause of normochromic
angemia in cirrhosis. It was once assumed that the ansemis
was due to impaired liver function which resulted in retention

of toxie products of metabolism and subsequent marrow

depresgsion. It has been clearly shown, however, that severe
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hepatic varenci jual feliure wey cccur without ansenie, and
alwost asld of the patisnts at srescnt under consilder ticn
had well cowmpensated cirrhosis.

There are at least 4 possible explanations for the
occurrence of normochromic ansemis in cirrhosis, namely,
8) occult blocd loss with active regeneration, b) hyper-
gplenism, c¢) chronic infection and d) en increase in plasua
volume. Bach of these will be discussed:

a) anasemis from occult blood logs:

This was the cause of ansemis in only a small nusbsr of
patients. The bengzidine test for faecal occult blood was
positive in 3 of 8 patients tested, and one patient had a
persistent reticulocytosis without other evidence of hsemolysis,
thus indicating active blood regenerstion. Only two patients
responded well to oral iron therapy (Cases C26 and C31) and
both these patients had & colour index below 1. In 11 of
the 20 patients the colour index was 1 or sbove unity.

It is notable that few patients with normochromic anaemis
had such low heemoglobin values as those with hypochromic
anaemisg.

b) Hypersplenism:

The term hyperspleniswm iz used to denote a decrease in
one or more of the fqrmed elements of the peripheral blood in
the presence of an enlarged spleen and s hyperplastic bone
mgrrow, the latter containing an abundance of the precursors
of those elements which are deficient in the bloocd. The role

of the spleen in this condition is still uncertain, and there
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are two wein ccacol: o thousht. Dean (1047) belicves theat
eplenic enlavgeacnut is priscivally due to roticulo-endotinelisl

hyperplasia, and that the phagocytic potential of the splecn
is inecreased. Dameshek (1948), on the other hand, belicves
that the spleen produces 'a hormone' which acts on the bone
mgrrow regulating either the maturation of imuweture cells or
the release of wature elements into the circulation. Both
explanations account for the cardinal features of the condition,
but it is to be noted that Doan's theory is more comprehensive
as it will include & haewolytic process. It is still
uncertsin which of these theories is correct.

Much of the evidence regarding haemolysis is conflicting.
Jarrold and Viltner (1949), for example, observed norwmal
urobilinogen excretion in 11 pastients with normochromic or
macrocytic anaemis attributed to cirrhosis, while Jandl (1955)
found increased urobilinogen excretion in the majority of 2C
patients with alcoholic cirrhosis which he carefully studied
under idcal conditions. Jones and his collcagues (1G55),
using red cell:s labelled with radio-active sodiuw chrouate,
found an abnormsl red cell half life in 8 of 15 patients,
only 3 of whom were ansgemic. They were of the opiniorn that
urobilinogen studies were not sensitive enough to detect a
mild haemolytic process.

There was unequivocal evidcnce of hypersplenism in © of
the 20 patients in this study (Teble 6). 4ll had anscuis,
thrombocytopaenia and splenic enlargement, and 3 of the & hed

leucopacnia. The marrow was examined in 5 of these patients,
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Labids &

vasta on L ceticnts with hyperspienis.
“Boleen|
ge OT WeBJC. | Platelets
No. | inches | cu.mi. CU. im. Harrow
A 5| 520g. Norusal 93,000 Died shortly after
admission.
J15 5t 1,800 33,000 Hypercellular.
Megakaryocytes numerous
Myelold maturation
arrest.
J29 P Normsal 92,000 Hypercellular.
Megakaryocytes nunercus.
c 4| 1v 2,000-1 86,000 Extremely cellular.
4,000 All elements affected.
c4l | 6r 1,400 39,000 Hypercellular.
All elements afiected.
C49 8w Normal 97,000 Extremely cellular.

Normoblasts specially
numerous.
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and was nyperclastic in eacih case. Two nmatients underwent
splenectouwy; & couplete haewatological recovery was cobtaired
in one (Case C4l) while the other (Case J15) died a few hours
after operation. Four of these 6 patients had more detailed
study to deteruwine whether or not the rate of red cell
destruction was increased (Table 7). In 2 patients (Cases
C4 and C49) faecal urobilinogen excretion was high, and both
patients were regarded as having haemolytic anaemia. In the
other 2 patients (Cases J29 and C41l) faecel urobilinogen
excretion was low, and the ansemia was thought not to be
heemolytic. Nevertheless one of these patients respond=d
well to splenectowy. Deductions cannot be made from such &
small study, but the results would suggest that there might
be truth in the theories of both Doan and Dameshek.

¢) Ansemis due to chroniec infection:

The agssociation of anasemia with infection is well
recognised, and is usually normochromic and normocytic
(Whitby and Britton, 1950).

Ten patients with post-hepatitis cirrhosis had & normo-
chromic anaemis and in 8 of these patients jaundice was
persistent or recurrent. It is possible that the high
incidence of normochromic anaemia was due to the presence of
chronic infection.

a) An increase in blood volume causing an apparent

angemla:
Bateman, Shorr, and Elgvin (1949) investigating 7

patients with alcohclic eirrhosis (only one of whowm hsd
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Urobilinogen excretion, seruum bilirubin and hsewoglobin

Urobllinogen excreiion, seruu DLl

percentage in 4 patients with hyversplenigii,

Faecal Urinary Serum
Urobilinogen | Urobilinogen Bilirubin | Haemoglobin
No. | mg. per day. { mg. per day. mg%. %
J29 39 11.7 1.0 53
c 4 352 - 0.6 58
c4l 67 9 1.0 70
c49 1027 - 3.2 45
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sple:zo-zmgal;y‘} chbaerved & war..ed increasge in total blood
voluwue witih & relatively greater increasc of olaswa volue
then of the cell mass. They suggested that this caused an
apparent ansecuias, and that the norwal cell wmas:s accounted
for the poor response t0 haewmsgtinics. This explanation can
be accepted when the ansewia is of woderate degree, but
Sherlock (1955) has remarked that the volume changes are
insufficient to eccount for the anasemia in the majority o
cases. lisenberg (1956), using a radio-sctive chromium
labelled cell technique; found a significant inecrease in
plasma volume only in patients with oesophegeal varices and/
or cyanosgis. In the absence of these features the results
were norual. 1f these results are confirmed, hypervolacuis
may account for anaemia in & minority of patients.

Normochromic ansemia was often resistant to therapy,
possibly through failure to consider the precise aetiolczy
in an individual case. Haematinics were sadwinistered to
14 patients with genersally poor results. Choline, yeast,
and methionine werc given to 5 patients for many weeks
without response, and & 6th patient had, in addition, folic
acid, vitamin Bl2, and ascorbic acid, still without resvonse.
Three patients given proteolysed liver had & rise in reticulc-
cytes and the red cell count, but 2 of the 3 also had iron
therspy. Iron alone wes given t0 4 patients with a colour
index below unity with a good result in one case, a slight

response in & second, and no response in the other two. One

patient, who had mascrocytic cells in & peripheral blocd il
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end & colour lndex at the upper limit o) rorumal, was given
vitewin B12 by his prectliticner and the blocd wvaluss laorcoved.
This patient unfortunately refused all Tfurther investigetion.
As previously statedi splenectomy was performed on 2 patients,
with a goocd result in one and a fatal result in the second.
Frow the practical viewpoint, all patients with & colour
index below unity should receive iron, and all with & colour
index above unity should receive proteolysed liver as &
supplement to a high protein diet. Hypersplenism should
alweys be considered when the spleen is enlarged and
appropriate investigations undertaken to substantiete such a
diagnosis. Splenectomy should only be considered if liver
function is good and the health of the patient seriously

disturbed by the haemstological abnormality.

5. Mscrocytic gnsemis with colour index grester thanm 1.15.

Eight patients had a mascrocytic ansemis with s colour
index ranging from 1.2 to 1.57. 5 patients were male and
3 fenmale. 4 patients had cryptogenic cirrhosis, 2 alcoholic
eirrhosis, and 2 post-hepatitis cirrhosis. Hepatic
parenchymal fsilure was present in © patients, and the
remaining two patients had proven steatorrhoes. The spleen
was very large in two patients, & third hed previously been
splenectomised, and 5 patients had no splenomegaly. The
diet was normal in all but one patient - an alcoholic male,
The clinical and haemstological data are given in Teble &,

and the merrow findings in Table 9. Narrow cellularity was

inereased in 6 of the 7 patients. Erythropoiesis was




wegaloblestic in 3 patients, two ol Tﬁ/hou; had proven
steatorrices, wmscronorwmoblastic in 1 patient, and norioblastic
in the other 3. The myeloid series was normal in 5 patients,
depresced in one, and showed maturation arvest in one petisznt.
Plesms cells were greatly increased in 3 patients, &ll of whow
had increased plasma globulin.

All 3 patients with megaloblastic erythropoiesis had
free hydrochloric acid in the gastric juice. In two of
these patients the fat balance was abnormal (Case J19 - 70
per cent sbsorption; Case C36 - 89 per cent absorption),
but in the third patient the diasgnosis of malabsorption
remgined a clinical one as the patient was unable o tolerate
the special diet necessary for fat bslance. Two paticnts
responded to vitamin B1l2; Case J19 by only slight improvement
in the peripheral blood count, but by definite conversion of
megaloblastic to normoblastic erythropoiesis; Case C36 had a
more dramstic response to vitamin B1l2 although the marrow
conversion was slower than is usual in pernicious ansemria.

In the third patient (Case C42) no response was obtained to
vitamin B1l2, but a prompt response occurred when folic acid
was administered.

Although macrocytic ansemis is & common finding in
cirrhosis, megsloblastic erythropoiesis is rare. Bermsn et
al (1949) were of the opinion that uncomplicated cirrhouis
was never responsible for a megaloblastic ansenis. Jarrold

and Viltner (1949 observed megaloblasts in the wmarrow of 3

patients out of 130 studied. All 3 patients had severe
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dietary deFfuiclency and it was thousint that fthey were
deticient in extrinsic factor. Cne ox tne 3 showed a

partial response to ground beef orally, but the other two
were too 1ill for experimental therapy, thcugh they showed

e response to liver extract parentally. Cne of the 6 cases
of heemochromatosis recorded in chapter 9 also developed a
megeloblastic aneemia associated with severe dietary
deficiency and scurvy. A sstisfactory haemstoclogical
response was obtained when ascorbic acid was administered
alone. This patient has been reported by Brown (1955).
Movitt (1949) recorded 2 patients with cirrhosis, megalc-
blastic ansemia and free hydrochloric acid in the gastric
Jjuice. One patient responded to liver extract but the other
did not. Jandl (1955) observed megaloblastic ansemia in 4
of the 20 cases of slcoholic cirrhosis which he studied, sll
of whom responded to folic acid.

I have previously stated that the association of
steatorrhoea and cirrhosis is probably more than fortuitous,
but this association was not exeluded in any o:f the above
reported cases. In the Western hemisphere pernicicus ansenis,
pregnancy, and intestinal mslabsorption are the only comuion
ceuses of megaloblastic erythropoiesis, and until they have
been excluded the disgnosis of s megaloblastic ansemia dus to
cirrhosis cannot be accepted. When diet is defective nure
extrinsic factor deficlency or ascorbic acid dsficiency should

also be carefully excluded as the cause of megaloblastosis.

In my experience liver disease slone has never been responsible
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with certaeinty Zor a mevaloblastle enesuids.

On: caticnt had macronoruoblastic erythropocicsis
(Case C5). He was given both proteolysed liver and foliec
scid, as well as all the other ususl haemetinics including
vitamin B12 without charnge in the marrow picture. This
patient ran a progressive course over 2 years, with increasing
anaemia, leucopaenia, thrombocytopaenias, and splenomegsly.
Urobilinogen studies later demonstrated that haemolysis was
taking place (see below). Unfortunately the patient wes

never well enough %0 have splenectomy performed.

Faecal Urinary Serunm
Case Urobilinogen Urobilinogen Blllrubln Reticulocytes Hb
No. ng/day ngfday mg¢! % !
c5 226 6.6 0.4 7 40

The treatment of macrocytic anaemia in cirrhosis depends
to some extent on the cause. When it 1s associated with
intestinal malabsorption and a megaloblastic bone marrow,
the majority of cases will respond to folic acid, although
vitamin Bl2 may also have to be given. When the marrow is
normoblastic, proteolysed liver and & high protein diet may
be beneficial. Splenectomy should be performed when there
is satisfactory evidence of hypersplenism, provided that the
general condition of the patisnt is suitable for operation.

6. White blood cells.

In the absence of spleniec enlargement, hepatic eirrhosis
ig seldom sccomwpanied by an alteration in the white cell
count. Following acute haemorrhage there may be a transicent

rise in the count, and there is usuglly a leucocytosis in
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response o asoetive indecticn, althouzh this e

in 8Cwe o nhts who are leucovaenic. Cnliy one =naitient in
this study had an elevated white cell count in the absence of
haemorrhage or extra-hepatic infection, and this occurred
with severe progressive hepatitis (Case J23). The spleen
was not enlarged.

Leucopaenia 1is not uncomumon when the spleen is enlarged,
and may be either constantly or intermittently present. it
was oObserved in 10 patients in this study, § of whom were
also thrombocytopaenic (Table 10). The spleen was enlarged
in every instance, and the marrow was either norwuslly
cellular (5 patients) or hypercellular (5 patients). In two
patients myeloid maturation arrest was observed. All ox
these patients were regarded as having hypersplenism, and
6 were subjected to splenectomy. Only 2 survived the
immediate post-operative period and both had the perivheral
bleood picture restored tc ncrmal (Cases A9 and C4l). Phe
poor results are sattributed to the selection of patients with
severe liver damsge.

Berman et al (1949) drew attention to the finding of an
absolute lymphopsenia in cirrhosis. In a series of 25
patients, the mejority of whom were slcoholic, 64 per cent
hed an ebsolute lymphopaenis below 1,500 cu.ma., regardless
of whether the total count was normel, low, or eleveted.

This finding has been confirmed (Teble 11). Differential
white cell counts were periormed on 25 patients, all oX whci

had some abnormality oi the peripheral blocd picture. An
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ebsclute iywyiipacilis was Jound in 1% patizsnts (60 per cent),
10 patients had & noruwsl lymphocyte count, and no patient

had a lymphocytosis. The finding of an absolute lymphcpeenia

may be helpful diagnostically.
7. Blood Platelets

Platelet counts were performed on 28 patients. in a1l
other cases & blood film was studied and platelets noted to
be present, but es this is a rsther rough and ready assessuent,
minor degrees of thrombocytopasenia way have been missed.
Platelet counts of under 110,000 cu.mm. were observed in 15
patients, 9 of whom have already been considered in the
discussion of leucopaenia (See Table 10). In the remsining
6 patients the spleen was also enlarged, so that leuccpaenia
and thrombocytopaenia were both constantly associated with
splenomegaly. Two patients had the platelet count restored
to normal by splenectomy, and one patient (Case C49), who
also had haemolytic ansemia, had the platelet count restored
to ﬁormal by cortisone therapy.

Only 2 patients had platelet counts of under 40,000 cu.mm.
snd purpure was seldom observed. One patient presented with
purpura on both lower limbs in assoclation with severe oedemna.
The platelet count was 95,000 cu.mm. Both ocedema and purpursa
disappeared when the patient was placed on & low salt high
protein diet, but the platelet count remsined below normal
(Case Al). Wpistaxis is & well recognised feature of
cirrhosis. It occurred repeatedly in Case J15, and was

attributed to throwbocytopacnia. Six other patients with



-128-
abnomweliy low platelet counts had zastro-intestinal bleedin.,
but as verices were believed to be present in every cese, it
is uncertain whether thrombocytopaenia was in any way
responsible for the bleeding.
8., HeSekie

The H.5.%. wags routinely performed on almost all
patients. The Westergren method was used, and results above
10 mms. in 1 hour were considered abnormel. Sixteen ratients
with extra-hepatic disease likely to influence the E.S.... hgve
been excluded from this study: 3 with tuberculosis, 8ll of
whom had a raised H.S.0.; 3 with steatorrhoea and megslo-
blastic ansewmia, all of whom had & very rapid sedimentaticn
rgte; and 10 of the 11 patients previously excluded from the
haematological study because of the diseases detailed in Table
1. One patient excluded from the blood survey has becn
included in this section (Case C21} because the associested
disease - ursemis caused by benign prostatic enlargement -
was not thought to iniluence the E.3.H.

The results in 63 patients are given in Table 12. 1In
this table & comment is made as to the presence or absence of
ansemia, and when ansemia was present the type is stated.
Serum albumin and globulin results are also given. Until
1956 the upper figure of nornality for serum globulin in the
biochemistry departient of this hospital was 2.9 g. per cent,
but in 1956 the method of estimation wes changed, and the
upper limit of norisl rose tc 3.9 g. per cent. For this

reason I have put the normel figure in parenthesis in the
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approxiwateiy oue third of patients had & normsl srd
two thirds @ raised L.S.H. (22 patients and 41 patients
respectively). Active hepatocellular damsge was usual. .y
associated with a raised sedimentation rete, and it will be
observed that aluwost all the patients with post-hepatitis
cirrhosis had a definite increase. Conversely, sapparently
quiescent disease was often associated with s norwal B.S.i.,
the patient hsving few symptoms related to hepatic dysfuncticn,
although the consequences of portal hypertension were sometimes
troublesone. Unfortunately the &.5.R. cannot be taken as an
absolute guide to the activity or otherwise of hepatic disease
as so many other factors, some related to liver functicn and

some not, iniluence it. A few of these will be considered.

A) Ansemis and the EeSeX, : Ansemis is an inconstant

factor in its effect on the sedimentation rate. It is
well recognised that severe ansemis may co-exist with a
normel &.85.R., particularly when the csuse is simple iron
deficiency or after haemorrhage (Davis, 1946; Terry,
1950), and for this reason correction charts for the H.3.X
in anscmia are valueless. On the other hand certain
types of asnacmia sre frequently associated with & ralsed
EJeSeRe - e.g. pernicious anasemia or the ansemis sccondary
to leuvksewia. It can be seen from the results preserted
here that the B.S.R. was often normal in patients who
were either not anaemic or who had & hypochromic ansecuis,

and that it was ususlly raised when the ensemia was
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noroocnTowic or wacrocytic. The relationchip, however,
is by no uweans clear, and probably reflects other fecets
of altered liver function - e.g. alteration in the plasue
proteins, &s well as alterations in the red cells.

e) No anaemia : 18 patients.

HeSeRe normal 8 patients.

(1]

BE.S.Re ragised

10 patients. Range 16 - 57 noms.
b) Hypochromic ansemia ¢ 9 patients.

BeS.H. normel : 6 patients.

jc3

ieSeHe raised ¢ 3 patients. Range 34 - 100 nmms.
e) Normochrgmic angemia : 20 patients.

E.S.He normsl : 4 patients.

B«S.Re reised : 16 patients. Renge 11 - 108 mums.
d) Macrocytic ansemis : 4 patients.

E.S.R. normael : O patients.

E.S.R. raised : 4 patients. Range 20 - 110 mus.
e) Ansemia from frenk gastro-intestinal bleeding :

12 patients.

KBeS.Re normal : 4 patients.

E.S.R. raised : 8 patients. Range 11 - 86 mms.

B) E.S.K. and plasma proteins : Alterations in the

o g

inereases in the globulin and fibrinogen fractions are
particularly active in this respect. Blectrophoresis of
proteins was not performed, and only results for albuwmin
end globulin are available. The results show that a
high plasma globulin was frequently assoclated with a

raised mes.%. (33 out of 41 paticnts), although the



correletion was not absolute as 12 of 21 vatients with
& norwel .24 glso had a raised plasma globulirn.

C) =®m.SeH. and liver function : Mention has elresdy been

made of the associatlion betwecn active hepato-cellular
danisge and a raised DeS.K. When an approximste
division was mede between those with well compenzated
cirrhosis on the one hand, and those with apparently
active hepatitis or decompensated disease on the other,
it was found that the L.S.K. was raised in 14 out of 30
patients in the former group and in 28 out of 33 in the
latter.
The factors which influence the sedimentation of red
blood cells is a study in itself, and no one cause car explain
the high rate in meny cases of cirrhosis.

9. Prothrowbin time.

Prothrombin is & plasms protein which is manufactured in
the liver. In the presence of hepatic parenchyusl failure
prothrombin levels fall, and there is an incressed tendency
to bleed. Vitamin X, a fat soluble vitamin, is required for
the biosynthesis of prothrombin. When fat is inadequetely
absorbed from the small intestine, as in regurgitant jaundice,
vitamin X gbsorption is defective and the prothrombin time
rises. In hepatic cirrhosis the prothrombin time is often
normal, but it may be prolonged either because ol hepato-
cellular failure or because oi jaundice. In the former
instance correction is often not obtained by the administraticn
0f vitenin X.

Phe prothrombin time wage estimated in 54 patients with
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Tabiw 12
Phe erytiurceyte sedimentation rate (we5exe) in aleoholic,
post-hepatitis and cryptogenic cirrhosis. Seruw albumin
and globulin levels are given with normal value for seruu
The presence or absence of

globulin in parenthesis.
ansemia, with its type when present, is also recordcd.

Ledelte Seruan Seru !
mms. in Albumin Globulin Type of Anaemis

No. |1 hour g. per cent| g. per cent when present
Al 85 3.9 5.5 (2.9) Macrocytic

A 2 6 3.8 3.2 (2.9) Hypochromic
A3 84 3.0 3.8 (3.9) Hypochromic
A4 10 3.6 3.3 (3.5) |Haematemesis
A S 13 - - Normochromic
A7 40 3.7 5.2 (2.9) Haematemesis
A 8 6 3.8 3.9 (3.5) |Not anaemic
A9 2 4.6 "~ 2.1 (2.9) |Not anaenmic
Al0 20 2.5 4.1 (2.9) Macroeytic

J 1 24 2.2 5.5 (2.9) Not anaenic

J 2 57 1.5 5.4 (2.9) Not ansemic
I3 14 2.0 3.5 (2.9) | Normochromic
J 4 7 2.8 2.2 (2.9) Hypochromic
J5 25 3.2 3.6 (2.9) | Normochromic
J 6 108 2.7 5.8 (2.9) | Normochromic
J 8 20 1.3 3.6 (2.9) | Not anaemic

J 9 28 2.6 4,2 (2.9) | Not ansemic
J10 78 1.9 6.8 (3.95) | Wormochromic
Jl4 36 2.8 2.6 (2.9) Haematemesis
JL15 4 3.2 1.0 (2.9) Norwochrowxic
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Yabu. 12 (Cont'd)

LisDeite Serun Serunm
mos. in Albumin Globulin Type of Ansgenile

No. |1 hour g. per cent | g. per cent when present
J16 76 1.6 4.5 (3.5)  Normochromic
J17 8 3.3 4.1 (3.5) |Hypochromic
J18 76 2.2 4.8 (3.5) |Macrocytic
Jig9 130 2.3 4.7 (2.9) Macrocytic
J20 2 4,0 3.5 (2.9) |Not ansgemic
J21 34 3.1 4.0 (2.9) Hypochromic
J23 4 1.7 2.3 (2.9) Not ansasemic
J25 16 1.8 2.8 (3.5) |¥ot anseuic
J26 62. 3.4 2.4 (2.9) |Haematemesisg
Ja7 44 3.4 3.9 (2.9) Normochrouic
J28 35 2.9 3.1 (2.9) Not anaemic
J29 111 1.8 4.7 (2.9) Normoechromic
J30 33 Fel 6.0 (3.5) | Not anaemic
cC 1l 7 4.0 4.2 (3.5) Hypochronmic
c 2 28 3.6 2.9 (2.9) Hasematemesis
cC 3 55 2.4 3.9 (2.9) Not snsemic
C 4 12 4.2 2.6 (2.9) | Normochromic
c 5 110 2.1 4.3 (2.9) Macrocytic
c 6 8 - - Not ansemic
c 7 17 2.9 2.1 (2.9) Haemateumesis
¢ 8 8 3.3 2.2 (2.9) Hacinatemesis
C 9 100 3.0 3.4 (2.9) | Hypochremic
cli 6 2.9 1.9 (2.9) | Hacuetemesis
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BeDeHe Serus Serwa

mos. in Albumin Globulin Type of Ansemisa
No. | 1 hour g. per cent | g. per cent when present
cl4 16 4,5 4.2 (2.9) | Noruochromic
clé 11 4.5 2.7 (2.9) | Hacmstemesis
c1l7 17 - - Hacmstemesis
c20 35 3.2 5.0 (3.5) Normochromic
c21 8 2.2 2.9 (3.5) | Normochronic

(uraemis)

c22 86 3.2 4.5 (3.5) Hacmatemesis
c25 19 2.9 3.7 (2.9) Not ansemic
c26 20 53 3.0 (2.9) | Normochromic
ca27 2 3¢5 3.4 (2.9) Yot anaemic
c28 45 1.4 5.5 (2.9) | Normochromiec
c29 8 1.4 6.6 (2.9) | Haematemesis
€30 2 3.3 2.4 (2.9) Not anaemic
C31 11 - - Normochromic
c32 7 3.8 3.8 (3.5) Hypochromic
c37 116 1.8 5.0 (3.5) | Not ansemic
Cc38 9 3.0 4.5 (3.5) Not anaemic
C40 104 3.4 3.7 (2.9) Normochromic
c41 5 3.2 3.6 (3.5) | Normochromic
c42 130 2.5 4.0 (3.5) | Macrocytic
C46 7 3.9 4.1 (3.5) | Hypochromic
c48 8 3.3 3.8 (3.9) Normochrouic
c49 63 2.4 3.6 (3.5) | Normochrouwic




BERAN
1
-

P e

e

the control

ciTrihe i, A Tesuat o wiiadn % szconds of
Probhirowuin tlie was conslcaered to be norwal, 92 wati i
gave & normal result, 13 patients had & prolongation of

4 - 6 seconds longer than e control, and 1C notients a
prolongation of more than 6 seconds. In 4 petients no
correction was obitained when vitamin X or X1 was adminiztoered,
and in 2 patients, neither of whom was jeundiced, corr:zcticn
was obtained.

The prothrombin time was measured in 8 paticnts ad.itt=d
with haematemesis. A normal result was obtained in 5 vati:zntse
and & prolongation in 3 patients.

It is concluded that the prothrombin time is not =
sensitive index of hepatic function. Nevertheless it =hould
be measured routinely in all cases of cirrhosis sdmitted to

hospitel, and, if bleeding should occur, vitamin X should be

edministered.

S UMMARY

Hsematological observations were made on 78 patients
with portal cirrhosis. Some disorder of the peripheral
blood picture was detected in 76 per cent of these cases.

Ansemis was the result of frank zastro-intestinal
bleeding in 18 patients (24 per cent). A further 9 vatients
(11.5 per cent) had en iron deficiency anseidia which was

attributed to occult bloocd loss, dietary deficiency or to
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poth oi these factors.

Lhe spleern was enlarged in approxiumately two-thirds of
the patients who had gastro-intestinal bleeding, occult or
overt.

A normochromic ansemia was detected in 2C patients (20
per cent). This group contained a preponderance of patients
with post-hepatitis cirrhosis. Several factors were
responsible for the ansemia. Hypersplenism, in the widest
sense to include hsemolysis, and iron deficiency were proven
causes. Other possible factors were thought to include
active hepatitis and en increase in plasms volume. Phe spleen
was enlarged in 75 per cent of these patients.

A mgcrocytic snsemis was present in 8 patients (1C per
cent}). In 2 of these patients the count was only slightly
below normsl although macrocytes were present in the
peripheral blood. Three of the 8 patients had megaloblastic
erythropoiesis and free hydrochloric acid in the gastric
juice. Malabsorption of fat was proven in 2 of the 3
patients. Splenomegely was detected in only one-third of
cases.

Ten patients had e leucopasenia (12 per cent) and 15
patients a thrombocytopsenia (19 per cent). In 9 patients
leucopaenia and thrombocytopaenis co-existed. The spleen
was palpebly enlarged in every patient with leucopaenia and
thrombocytopaenia.

The E.S.H. was raised in epproximately 66 per cent of

patients. It was commonly elevated when plasme globulin
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was reised, when ensenls was normochromic or mascrocytic, or
when hepatic function was failing, but no absolute correletion
with any of these factors could be nade.

The prothrombin time was prolonged in 43 per cent of
54 patients. FPive of 8 patients admitted because of gestro-
intestinal bleeding had & normal prothrombin time.

The trestwent of the various hasematological abnorwuslities
is dependent on the cause, and haemolysis should not be over-
looked as & possible explangtion of ansaemia. Leucopaenia
and thrombocytopaenia were never of such severity as to
demand urgent treatment by transfusion or splenectomy. The
prothrombin time was occasionally corrected by the esdministrotion

of vitamin K.
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The prognosis of portal cirrhosis

Cirrhosis of the liver is generally associsted in the
lay mind with alcohol and & poor prognosis. The latter, if
not the foruwer, is certeinly correct, at lecast once the
symptoms of the discase have forced the patisnt to seeck
medicsl edvice. In certain instances the incidental finding
of hepatic or splenic enlargement in & patient with no
complaint referable to hepatic dysfunction may enable the
correct diagnosis to be made during the latent or asymptomatic
phase of the disease, and this may last, if the patient is
fortunate, for 9 or more years. More usually, however., +he
diagnosis is not made until the consequences of portal
hypertension or parenchymal failure, or both, have become
obvious, and thereafter the outlook is bad. The poor
prognosis is well illustrated by the figures given by Patek
and his colleagues (1948). Their patients were divided into
two groups, those who received no specific treatment, and
those who were treated by appropriate dietary measures.
Seventy per cent of the former and 35 per cent of the latter
were dead at the end of 1 year, and §3 per cent of the former
and 70 per cent of the latter were dead at the end of 5 ycears.
Over threc-quarters of their patients were alcoholics, and it
is generally stated that the life expectancy for alcoholic
cirrhosis is slightly more favourable than that for othcr
causes of the disease provided the patient can be inducecd to

stop drinking. I have been unable to find corresponding
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Tfigures ror post-hepatlitis and cryptogenic cirrhosis, but
all suthors are sgreed that once liver cell failure has
occurred the prognosis is poor.

The purpose of this chapter is %o give in a little ore
detall the prognosls of the 89 patients with portal cirrho-is
who have already been under consideration. Initially I shsall
discuss the prognosis in portal cirrhosis as & whole, and then
elaborate on the different aetiological groups.

1) The prognosis in portal cirrhosis as & whole.

The fate of 78 of the 89 patients 1s known at the time
of writing (1957) and the prognosis is illustrated in Tables 1
and 2.

Thirteen patients (16.0 per cent) died during their
first admission to the Royal Infirmary, and & further 13
patients (16.6 per cent) were dead by the end of 1 year's
follow-up. An additional 6 patients (8 per cent) died pcst-
operatively, the operation having been carried out during their
first sdmission or shortly thereafter. The total mortality
by the end of 1 year was therefore 41 per cent of 78 patients.
Twenty-nine patients were followed up for 5 years or more, or
until decath, and the mortality rate by the end of 5 years was
72 per cent (Table 2). Three patients who were untraced after
repeated attempts had been made to find them were regarded as
deceased. In Teble 1 the poor prognosis is slightly
exaggersated by the fact that 5 patients had been diagnoced as
having cirrhosis or splenic ansemia in other hospitals at a
date prior to their sdwmission to the Royal Infirmary.

It will be noted thset there is very 1little difference
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TABLx 1

with portal cirrhosis

To.

of cases

admitted or

seen in that | No. Dead | No. alive |No. Untraced

Year year. in 1957. | in 1957. in 1657.
1946 4 3 - 1
1947 4 4 -

1948 2 2 -

1949 3 3 -

1950 4 3 1

1951 p) 2 3

1952 7 4 1 2
1953 14 10 3 1
1954 10 6 3 1
1955 8 y; 2 1
1956 21 6 11 4
1957 7 1 5 1
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TABLL 2

e ..t b

The H-year survival rate of 29 patients with portal

cirrhosis.
No. of patients No. alive
Year adwitted. 5 years later
1946 4 2
1947 4 0
1948 2 ! 0
1949 3 0
1950 4 1
1951 5 4
1952 7 p!
Total 29 ' 8

Percentage survivael after 5 years = 28 per cent.
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between these figures and those given by Pater (lo4g).

2) The prognosis ir alcoholic cirrhosis (10 patients).

The numbers involved in thi¢ group are swell snd
unsuitable for close cowparison with post-hepatitis and
cryptogenic cirrhosis, but it would appear that the prozro-is
in portal cirrhosis whatevér the cause is always poor once
e patient has passed from the asymptomatic phase into the
syuptomatic phase of the disease, with the exception of those
patients with ceryptogenic cirrhosis whose symptoms are
predominantly due to portal hypertension (See later).

5 patients are alive, 4 dead, and one is untraced (Table
3). The longest survival period from diagnosis to death was
7 years; the other 3 patients dying 6 months, 1 year end 3
years after diagnosis. The patient who died 1 year after
disgnosis succunbed to operation, but this was & procedure
carried out in an endeavour 1o stop recurrent bleeding with
failing hepatic function. Three of the 5 living patients
have been followed up for approximatzly 2 years, the other 2
for lesser periods.

3} The prognosis in post-hepatitis cirrhosis (30 patients).

Twenty-one of the 30 patients in this group have died,
and only 2 of these 21 patients survived for more than 3 years
from the time of hospital admission. The longest period of
follow-up has been 7 years, and this patient is still alive
(Table 4). The prognocis in post-hepatitis cirrhosis is of
particular interest because the onset of cirrhosiz can be

approxiwately dated to the onset of Jeundice, and therefore
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the whele course oi ths discase 1z Lnown. Baggenstose

(I

Steuffer (1952} have pointed out that hepatic fibrosis e

Pl

m

be observed within a few weeks of the acute phase of heosti

tis.
If jaundice is tasen as the starting point of the disessc,
cases could be divided into 2 equal groups - one with
continuous jaundice and & prognosis which was always short
of 6 years and often short of 3 years, and a second group in
whom there wags & latent asymptomatic non-icteric phase which
usually lasted from 1 to 6 years, but occasionally longer,
and which was followed by a symptomatic phase lasting frow

1 to 4 years (See Tebles 3 and 4, chapter 1). The latent
period was occasionally broken by an episode which suggested
underlying liver disease, such as the occurrence of ascites
after pregnancy. Phe length of the latent phase carnot be
predicted, but, unfortunately, & poor prognosis is almost
certain once the symptomatic phase has been resgched. This
poor prognosis is well illustrated by the fact that of 21
fatal cases only 2 survived for more than 3 yecars and ncne
for more than 5.

4) The prognosis in cryptogenic cirrhosis.

In chapter 1 I have given reasons for believing thst
cryptogenic cirrhosis should not be regarded as s uniform
entity, but rather to be composed of 2 main groups, Group A
resembling Banti's syndrome because 0f the emphasis on
splenomegaly énd portal hypertension, and Group B reseibling
post-hepatitis cirrhosis because of the predominance oI

sywptoms and signs attributaeble to parenchymel dysfunction.
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4 third group oL patients (Group C) was deseribed, consisting
0i patients adiitted with extra-hepatic disease in whon
cirrhosis was &lso detected.

In Teble 5 the prognosis is given for 22 patients ro.
Group A (See Chapter 1). Twelve of these 22 patients are
dead, 1 is untraced, and 9 sre slive. Three deaths occurred
during the first admission to the Royal Infirmary, but
cirrhosis had been suspected in one of these patients 2 years
previously. There were also twc post-operstive deaths.
Although the prognosis for these patients was often extrenely
bad because of the constant threat of massive hsemorrhage,
some patients did survive for an encouraging length of tiwe,
and the prognosis was better than that for any other groupn of
cirrhotics. Six patients survived for wore than 5 years,
two of them for fourteen years and two for eight years. The
follow-up periods are detalled in Table 5. It is in this
group of patients that operative treatment for the relief of
portal hypertension is most valuable, and 4 of the 22 patients
had porta-cavel shunts, and 4 others had splensctomy. Such
trestment may have had & bearing on the bestter prognosis,
although it also accounted for 2 ol the deaths.

The prognosis for 10 patients in Group B is in contrast
to the good prognosis for Group A. Seven of these patients
are dead or untraced, and 3 are alilve. Two of the survivors
appeared to run a remitting course, but now, 5 and 6 years
from the onset, both are in parenchymel failure. The others

ren a progressive course, and no paticnt i:c known to have
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survived Zor wore than 2 years from hospital admissicn
(See Table 6).

The prognosis in the third group, C, admitted becaucse
of extra-hepatic disease, is given in Table 7. Again there
were no gnown survivors beyond 5 years, but death was nct
always due to cirrhosis.

5) The prognosis after the occurrence Of ascites.

The poor prognosis associated with ascites is well xnown
and has been referred to in chapter 2. Persistent or
shortly recurrent ascites was observed in 29 patients, gll
but 4 of whom are desad. None of the surviving patients has
been followed for more than 1 year. The survival time after
ascites was detected in the remaining 25 patients was as

follows:

1 - 3 months 11 patients

5 - 12 months : 8 patients

18 months : 1 patient

Recurrent ascites : 1 patient

over ] years

Post-operative : 2 patients
deaths

Untreced after : 2 patients

ascites detected
Transient ascites may occur after sudden severe blood
loss, pregnancy, and during a severe esttack of infective
hepatitis. If the precipitating event can be adequately
treated, the prognosis thereafter is not necessarily very

bad. Case A4 developed massive ascites after & haematemesis.

Ascites persisted for one wmonth and then cleared couplaotely.
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The patient returned to rull euployment, and althougn folliow-
up ie short of & year, he has reussined well. Case J27 ha
an atypicel illness associated with jsundice and transient
ascites 4 years before his deatn frow hepatic failure.
Agscites did not recur until a few months before desth.
Reference has slready been made in chapter 1 to survival
times of 14 and 12 years following transient ascites in the
post-partum period.

6) The prognosis after gastro-intestinal bleeding.

Twenty-five patients hed frank hsemstemesis or melacne.
(This figure excludes those who had terminal vomiting of
blood, death being almost entirely due to parenchymsl failure).
Seven of these patients are alive, 3 of whom have had operative
procedures designed to relieve portal hypertension. The
survival time of these 7 patients ranges from 4 years to less
than 1 year after the occurrence of hseworrhage. The 3
patients who had surgical treatment have survived for 3, 1 and
less then 1 year after operstion.

The survival period from the oeccurrence of haemorrhage to
death in the 18 fatal cases was as follows:

Died from first hasemorrhage : 3 patients

Died in 1st year of follow-up : 4 patients

Died in 2nd year of follow-up patients

patients

..

Died in 3rd year of follow-up

Died in 4th year of follow-up

patient

..

3

3

1 patient
Died in 8th year of follow-up 1
1

..

Untraced after 8 years patient
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Foet-operative dcaths : 2 patients (both had
recurrent
haeﬁorrhaga‘
over sevarel
months. )

Three of the Tatal cases had shunt operations, surviving
for 4 years, 3 years and 1 year thereafter.

The prognosis following gastro-intestinal haemorrhace
from varices is not good, although better than after th:
development of ascites. Little can be done to improve the
prognosis in the latter instance, as it is usually associsted
with severe parenchymal deccmpensation, but something wma; be
done surgically to improve the prognosis after the recogniticn
of portal hypertension. If suitable cases are chosen Zor
operation the operative mortality is low and the prognosis
good. Walker (1957) has recently given figures for his
results in 56 patients subjccted to porta-caval anastomosis.
Three patients died post-operatively. Fifty patients have
been followed up for periods extending to over 5 years, and
no case who had not had & previous operation involving the

portal vein had & recurrence of haemorrhage. The majority of

these patients had eryptogenic cirrhosis.

SUKMARY

The mortality rate in portal cirrhosis 1 year after
hospital admission was 41 per cent, and by the end of 5 years

was J2 per cent.
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There weve 10 cases 0f alcoholic cirrhozis ¢f whoa & arc

, oo

=

glive and 5 dead. The longest course Zvowm diagnosis until
death was 7 years, and the other 4 patients died within 4
years of diagnosis.

There were 30 cases 0L post-hepatitis cirrhosis of whow
6 are slive and 24 dead or untraced. The longest course frouw
disgnosis until death was 5 years, but one surviving petient
has been followed for ] years. Of the 21 deceased only 2
survived for more than 3 years. When jaundice was continuous
from onset until death few patients survived for more than 3
years. In those who were fortunate enough to have & non-
icteric phase, cirrhosis usually remsined asymptomatic for 1
to 6 years. Phereafter the prognosis was similar to those who
haed continuous jaundice.

The prognosis of cryptogenic ecirrhosis cannot be stated
so simply. O0f 22 petients who héd & clinical picture
resembling Benti's syndrome (Group 4), 6 survived for more than
5 years, 2 of them for 14 years. In contrast only 1 of 1C
patients who had symptoms suggestive of subacute hepatitis has
survived for more than 5 years. This patient is 1in severe
parenchymal failure in the 6th year of follow-up. The
prognosis for the third group of paticnts who presented with
extra-hepatic disease was also poor but death was not alweys
due to cirrhosis.

The prognosis after the onset ol ascites was very bad and
19 of 29 patients so affected died within 1 year. Tranzient

ascites associated with a reversible cause (such as haenatenecig
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necd not be assocliated with such & depressing outlook.

The prognosis after gastro-intestinal heseworrhage iz
illustrated by 18 cases Zollowed from onset of bleeding until
death. 7 died within & year and 16 within 5 yeers. Surzical
treatment on appropriately selected cases may improve the

prognosis of portal hypertension.
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CHaA4vr 1o 6§

The Treastwent of Portsl Cirrhosics

Prom the account given in the previous chapter it would
appear that neither medicine nor surgery are effective forus
of therapy for portal cirrhosis. This is not wholly true,
for, although the disease cannot be cured, the course of the
disease may be asaltered and symptoms maey be relieved. The
rationale behind the various therapsutic regimes has been
fully discussed by other authors and will not be dealt with
here. Patek and his colleagues (1941, 1948) have shown in
a practical menner the benefit to be obtained from & nutritious
diet, ard Hiwmsworth (195C) has marshalied the experimental
evidence to Jjustify such dietary regimes. Sherlock and her
co-workers (1956) have described the cause and manegement o7
mental derangement in cirrhosis. The good results obtained
by Waelker (1957) in the surgical management oi portal
hypertension have alresdy been quoted, and similar results
have been obtained in Americs by Ellis, Linton snd Jones (1956).
In this chapter I shall briefly comment on my own
experience in the treatment of portal cirrhosis.

1) The treatment of well cowmpensated cirrhosis without

symptoms attributable to portal hypertension.

All patients in this category were prescribed & high
protein diet with additionsl Vitawin B and advised to abstain
from alcohol couwpletely. Such advice was seldom takxen by
those in good health. Abstinence from alcohol generally

meant the breaking of valued social contacts, and, in the



absence of sywptows and sicns o) discasc

D

¢

, fTew oatients were
prepared to lose thelr Iriends and change their social habits.
A high protein diet wes often an econowmic impossibility, and
not unnaturelly wost paetients were unwilling to take a hign
protein diet while the rest of the fawily existed on lesger
fare. The only effective method of ensuring & high protein
inteke was to prescribe it as a medicine, 'Bemax', Csasilen,
'Couplan' and other preparations being used. Although there
was no certain evidence that the course of portal cirrhosis
was altered by this treatwent, it was thought that both
clinicael and experimental evidence justified such & regime,
which, apart frow & little self-denial, caused no hardshio
- to most paticnts.

2) The treatment of well compensated cirrhosis with

significant portal hypertension.

In the previous chapter I have indicated that the
prognosis after the occurrence of bleeding from oesophageal
and gastric varices is often, indeed usually, poor, althouszh
occasionally a patient may survive for many years before
succuwbing to & massive bleed. The treatment in the ecute
phase of bleeding should be along routine lines, and
transfusion should be adequate tc replace blcod loss and thus
meintain liver function. Since 1955 the use of a tri-lusen
tube for compression of oesophageal and gastric varices by
balloon tawponsde has been routine practice. It was found
t0 be of limited value, partly because bleeding from gastric

varices was not adequately controlled, and oartly because +the
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prescnce 0° the tube was not well tolersted by an anxicus,
restless patient. Kevertheless it was sometimes of tewporvar:y
value and I think it should always be given & trial.
All patients who survive the acute stage of bleeding
should be considered for portal anastomotic operaticn to
relieve portal hypertension. If psrenchymal function is good

ron &

by

then operation should be proceeded with. The danger
policy of waiting to see if bleeding will recur would appear
to be every bit as dangerous as the operation, always provided
that only cases with good liver function are selected for
surgical treatment. In this series 6 patients had porta-
cavel or spleno-rengl shunts performed, and 1 patient had &
direct excision of varices. Four of these patients had well
compensated disease with no oedema or ascites and & plasne
elbumin level greater than 3.5 g. per cent. A fifth patizsnt
had ascites dewonstrable in & hernial sac but was otherwise in
good compensation. All five patients survived the operaticn.
Two patients with decoupensated cirrhosis were operated on
because it appcared that the danger from recurrent bleeding
was as great as the danger from operation. Both patients
died in the immediate post-operative period, further bleeding
being followed by fatal coma. Selecction of cases for shunt
operations wust be rigorous and it is noteworthy that no
patient with post-hepatitis cirrhosis was thought to be
suitable for this procedure. All patients selected for portel

shunt surgery should be able to tolerate a high protein diet

without adverse effect.
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3}  The treetwent of decowoensated cirrhesis anl wportal-

systemic encephalopathy.

It is now generally accepted that hypoalbuminsewis is
the principle cause of oedews and ascites in portal cir ho-is
and trestauent by means of a diet rich in protein but low in

.salt, cowbined with the administration of a diuretic which
increases sodium excretion, is rationsal. Alcohol must be
forbidden. This treatment is successful in & minority cf
cases. I have already indicated that once ascites has
appeared the prognosis is often but a few monthe and seldom
more than a yeer. The prognosis is better when there is
oedems withcut ascites, and better in alcoholic cirrhosis,

by all accounts, than in post-hepatitis cirrhosis. One
alcoholic patient in this series, who presented ir 1655 with
gross oedema of his legs, purpura on dependent parts, hepato-
megaly and splenomegaly, has been maintained in good health
by dietary measures alone for over 2 years. Such a result
is most encouraging, and ewphasises that standard methods of
treatment should always be adequately tried. Too ofter,
however, ascites persists and frequent paracenteses may be
required. Frequent abdominasl paracenteses should be avoided
until the terminal stage of the disease, as the course there-
after is ususlly speedily progressive. Ion-exchange resins
are worth a trial when diuretics have failed. I have Zound
this medicine pourly tolerated, and as there was usually a
latent period of 3 - 4 weeks before the effect of the resin

became apparent, it was oiften difficult tc persusde the



were cncountered.

‘When decompensated cirrhosis is attended by ascites snd
by mental symptoms, trestment becomes extremely difficult.
A high protein inteke aggravates the mental chenges, and & low
protein intake sggrevates the ascites. Kergelyl is helzful
but ion-exchange resins are scldox tolereted. I have found
that the continuous administration of &n oral erntibiotic zuch

as tetracycline or streptomycin will abolish the disturbins
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drowsiness and haslluciraetions, end at the saze times p
& moderate protein intske. The incressed well-being which is
experienced for & short time may be gquite dramstic, althouzh it
is doubtful if there is & significant prolongeticrn of the peric
of survival.

I have only once encountered severe neuro-psychistric

disturbaence in the absence 0f severe parenchymal failure, end

¢t

this occurred as a sequel to a porta-ceval enastomosis. 7Th
mental abnormality was relieved when the dist contained less
than 40 g. protein, and recurred when protein intake was
increased beyond this figure.
Th: treetment of hepstic come by meens of protesin
eorivetion ani the sduinistration of & broed spsctrum enti-
bioctic mey be life seving. $The most sitriking benefit which

I heve witnessed cezurred in s busines:z mensger wmhc bLoth drenl

] : 2 had et mioteyr of gevere nezuetitis,  Jor o zous
neavily eni nasd s psst history Or severe LsLET
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wonths he had not feclt well, and on the advice o his
practitioner he took a barbiturate sedative. He was adnitted
in coms and found to have jaundice, oedems, ascites and
numerous spider naevi. There was thought to be little hope
of recovery, but he walked out of hospital 6 weekz later,
still with oedema, but with the ability to get about in
comfort.

Intravenous glutamic acid has been given to 3 patients
in hepatic coma without certain benefit.

The treatment of chronic liver disease must, by its very
nature, be palliative, but something can be done to improve
the physical and mental well-being of the patient. In the
late stages of the disease, therapeutic success is generally
short-lived, but in thebearly stages the correction of iron
deficiency anaemia and the relief of portal hypertension may

be followed by years of good health.

SUMMARY

Phe treatment of portal eirrhosis is pallistive, but the
prognosis can be improved in selected cases. A full assess-
ment of liver function must be performed, the degree of portal
hypertension evaluated, and an enquiry made into the cause of
the cirrhosis, before a decision on definitive treatuent is
made.

1) When cirrhosiz is well cowpensated and there are no
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syuptoms attributeble to vortal hypertension, a high protein
nutritious diet should be prescribed together with Vitamin B
end, if necessary, an appropriaste haematinic drug. Alcohol
wust be forbidden.
2) When cirrhosis is well compensated but portal hypertenzion
is responsible for symptoms, an endeavour should be msde to
reduce portal pressure. This is best done by & porta-caval
anastoinosis. Oesophageal balloon tamponade is of some valiue
during the acute phase of bleeding.
3) Decompensated cirrhosis without portal-systemic encephelo-
pathy is treated by & high protein, low salt diet and diuretics.
Ior-exchange resins are sometimes of value when diuretics feail
to control oedema and ascites.
4) Decomwpensated cirrhosis with portal-systewic encephalo-
pathy is treated by the methods deseribed by Sherlock (1950).
Minor neuro-psychiatric ebnormslities may be held in abeyance
by continuous 'broad-spectrum' antibiotic therapy together
with a diet of moderate protein content.

The place of splenectomy in the treatment of hypersplenism

is considered in chapter 4.
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Conaruwma 7

Soie ritfalis in the Diagnosis of Cirrhosis

In any study involving the follow-up of & large number of
patients, errors in diagnosis will be encountered. As
experience grows the pitfalls are recognised and avoided. In
this chapter I have selected for discussion certain cases which
presented some problem in diagnosis. In most instances the
-clinical picture was compastible with cirrhosis but the correct
diagnosis proved otherwise.

1) Polycythesemia Vera:

Similarities may exist in the clinical pictures of
cirrhosis and polycytheeumis. Hepatic enlargement, splenic
enlargement, snd facial telangiectasis are comuon to both
conditions, and the diagnosis of polycythaemis may rest
entirely on the haematological findings. Occasionslly,
however, a polycythaemic patient may become anasewmic, either
because of blood loss or because of deficiency of & specific
haewgtinic. Undéf.such circumstances the red cell mags will
fall and the diagnosis, if not elready known, may be completely
obscured. The following 4 csase reports will illustrate
certain of the difficulties. In the first case the diagnosis
was not in doubt, but it wight well have been had inform&tion
from another hospital not been available.

Case 1: A man, aged 45, was referred from another

hospital in March, 1956. A diagnosis of polycythaexia

vers had been medc in 1954 on the basis of the clinical

findings and & peripheral blood exawination, and he had
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been treated by frequent venesection. There was & pacst

higtory of occasional dyspepsia, and haematencsis had

occurred on two occasions. On exeminetion in larch,195¢
the spleen was enlarged 5 inches and the liver one inch.

The'blood pressure was normsl. Peripheral blood findings

were as follows: Haemoglobin 70 per cent, red blood cells

6 million per cu.mm., white blood cells 17,000 per cu.mi.,

and platelets 450,000 per cu.m, The red cell mess as

estimated by & radioactive chromium (Cr5l) technigue was

33.6 ml/Kg; the average normel result is 30.3 ml/Kg.

Observation over 9 months showed little change in these

values. The patient was then given oral iron, and

within 5 weeks the haemoglobin had risen to over 1l0C per

cent, the red blood cells to 6,750,000 per cu.mm., and

the red cell mass to 47.8 ml/Kg, & result well within

the polycythaemic range.

It is not generally known thet the diasgnosis of poly-
cythaewisa vers may be wasked in this manner. In the following
2 patients the true disgnosis was not immediately apparent, and
& presumptive dlagnosis of cirrhosis was made.

Case 2: A women, aged 51, was adwitted to hospital in

Deceuwber, 1955, complaining of lassitude, anorexia, and

weight loss of © months duration.  Fer two months she

had experienced undue breathlessness on exc¢rtion. There

was & past history or rheumatic fever in 1930, of

heemorrhage after tooth extraction lasting 3 days in

1950, and oi a transient left-hemiparesis in 1¢52. There

was no past history o. jaundice or of alcoholism. Cn
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examination the patient wes slizhtly icteric. The soleen
was enlarged 4 inches below the left costal wargin and was
firm and bulky. The liver was palpable 3 inches below
the right costal margin but was soft. The tendon
reflexeés were increased on the left side as compared with
the right, and the left plantar response was extenéor.
Cliniceal examination was otherwise negative.

Investigation: Haemoglobin 52 per cent (100 per cent

Haemoglobin = 14.8g. per cent), red blocd cells 1,90C,000
per cu.mm., white blood cells 4,200 per cu.mm. The
appearance o0f the red cells in a stained film was
consistent with pernicious anaemis. Sternal marrow
examination revealed frankly megaloblastic erythropoiesis.
No free hydrochloric acld was secreted into the stomach
even after 2 mg. histamine had been given. Liver function
tests were normal and & barium swallow and meal showed no
abnormality.

It was considered that neither the degree nor the
firmness of the splenic enlargement could be explained by
pernicious ansemis alone, and the patient was consldered
to have & well cowpensated cirrhosis in addition to
pernicious ansemisa.

Progress and treatment: A satisfactory haematological

response was obtained following injection of vitamin Bl2,
and by March, 1956, the blood levels were haemoglobin
109 per cent, red blocd cells 5,60C,00C per cu.mm., snd

packed cell volume (F«Ce¥e) 57 per cent. Splenomegaly
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was unchanged. In Septewber, 1950, the patient acain
had undue bleeding after tooth extraction and the result
of blocd exawination suggested polycythaemia: hsewoglcobin
98 per cent,'red blood cells 6,500,000 per cu.mm., white
blood cells 24,000 per cu..m., and pletelets 1,750,000
per cu.mm., F«C.Ve 55 per cent. Blood volume studies
were undertaken, and the cell mass as determined by
radio-active chromiun (Crﬁl) was clearly in the poly-
cythaemic range - 45 ml/Kg. This patient has been
successfully treated with radio-active phosphorus (P32)
and continues to receive vitanin Bl2.
Comment: The association of polycythaemis vers and
pernicious ansemia has previously been reported but ust
be extremely uncomson (Galt et al, 1952). Certain
features in the past history might have suggested the
correct diagnosis, such as the undue bleeding after tooth
extraction and the¢ transient hemiparesis. A heemorrhagic
tendency is sowetimes encountered in cirrhosis but it is
almost always due to severe lmpeairment of liver functicn
with prolongation of the prothrombin time. Kevertheless
a provisional diagnosis oi hepatic cirrhosis was quite
justified, as it is much the commonest cause of symptom-
less splenomegaly in this country. The importance of
adequate Follow-up of a patient in whom some incongrucus
feature has been detected is well illuctrated.
Case 3: A woman, szed 6¢, was sdmitted to ho=pital

complaining oS dyspnoea on exertion of 3 years duration
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and of low back pain Tor & .oonths. There was & hiztory
of haeuwatewesls 5 years previoucsly and of a recurrence
one wonth before admission. The skin and mucosae were
pale. The liver was enlarged 3 inches and the spleen
5 inches below the costal margins. Apart from a maried
kyphosis oif the dorsal spine no other abnoruslity was
detected.

Investigationg: Haemoglobin 44 per cent, red blood cells

3,400,00C per cu.mm., white blood cells 68,000 per cu.mni.,
platelets 830,000 per cu.mm. In stained blood films
there was hypochromia of red cells and & polymorphonuclear
leucocytosis. No primitive white cells were present in
the peripheral blood. Smears of sternal marrow were
hypercellular with hyperplasia oif both myeloid series and
megakaryocytes. Bleeding time, clotting time, and the
result of the Hess test of cepillary fragility were sll
normal. Liver function tests were normsl. Barium
swallow and meal revealed neither oesophagesl varices nor
peptic ulcer. Radiologicel examination of the bones
showed changes of Paget's disease in the pelvis.

Progress and treatment: On iron therapy by mouth a

rapid rise of red cell and hesemoglobin values occurred
to red blood cells 6,900,000 per cu.mm., and haenoglobin
89 per cent. Blocd volume studies were then perforued,
using Evans Blue and calculating the red cell mass frow
the venous haematocrit, assuuing the relationship body
haemstoerit/venous haematocrit = 0.9. The results were

clearly in the polycythsemic range, the red cell wmas:
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being 58.9 wl/Kg.  Furtzer haewatewesis occurred some

wonths later, and the patient succuwbed to pneucnia.

Comment: Both cases 2 and 3 illustrate the haemorrhagic

tendency which is frequently associated with thrombo-

cytheewla (Hardisty and Wolfiy, 1955). The reason for
this is uncertain, but it would appear that platelets in
high concentration may inhibit throwboplastin formaticn

(Spaet et al, 1956; Baikie et al, 1958). The correct

diagnosis was suggested by the finding of s high white

cell and platelet count, but until the asngewis had been
partially corvected by the administration of oral iron,
the alternative diagnosis of cirrhosis with oesophageal
varices appeared likely, despite the failure to dewmonstrate
varices radiologically. A leucocytosis of this degree
is wmuch sgainst the diagnosis of cirrhosis, for, even
after hsemorrhage, counts above 20,000 cu.nm. are
exceptional. I have never encountered throwbocythaeuia
in eirrhosis. It must be emphasised, however, that the
true diasgnosis may be completely masked by anaemia, and
that blood volume studies can be misleading while iron
deficiency exists.

Phe fourth patient whom I report is illiustrative of yet
another and more complex problewm in the differential diagnocsis
of polyeythsemia and cirrhosis.

Case 4: A man, aged 46, was admitted to hospital

cowplaining of leflt upper abdomingl discoumfort of 2 years

duration. For 10 years he had been troubled by inter-



by heemorrhoids which had bled repeatedly. Cn
examingtion he was & suwell men with rachitic deformity

of his legs and telangiectasis on his cheeks. The spleen
was enlarged 3 inches below the left costal margin, and
the liver 2 inches below the right. Large hsemorrhoids
were present, and bleeding was observed during proctoscopic
examination.

Investigation: Haemoglobin 70 per cent, red blood cells

3,700,000 per cu.mm., white bloocd cells varied from

1,500 - 4,500 per cu.mm., platelets 145,000 per cu.:im.,

and P.C.V. 38 per cent. A stained blood film showed
slight hypochromia of the red cells and undue anisocytosis.
A differential white cell count was normel. darrow sLesrs
were hypercellular with active normoblastic erythropeiesis,
myeloid hyperplasie and numerous megakaryocytes. The
E.SeRe was 2 mins in 1 hour. Barium swallow and meal were
both negative and liver function tests were normsl.
Radiological examination of the bones was negative apart
frow evidence of old rickets.

Progress: It was considered thet this patient had & well
compensated cirrhosis with hypersplenism. Splenectomy

was seriously considered, but as the patient was extremely
well during his stay in hospital it was decided to treat
the hasemorrhoids, and to reconsider splenectonmy at a

later date.

In Jenuary, 1957, one month after hseworrhoidectowuy,
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-adulitted to the surgicel ward with scute unuosr

[

e was o
ebdosinel pain. The couse of this was uncerialn, =0
laparotouy was performed and splenic infarction observed.
The spleen was removed and a liver biopsy teken.
Following operation an immediate rise in blood values
was observed to haemoglobin 90 per cent, white blood
cells 60,000 per cu.mm., platelets 1,169,000 per cu.mu.,
and P.C.V. 51 per cent. Almost all the white cells
were neutrophil polymorphonuclears and an occasional
nucleated red cell was observed in the peripheral blood.
The pathological report on the liver and spleen was as
folliows:
Spleen: 2,000 g. Several infarcts present. Normal
splenic architecture replaced by cells of mature and
immsture structure with numerous polymorphonuclear
leucocytes and also many undifferentiated stem cells,
No increase in fibrous tissue.
Liver: G@Groups of undifferentiated cells are present
in smell numbers in the hepatic sinuseg, but periportal
infiltration is not marked.
The pathologist considered leukaemis to be the most
probable diagnosis, but suggested further haematological
investigation before a confident diagnosis was made. The
patient was re-adwitted in kMay, 1957, with right upper
abdominal pein. The complexion was now ruddy, and the
liver very markedly enlarged to 5 inches below the costal

margin. Friction was palpable on respiration over the
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cent, red blucd ec-ile 0,240,000 pPer CU.iw.., vniite blood
cells 80,000 per cu.mm., platelets 910,000 per cu.mu.,
P.C.V. 54 per cent. Stained films showed & neutrophil
leucocytosis. An occasicnal uyelocyte and quite numecrous
nucleated red cells were also observed. FPlatelets varied
greatly in size. A sterrnal marrow smear agalin showed
myeloid hyperplasia and active normoblastic erythropoiesis.
Blood volume studies weré in the polycythaemic range, with
a red cell mass of 406.7 ml/Kg. body weight. This patient
has been treated with radio-active phosphorus (PBZ) and
further follow-up is in progress.

Comment: The final diagnosis in this patient is still
uncertain, but cirrhosis can definitely be excluded.
Initiaelly the features of splenomegaly, hepatomegaly,
hsemorrhoids, ansewmia and interuittent leukopsenis
suggested that cirrhosis was the wost probable diagnosis,
but this opinion had to be abandoned as & result of the
histological findings. On the basis o the pathological
report, myeloid leukaemis would appear to be the likely
diagnosis, and this cannot with certainty be excludcd.
Erythraewmia, leucocytosis and thrombocythaeiaia are comuon
t0 both chronic myeloid leukaemis and polycythaemis vera,
but several festures in this paticnt are against a
diagnosis of myeloid leukaemia. Firstly, aleuxaemic
nyeloid leukseinia is an uncowmmon disease. Follow-up of
patients in whowm this disgnosis has been wade almost

always discloses sowe other pathological condition
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resyonuible Jor wolenle enle gelent and oyeiold hyuer-
plasla. seconuly, no lLueature white cell- were vresont
in the peripheral blood before splenectomy, and since
splenectomy only an occasional myelocyte has been observed.

It is thought that this i1s also ageinst a disgnosis of

chronic myeloid leuksewia. Thirdly, hypersplenism nust

must be as rare in chronic myeloid leuksemia as it is in
polycythaemia vera, so that this occurrence favoured
neither disgnosis. The’finding 0: an increased red cell
mess indicated that polycythaemia was present, and
fortunately redio-active phosphorus is a satisfactory
treatment for both polycythaemia vers and chronic myeloid
leukaemisa. Sufficient time has not elapsed to observe
the effect of this thersapy.

These 4 patients illustrate the manner in which poly-
ecythaemisa vers and cirrhosis may be confused. It will be
recalled that 9 other patients were thought»to have both
diseases. It is therefore apparent that polycythsemis should
be kept in mind when the clinical picture of cirrhosis is
atypical.

2) Haemolytic Anaemias

In chapter 4 I have described the different types of
anesenis which may cowplicete cirrhosis, and the aetiology has
been discussed. Heemolytic anaemis may occur in a patient
with asymptomatic eirrhosis, and one patient is described in
whom the diagnosis of cirrhosis was not definitely establiched

until after death, the only clinical manifestation of the
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Some years ago my attention was drawn to the possible
error ¢ diagnosing cirrhosis on the grounds of splenic
enlargement associated with strongly positive flocculation
tests, and overlooxiing an acquired haewolytic snaemie which
was responsible for the patient's symptomatology. Since
then I have observed 2 similar cases in whom the diagnosis
of cirrhosis was doubtful, déspite the biochemical evidence
of disordered liver function, but unfortunstely I have been
unable to obtain pathological proof in either instence. The
flocculation tests of liver function depend on alterstions
in the plaesma proteins, particularly globulin, and positive
results may be obtained in extra-hepstic disease (Lichtwan,
1949). As abnormalities of plasma globulin mey salso be
responsible for acquired haemolytic ansewmia (Dacie, 1954),

the association of splenomegaly and positive flocculation

tests in the latter disease would appear to be not unreasonable,

In the following 2 patients the illness was predominently, if

not entirely, due t0 haemolysis.
Case 1: A woman, sged 00, was sdmitted to hospital in
1954 complaining of tiredness, breathlessness, angina oI
effort, poor sppetite, weight loss, and a sore tongue.
She had been treated for ansemis interwittently for 14
¥ears, and had received liver injections. On examination
she was a pale, thin woman with glossitis, splenic

enlargement of 4 inches and & soft hepatic enlargement
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or 9 lnecnce.

investigation: Ha .0 lobin o0 per cent, ved plood cell:

2,000,000 per cu.mm., white blood cells 6,400 per cu.rius.,
reticulocytes 8 per cent, platelets 220,000 per cu.:mm.
Spherocytic cells were noted on exawination of a blood
film and red cell fragility was increased (lysis commenced
0.64 per cent saline, complete 0.36 per cent saline. A
control speciwmen commenced to lyse at 0.48 per cent saline
and was complete at 0.28 per cent saline). No spherocytic
cells were present in the blood of the patient's son.

The direct Coombs test was positive at 49C and 37°C.
Sternal marrow smears were hypercellular with normoblastic
erythropoiesis.  The E.S.K. was 15¢ mm in 1 hour, end
liver funetion tests were strongly positive: serum
albumin 2.7 g. per cent, serum globulin 4.6 g. per cent,
serum bilirubin 1.5 mg. per cent, and Colloidal gold 6.

An X-ray of chest showed a rcunded opacity in the left
infraclavicular field; barium swallow was normal. No
L.E. cells were found in the blood or marrow. An Z.C.G.
showed the changes of posterior myocardial ischaemia.

A disgnosis of symptometic haemolytic ansemisa
secondary to cirrhosis was made. Treatument with
eortisone 300 mg. daily was started and the response was
excellent. Heemoglobin rose to 90 per cent, reticulo-
cytes fell to 1-3 per cent, the rounded opacity in the
left infraclavicular lung field disappeared, and both
liver and spleen regressed in size, the liver to the

right costal wergin, the spleen to 1-2 inches below the
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test and fiocculation teszts positive, Reduction in %the
dose of cortisone below 50 mg. daily resulted in sharp
relapse, but for 3 years the patient was meintained in
fair health on this dose or its equivalent of predniscne.
Breathlessness and angina were the wain complsints, and
splenomegaly the only sign, but apart from & rise in
serum albumin to normal, the biochemical findings remsined
unaltered. The patient died in her sleep in April, 1657,
heving been éctive until the day of her death.

Comment: It is uncertain whether this patient had an
idiopathic acquired haemolytic ansemia with positive
liver function tests, or a symptomatic haemolytic ansemisa
secondary to cirrhosis. Certain events throw doubt on
the latter diagnosis. The liver, for example, was soft
end quickly reduced in sigze when ansemia was controlled,
enlarging again when anaemis relapsed. The complete
absence of signs of parenchymal failure over a pericd of
3 years despite an initially low plasma albumin was also
against the diagnosis of cirrhosis. Spherocytosis, too,
is very uncommon in the haemolytic anaemia which may
complicate cirrhosis, although there is no reason why it
should not occur. Whatever the true diagnosis may have
been, the lesson that is learnt from this patient is that
hepatic and‘splenie enlargement associated with strongly
positive flocculation tests and s moderate dugree of

anaemia should not lead to the assumption that the patient

has cirrhosis and an anacmla vhich iz likecly to be




irreversible. Instead, evidence 0% haeiuolysi: should
be sousht by routine hsewstoloslcel investizstion. i
haewolysis exists, there is good opportunity For
effective therapy.
The second patient illustrated a similar problem, and
unfortunately the diasgnosis is agsin in doubt.
Case 2: A woman of 60 was admitted to a fever hospital
in Decewmber, 1953, with pyrexia, abdominal discomfort,
melaise and listlessneés. An i1l defined mass was
present in the left upper abdomen, but examination was
otherwise normal. No abnormelity was noted in the
urine or faeces, and blood cultures were negative. The
E«5.R. was elevated to 60 mm and the haemoglobin reduced
to 65 per cent. In February, 1954, she was transferred
to the medical unit for further investigation. By this
time the temperature was normsl and she felt well. On
examination there was undue pallor and s palpable nass
in the left hypochondrium which was difficult to define.
Radiologicel investigation by straight X-ray, barium
meal, barium enems and intra-venous pyelogram suggested
that the mass was an enlarged spleen. The urine
contained urobilinogen but no bile. Liver funection
tests were abnormsl with serum albumin 3.5 g. per cent,
serum globulin 3.7 g. per cent and Colloidal gold ©.
Haemoglobin was 64 per cent, red blood cells 3,100,00C
per cu.mm., white blocd cells 5,800 per cu.mm., reticulo-

cytes 4-8 per cent and H.>.He 70 mm in'l hour. Sphero-
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cytic cell: were moted on exe.listicr of = bloed ©ii.
and zgdine Ira 1lity was 51izhtly incresgsed {1lysis
comuenced at 0.52 per cent saline and was complete by
0.28 per cent saline. In a control specimen lysis
comuwenced at 0.44 per cent saline and was complete by
0.28 per cent saline). Sternal warrow was hypercellular
with very active normoblastic erythropoiesis. Faecal
urobilinogen was 97 ug./day.

The clinical and haematological evidence suggested
that this patient had both & hepatic lesion and
heemolysis although the low faecal urobilinogen result
contradicted the other dats suggesting hsemolysis.

Within the next 4 weeks hsewoglobin rose spontaneously
to 84 per cent and reticulocytes fell to 1-2 per cent.
Urobilinogen disappeared from the urine, but liver
fhnction tests were unchaenged, and the &.3.8. asctually
rose to 100 mm in 1 hour. She was discharged home with
a presumptive diagnosis of hepatic cirrhosis complicated
by a transient hsemolytic episode.

The patient was seen agein in May, 1954, Dby which
time the BE.S.R. had fallen to 10 ma in 1 hour, colloidal
gold to 2, and blood levels had further improved. By
July, 1954, couwplete recovery had taken place. Clinical,
biochewical and haematological exauwination revealed nc
abnormality. The patient is still in perfect health
(1957) and is able to nurse an invalid sister.

Comigent: Thic patient had an illness charascterised by

fever, abdowinal discowfort, splenomegaly, urobliinogen-
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cell wragllity, wsr.ed clevatlon of the wen.od,, and
positive flocculation tests. The illness lasted for
several months but an apparently coumplete recovery has
taken place. There would appear to be a choice of 3
diagnoses:
1) That heemolytic ansemis complicated established
cirrhosis. This is considered to be unlikely in view
of the spontaneous and permanent recovery.
2) That the primary illiness was either a subelinical
infectious hepatitis or subascute massive necrosis of
the liver, and that the anasemia was either the anasecumis
of infection or a haemolytic ansewmisa cowmplicating
infection. There is scanty evidence that & virus may
occasionally be responsible for acquired hsemolytic
anaemis, and the contradictory opinions on this have
been reviewed by Dacie (1954).
3) That haemolytic ansemls slone was responsible for
the clinical picture and that the positive liver function
tests were entirely due to & primary disturbance of the
plasme proteins, and not secondary to liver disease.
Whatever the correct diagnosis may be, it is apparent
that haemolysis must be thought of in every patient who
presents with an enlarged spleen and positive liver

function tests, and routine haematological observations

should be made.
This problem is not a common one, but it is important.

It would be oif great interest to Lnow for certein whether the



- g

clinicel ara ploche dcal slciture o cirrhosis

can be sroduced
entirvely by acquired nsevsolyiic ansenla.
3) Subacute bacterial endocarditis:
Splenomegaly is not a recognised feature o7 sctive

rheunatisw or of rheumatic heart disesse, and the associsation
of 1ill health, splenic enlargeient and a vaelvular lesion
necessitates a diagnosis of zubacute bacterisl endocsrditis
until proved to the contrary. On 3 occasions in the past
5 years I have encountered this syndromein the absence of
bacterial infection. In one patient (Case C1l0) the spleen

was very large and there was a history of hsemstemesis, so

thet no resl problem in
two patients the spleen
not become apparent for
was the liver enlarged.

included in the general

diagnosig existed,- but in the other
was small and the true diagnosis did
some time, vIn none of these patients
The first patient has not been

series because the diagnosis of

cirrhosis remsins in some doubt, but the case history has been
quoted in chapter 1.
case 1:
1952.

on exertion, and his friends had remarked on hig pallor.

A boy of 15 was admitted to hospital in October,

For 1 year he had become increasingly breathless

There was no past history of rheumatism, growing pains,
scarlet fever, chorea or jaundice. On examination thers
was marked pallor but no finger clubbing or petechiege.

A disstolic thrill was felt at the cardiac apex and the
classical Findings of pure mitral stenosis were found on
auscultation. The spleen was palpeble 1 inch below the

costal wmargin end was firm. The urine contained no
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cells 4,500,000 per cu.mm., white bloocd cells 6,200 per
cu.mu., LeSeRe 4 mm in 1 hour. A blood film showed
marked hypochromia ol the red cells; white cells were
noruwal. Seven blood cultures were negative. Faecal
urobilinogen was 93 mg. per day. Screening of the
heart revealed enlargement of the left suricle and right
ventricle.

Progress and treatwment: The patient was treated with

oral iron, and the haemoglobin rose to 97 per cent within
2 months. While under treatment he developed intermitten
pyrexia, and pericardial friction was heard. Salicylates
were givgn and fever settled. The B«S.ie had remained
normel throughout.

Since 1952 the patient has been observed at regular
intervals. There has been no recurrence of ill heglth
and he has remsined in full employment. The cardisac
findings are unchanged and he is now awsiting velvotony
(19571). The spleen rewmsins palpable 1 inch below the
cbstal margin on inspirsastion. Liver function tests,
which had previously been repeatedly normal, have now
shown a slight sbnormality in that plasma globulin has
risen to 4.2 g. per cent. FPlocculation tests are
negative. The diagnosis of cirrhosis remains presumptive.
Case 2: (Case C20). A werried woman of 45 couplained
of undue dyspnoea, poor appetite and weight loss of 9

gsonths duration. She stated that all her symptoms had
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Awenorricea had been presont Jor 3 Lorihe oricr o
admission. Ten yearg previously she hsd had rheunsatic
pains in her back, but had never had rheumatic fever,
chores, or jaundice. On examination she appeared unwell
and there was early finger clubbing. The cardiasc findings
were those of mitral stenosis and aortic incoupetence, and
the blood pressure was 140/80 mm.Hg. The spleen was
palpaeble on inspiration, but the liver was not palpable.

Urine contained urobilinogen but no other abnormality.

Investigation: Hsaewmoglobin 80 per cent, red blood cells

4,100,000 per cu.mm., white bloed cells 8,800 per cu.mm.,
BeSeR, 35 mm in 1 hour. Screening of the heart showed
enlargement of the left auricle. The enlarged spleen
waz also noted on radiography. Blood cultures were
negative.

Progress and treatment: Desplte consistently negative

blood cultures, it was decided that the clinical evidence
justified & disgnosis of bacterial endocarditis and she
was treated with parentersl penicillin for 4 weeks. At
the end of this period there was no change in the clinical
findings and the L.S5.Ke was 33 mu. Liver function tests
were now performed and iound to be abnormal: serum
albumin 3.2 g. per cent; serum globulin 5.0 g. psr cent;
colloidal gold 5; and thywmol turbidity 9.5 lMclagan urits.
Phis patient has now been observed for § months.

Auriculer fibriliation developed shortly after discharge




Yo hoswltel and oh ves ro-giodtted Jor disiteliss
but otiiorwlice zhe has reocsived well.,  The elis iesl and
biochemical lindings have not altered, and the Ze.S.d.
rewains between 30-40 mm in 1 hour.

Comument: It is certain that Case 1 did not have subacute

bacterial endocarditis, and the persistent splenomegaly

cannot be explained on the basis of iron deficiency
anaecuia which promptly responded to trestment. Likewise
there has never been any suspicion of hsemolysis, and =
well compensated cirrhosis would appear to be the wmost
likely diagnosis. The recsnt rise in serum globulin
suggests that rurther develcpments may yet take place in
the clinical picture.

It is almost certain that Case 2 did not have
bacterial endocarditis although penicillin was given and
follow-up is still short. Phe possibility of cirrhosis
was not considered until antibiotic therapy had failed
to influence the splenic enlargement and the E«S.E. The
diagnosis rests very largely on the positive liver
function tests.

4} Amyloid disesase:

Amyloid disease ig an uncommon condition, but one which
may cause both hepatic and splenic enlargement. It thercfore
enters into the diiferential diagnosis of cirrhosis,
particularly oi those patients with cryptogenic cirrhosis in
whom there is & high incidence of associated ill-health.

Twelve per cent of patients with cryptogenic cirrhosis in this
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study hed cehroenic bronchiti:, ani in .c.e of
broi‘mi’li:_—,eta:si: was niolt exciuded. The incidirnce ¢ nuluonsry
tuberculosis 1s also increased in cirrhosis, although only 4
patients in this study were thought to have active lesions.
There is thereiore reason for consideration of amyloid disease
when the diagnosis of cirrhosis appears to be uncertain. The
following patient was probably a diagnostic error, although
hepatic cirrhosis was not positively excluded.

A fewmsle patient, aged 61, was admitted to hospital in
1953 for invéstigation of splenic enlargement. For meany years
she had hed & morning cough and spit, and for 7 years she had
received liver injections for alleged pernicicus ansemia. Her
symptoms at the onset of the illness which led to the latter
diagnosis were of sore wmouth and tongue, anorexis and anxkle
swelling. Glossitis had not recurred since trestment had been
started. On two occasions in the 5 years preceding adumission
she had had pneumonia.

On exawmination both the liver and spleen were enlarged 3
inches and there was slight ankle oedema. Air entry was
impaired at both lung bases and crepitations were heard over
these areas. Examination of the blocd revealed only a slight
angemia with haewoglobin 80 per cent and red blood cells
4,500,000 per cu.mm. Phe E.S5.R. was 5 wmm in 1 hour. Sternal
narrow smears showed normoblastic erythropoiesis and free
hydrochloric ascid was present in the gastric juice after

histamine had been given. Liver function tests were entirely

normel and the urine contained neither slbumin nor urobilinogen.
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X-ray or chest showed basal inilsusatory changes. A cliric

diagnosis of bronchicctasic was wedc and the patient trostel
by postural dralnage and entiblotics. In adiition it was
supposed that she had a well compensated cirrhosis.

A year later the patient was adumitted to another hoszpital
with pneuwonia. The clinical findings were as before. A gui
biopsy was performed and this showed the presence of amyloid.
Comuwent: It ic appreciated that both awmyloid disease and
cirrhosis may have been preéent in this patient, and that
liver biopsy wmight have been more informative. Guia blopsy
is, however, an extremely siwmple procedure and carries no
risk to the patient. It is said to give & high incidence
of positive results in smnyloid disease (Selikoff and RobitzeX,
1947). It has been performed in 2 other patients in this
series in whom the possibility of amyloidosis was concidered,
with & negative result in both instances.

5) Cancer and cirrhosis:

It can be extremely difficult to differentiate between
cirrhosis and cancer by clinicsl examinsation alone, and such
& probleir is not uncommon. In chapter 1 I have described
how the symptoms of subacute massive necrosis may mimic
those of cancer, particularly with regard to profound weight
loss, and how liver biopsy may be required to establish the
diagnrosis. Scveral instances of this have already been
cited - e.g. Cass Cl4 anil Case C40, both of whom had
extensive investigation before the correct diagnosis was

reached. Cancer and cirrhosis may coexist, and this has
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being persistent jaundice (J13), anda in the other, suclites
(cl8). Three other paticnts were of interest. In the first
the patient hed jaundice, an enlarged liver, oesophagesl
varices, but did not have cirrhosis. The second patieﬁt hed a
blood stained pleural effusion and an enlarged snd irregular
liver but did not heave cancer. The third patient is illustretive
of a more usual problem, namely that of haematemesis in the
presence of an enlarged liver and & past history of alcoholisi,
Case l: A woman, aged 05, attended the out-patient
department cowplaining of undue tiredness and breathless-
ness on exertion. Appetite was good, weight steady, and
there was no history of bvlocd loss. Cn examination ohe
was extremely pale and the spleen was enlarged 2 inches. .
Blood examination revealed & severe hypochromic anaeuia
with hsemoglobin 3V per cent. The BJ.3.H. was 7 ma in 1
hour. On oral iron tiherapy the haewmoglobin rose to 70
per cent within one month, and the spleen became impalpable.
The patient was not seen again for 2 years. For 1¢&

- months she hed remasined well, but for 6 months she had
lost appetite and weight and had vomited freguently. On
exgmination she was slightly icteric and had obvicusly
lost weight. The liver was enlarged 3 inches, the spleen
2 inches, and there was a little oced:ma. The blood
picture was normal with haewoglobin 95 per cent, but tine
BeSens. was 44 mm in 1 hour. Tests of liver function
suggested parenchymal damsge although the flocculation

tests were negetive: seruw aibumin 3 g. per cent, serum




globulin 4.7 g. per cent, seruw bilirubin 1.0 uz.

cent, colioidel gold 0, and alieline vhozphatase 17.5
Bodansky units. Cesophageal varices were demonstrated
by barium swallow.

The course of the illness was progressive and the
patient died in hepatic coms two wmonths after admission.
At post mortem a primary carcinoms of liver was
found. The parenchyma weaes almost completely replaced by
tumour and there was & éolitary metastases in the skull.

There was no evidence, either macroscopically or micro-
scopically, of cirrhosis, but the presence of oesophagesal
varices was confirmed.

Case 2: A man, aged 55, was admitted to hospital with s
history of cough, spit, pain in the right side of the
chest and intermittent pyrexia of 3 months duration. He
had slways been a heavy cigarette smoker, and alcohol
consumption was as heavy as he could afford. On
examination he was found to have a right-sided pleural
effusion, finger‘clubbing and hepstic enlargement. Blood
stained fluid was obtained by paracentesis of the chest.
X-ray of the chest following & maximal aspiration oi the
fluid revealed underlying consolidation which was thought
to be neoplastic. The B+.5.R. was 118 mn in 1 hour end
serum globulin was raised, but other tests of liver
function were negative. A liver blopsy showed bile
retention but no definite evidence of cirrhosis and no

tumour cells. A clinical diagnosis of bronchogenic
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was made, and because of interuwittent oyroexia both
penicilliin end streptomycin were administered without
imwediate efrect on the fever. Over the ensuing weekg,
however, spontaneous lmproveiment tock place, and he was
able to return home.

Little change in his condition occurred over the
following year. An encysted pleural effusion and gross
hepatic enlargement persisted. During this period he
lived in a corporation lodging hcouse on a diet which was
extremely poor. He was readmitted with scurvy and =
megaloblastic anaewia, both of which responded to oral
sascorbic acid. A second liver blopsy revealed the
presence of cirrhosis.

For a further 2 years the patient remained in fair
health, and was then readmitted with active pulmonary
tuberculosis. Despite the aduinistration of anti-
tuberculous drugs, his condition gradually deteriorated,
ascites developed, and he died from rupture of an
oesophageal varix.

At post-mortem an extensive right-sided fibro-
caseous pulmonary tuberculosis was Tound. The liver
was cirrhotic, and biopsy specimens of liver, pancresas,
end asortic lywph nodes showed extensive deposits of
iron. The histological diagnosis was of haemochrouetosis.
A green reduction to Benedict's reagent had been noted
in his urine during the final adwission when he was

receiving para-amino-salicylic acid, but there were no
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other features tc suggest disbetes.
Case 3¢ A wcwan of 70 wee adumitted follovin: a
haemstemesis. Appetite had been poor for 5 weszks. For
many years, particularly in her younger days, she had
been & heavy intermittent drinker. On examination she
was slightly jaundiced, and the liver was enlarged, firm
and irregular. The differential diagnosis lay between
hepatic cirrhosis with & ruptured oesophsgesl verix, and
carcinoms of the stomach with secondary deposits in the
liver. She was treated by blood transfusion and by the
passage of & balloon tampon into the oesophagus. This
appeared to control the bleeding, and after 48 hours the
oesophageal tube was removed. A week later she developed
8 right hemiplegia, became comatose, and died.

At post mortem she was found to have a gastric
carcinoms with secondary deposits in the liver. There
was no cirrhosis and no varices were demonstrated.

Comment: In the absence of hepatic and splenic enlarge:ient

the differential diaznosis of heematemesis usuelly lies between
peptic ulcer, ruptured verix, and carcinoms of the stomach. In
an elderly patient recurrent bleeding from a peptic ulcer
carries a poor prognosis when medical treatment is employed,
and gastrectomy is recommended by most authorities if bleeding
is not speedily controlled by transfusion. Laparotony 1is
advised in all such patients to establish the diagnosis (see
Cases C1l1l snd C15). When, however, the liver is enlarged

and irregular, peptic ulcer becomes much less likely, and for
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practical purposes the disgnozis can be narrowed to the other
two causes 0L haemstemesis. such patients zhould be vooodo
as having cirrhosis with varices and treated accordingly, as
there is comething to be geined by this menagement and nothing
to be lost if the diagnosiz is a dissewinated cancer. Tests
of liver function may be helpiul if strongly positive, but time
must elapse before results are available and often they are not
helpful, principally because they may be normal in cirrhpsis,
occasionally because albumin/globulin reversal and a wild
positive colloidal gold way be found with tumour metastases in
the liver. The prothrowbin time is sometimes of vslue in
deciding the diagnosis. When the prothrombin time is prolonged
and is not speedily corrected by a parenteral injection of
vitamin K1, the diegnosis of cirrhosis becomes much nmore
certain. This test has the merit of being simple, speedy and
of being performed in wmany ward leboratories. Unfortunately
the test has only a liwmited application as many patients with
cirrhosis have s normal prothrowbin time.

The cases described in this chapter were commonly
diagnostic errors. In some instances the correct diagnosis
was obtained in life, in other after death, and in & few the
correct diagnosis is still uncertain. The final diagnosis was
often by no means obvious even when these cases were locked at
in retrospect. It is therefore essential to review periodically
the atypical case of cirrhosis with an open mind if the pitfalls

in diagnosis are to be avoided.
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Twelve cases, all o whewm vresented soae wvoblen

diagnosis, are described. In most instances the clinien:

picture resembled cirrhosis but the diagnosis proved to be

otherwisc.
1. Polycytheaemia Vera: KFour cases are described, in
three of whom & tentative diasgnosis of cirrhosis was
originally made. in two cases polycythaemia was masied
by a specific deficienéy, of iron in one and of vitauwin
B1l2 in the other. Under such circumstances polycythaenis
canrot be diagnosed until the deficiency 1s corrected.
2. Haewolytic anesemiat Two patients with haemolytic
snaemia, splenomegaly and positive liver function tests
are described. One patient was maintained in gocd
health by cortisone, the other made & spontaneous
recovery. L1t 1s uncertain whether these paetients had
an idiopathic acquired hasemolytic ansemis with a
disturbance of plasma proteins, or a symptomatic
haemolytic ansemia secondary to cirrhosis. The evidence
available favoured the former diagnosis.
3. Bacterial endocarditis: Two cases are described who
were first considered to have bacterisl endocarditis on
the finding of a valvular lesion and splenomegsly.
Subsequent investigation and Zollow-up has wed: this
diagnosis improbable and both are considered to have
rheunatic heart disease and portal cirrhosis.

4., Auyloid disease: One patient is described with
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bronchiectasis and an enlarged soleen. A gwa bloosa:
showed the presence ol anyloid.

5. Cancer and cirrhosis: In the Appendix 2 cases are
described in whoir cancer and cirrhosis co-existed (Cases
J13 and Clg). Three cases are described in this chapter
in whom the differential diagnosis lay between cancer and
cirrhosis. One patient with jaundice, an enlarged liver
and oesophageal varices proved to have & primary cancer
of the liver. fThere was no pathological evidence of
cirrhosis. The second patient had an enlarged liver and
8 blood stained pleural effusion. The pathologicsal
diagnosis was of pulmonary tuberculoéis and haemochromstosi
Phe third patient represented the more common problem of
ealcoholism, and enlarged liver and haemstemesis. The

pathological diagnosis was carcinoma of the stomach.
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Biliary Cirrhocis

Biliary cirrhosis is wmuch less common than portsl
cirrhosis, and accounted for only © per cent of cases in this
study. This is probably not an accurate reflection of the
comparative incidence or the two diseases as wmany patients
with obstructive jaundice, the usual precursor of biliary
cirrhoiie, are admitted directly to surgical wards, while all
the cases considered here were admitted to & medical unit.

The bias is therefore in favour of portal cirrhosis.

Biliary cirrhosis is almost always caused by an ascsnding
cholangitis, the sequel to obstruction of the hepstic or common
bile ducts. This form 0i cirrhosis is usually termed secondary
biliary cirrhosis. Occasionally biliary cirrhosis may develon
in a jaundiced patient in whom no obstructive process can be
demonstrated, and such cases are generally designated priwary
biliary cirrhosis.

Himsworth (1950) has given a clear saccount of the develop-
ment of secondary biliary cirrhosic. Obstruction to the bile
ducts may be caused by stone, benign or malignant neoplasm, or
by an inflammatory structyre. Obstruction alone is not
sufficient to csuse cirrhosis; there must be, in addition,
infection of the fine biliary ducts within the liver substance.
This infection mey be acute, subacute or chronic, persistent or
interwittent. Occasionally the pathological process way be so

insidious that the patient is hardly aware of ill-health until
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and signs ol obstructive Jaundice dowinate th. cliinical wicture
until tihe onset of oedema, ascites or mental lethargy. It is
important to wmase & precise diagnoszis in all such cases as
relief ol extra-hepstic obstruction may prevent or delay the
progression of liver damage.

Primary biliary cirrhosis has & variety of pseudonyus
such as chronic intra-hepatic obstructive jaundice,
cholangiolitic hepatitis or cirrhosis, and xanthomatous biliary
cirrhosis. The afiection is one of the smell intrs-hepatic
bile ceanaliculi, or of the larger ducts into which they drain.
The cause of this condition is unknown, and the evidence so
far available suggests that several pathological processes nay
give rigse tc the same clinical picture. There is growing
evidence that the virus of infective hepatitis may be
regponsible for primary biliary cirrhosis. It is almost
certain that this virus may cause prolonged obstructive
jaundice, and Shaldon and Sherlock (1957) have reported 12
cases so aifected, all oi whow recovered. It would appear
that all patients are not so fortunate for 4 of the 8 patients
with progressive cholangiolitic hepatitis reported by Watson
and Hoffbauer (194¢) had been in contact with & person suffering
from iniective hepatitis, and 1 of the 6 patients with priuary
biliary cirrhosis reported by lMcPhee (1950) had received an
intravenous injection 3 wonths before the onset of jaundice.
These facts suggest & causal relationship between infective

hepatitis, primary intre-hepatic biliary obstruction and
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priwary biliary cirrhozis.

‘there 1s also evidence to suggest tnat bactorisl irfection
may cause & siwilar clinical picture without extra-hepatic
obstruction as & precursor. Himsworth (195C) has described
such & case under the title of subacute chclangio-hepatitis.

A pure growth of B. coli was obtained from the bile at
operation but no obstruction was found. The illness continued
until death foliowing an accident 8 months later. At sutopsy
no obstructing lesicn couldube demonstrated. Moschowitz (1952)
has described a similar case, the infecting organism being
staphylococcus aureus.

A further possible cause of primary biliasry ceirrhosis is
prolonged obstructive jaundice due to the toxic action of
certain drugs, notably chlorpromazine and methyl testosterone.
BEosinophilia is said to be not uncommon in such cases and
suggests an allergic reaction to the specific agent (Jones,
1956} .

Attention has also been drawn to the predominance of
female paticecnts in reported series of primary biliary cirrhosis.
This has naturally suggested some endocrine cause for the
diseage, but no particular gland has been incriminated.

The 6 cases which are reported illustrate certain of the
diagnostic problems in both primsry and secondary biliary
cirrhosis, The points of interest and the managewm:nt of the
Problewis are dealt with in the discussion. The principal
clinical erd laboratory features of these cases are swaarise

in Tableg 1 and 2.
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Liver function tests on o paticnts with bilisry cirrho:z

on iirst gduission 0 hospital.

The values

given for

plasia cholesterol are not those obtained et

that tinme.

Case No. 1 2 3] 4 5 o
Urine
Bile + + + - + +
Urobilinogen wg/day 211 2.41 0.8} + | G.5 }45.9
Feecal Urobilinogen mg/day 20 55| 3.0| - 41 137.0
Serum Albumin g 2.91 3.1 2.615.7| 2.6 = a.c
i
Serum Globulin g 5.0 2.3 4.6)5.0] 3.1 2.6
Colloidal Gold o{ o ofz2| o ' 3
Alkaline Phosphatase é
Bodansky Units 10.5125.9191.0{7.9{ O 3.3
Normal 1-4 units ;
Prothrombin Tice }
Patient 29 19 201 24 18 ' 16
Contfol 13 14 15} 157 15 14
: !
Serum Bilirubin (mg.) 2.31 G.3 20| - 4.5 112.8
Cholesterol (mgd) - 1 4201 93| - |2,000} 222
E«S«Re mm in 1 hour 351 65| 761 30} 120| 108
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Cese 1. secendery Dbilisey cirrhosis :  stricturs oo

A Tfcuwale peticnt, aged 3G years, had her gall biadder
explored in 1948 following an attack of biliary colic.
During the operation 1t was thought that the common bile
duct had been accidentally cut, and a cholecyst-gastrostoms
was performed. Following the operation jaundice occurred,
with dark urine and clay stools, but without mslaise. As
jaundice persisted the cholecyst-gastrostomy wes undone
and a cholecyst-jejunostomy performed. ¥ild jaundice
persisted. By 1949 she had lost weight, had frequent,
bulky, pale offensive stocls, and menorrhagis of such
severity that transfusion was required. A year later she
was treated for night blindness, and xanthomata were first
observed. In 1951 she complained of bone pain and
difficulty in walking, but it was not until 1954 that she
first attended a medical unit complaining of weight loss,
vowlting, abdominal pain and severe backache.

On examination she was a swall, emaciated women with
slight jaundice. Xanthomatous deposits were present
beneath the eyes. The back was stiff and she had
difficulty in walking. There was no iinger clubbing.
Both liver and spleen were palpable 2 inches below their
respective costal margins.

Investigations: Urine contained both bile and urobilinogen

Faecal urcbilincgen was 20 mg./day, and urinary urcbilinog
21 mg./day. Blood exsmination showed a hypochrowic

anaemia, haemoglobin 50 per cent, red blood cells 4,0(C,CCC
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Liver function tests were indicative of parenchyasl
dawage and blliary obatruction: serum albumin 2.9 g. per
cent, seruw globulin 5.0 g. per cent, colloidal zold and
thyuol turbidity were normal. Serum bilirubin was 2.3
mg. per cent and alkaline phosphatase 1C.5 Bodansky units.
Prothrowbin time was 25 seconds to a control of 13 seconds,
but was corrected following the administration of Vitamin
Kil. Serum calcium was 8.2 mg. per cent and phosphorus
1.8 mg. per cent.

X-rays of spine and long-bones showed generslised
decalcification. Bariuw exeuination of the small
intestine revealed an appearance consistent with
steatorrhoea. Fat balance was unsuccessful as the
patient could not tolerate the diet.

Progress: Abdowinsal pain was severe and required both
pethidine and Euwydrine for relief, The temperature rose
occasionally to 106YF. Nevertheless she gained weight on
& high protein low fat diet, and the haemoglobin rose to
70 per cent under the influence of iron and folic acid.

She remsined well for some months and then developed
small bowel obstruction from adhesions, and a further
operation was required. Shortly arterwards she began to
have tetanic spasms which were not well relieved by intra-
muscular calciferol and oral calciuz. Her condition
slowly worsened and she died in 1955.

At post-mortem the liver was large, green, and
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surrounded by adhesions. A locp of jejunum hed been
sutured to the liver in the region ol the zell bladier,
but the common bile duct appeared to be intact. The
point of entry of the bile duct into the ducdenum showed
extrewe stenosls and would adiit only the tip of a fine
probe (1-2 muw). The histology of the liver was that of
biliary cirrhosis.

Casge 2. Secondary biliary cirrhosis : primgry carcinoms
of the bile duct.

A man, aged 68 years, developed painless jaundice in
October, 1956, but was otherwise in good health. He
admitted to heavy alcohol consuwption over many years,
spending £2 - £5 per week on whisky. In November he was
sdmitted to another hospital where laparotowmy was performed
No extra-hepatic biliary obstruction was found, and he was
thought to have 'hepatitis'’. Liver biopsy revealed bile
retention with en inflammetory reasction round the portal
tracts and early fibrous tissue formstion.

Exawination in January, 1957, revesled a deeply
jaundiced men with skin excorietion from scratching.

Early clubbing of the fingers was noted. The liver was
enlarged 4 inches below the costal margin, and the splecen
tip was also palpable. Bxamination of other systems was
negative.

Investigations: Urine contained bile but not urobilinogen.

Faecal urobilinogen was 595 mg./day and urinary urcbilincgen

2.4 mg./day. Blood examination was normal except for the

Ses5eie which was 65 mw in 1 hour.
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Liver function tests weure concsistent with ob tructive
Jaundice: serwu albuain 3.1 g. per cent, glebullin 2.7 .
per cent, collcidal gold and thywol turbidity normsl,
alkeline phosphatase 26 Bodans.y units. Serum bilirubin
was 9.3 mg. per cent, and seruw cholesterol 42C wg. per
cent. Prothroabin tiue was prolonged to 19 seconds as
compared to a control of 14 seconds. This defect was
corrected by vitasmin Kl.

Progress: Iteh was effectively relieved by methyl
testosterone sublingually. As cholangiography had not
been performed et the previous laparotomny, the patient

was advised to heve a further exploration. Again no
extra-hepatic lesion was visible or palpable, but the
cholangiogram revealed a {illing defect &t the hilum of
the liver involving the right hepatic duct. The left
hepatic duct was not filled. It was not possible to
dilate this stricture, but & biopsy was obtained. The
histology was that of a primary carcinoms of the bile duct.

Case 3. Secondary billary cirrhosis : primary carcinomg
of the bile ducts.

A 53-year old man dcveloped laryngitis in January,
1956, for which he was treated with penicillin. In
February he beccame jsundiced complaining of anorexie and
nausea but not of pain. In March he was admitted to the
surgicael ward of another hospital where laparotomy was
perriormed. o extra-hepatic biliary obstruction was
found. Liver biopsy was reported to show an early

bilisry cirrhosis, possibly of the priuary type.
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Between liarch snd “etober, 1950, ho rewsined dee i)
Jauniiced, and was greatly trcubled by itch. He
couplained of periodic epigastric discowfort and of
occasional diarrhoea, and he had lost 3 stones in weight.
Desplte the jaundice he was well enough to be up and
about.

Exemination in October, 1956, revealed a deeply
jeundiced man with skin excoriation from scratching.
The liver was enlarged 3-4 inches, but the spleen was

not palpable and there was no ascites.

Investigations: The urine contained bile but not

urobilinogen. Faecal urobilinogen was 3 mg./day and
urinary urobilinogen 0.8 mg./day. Blood examinaticn
revealed a slight normochroaic ansemis with haemoglobin

80 per cent, red blood cells 3,800,000 per cu.mm., white
blocd cells 9,600 per cu.mu., and B.S.k. 76 mm. Liver
function tests were indicative of obstructive jaundice

and parenchymal damage: serum albumin 2.6 g. per cent,
serum globulin 4.6 g. per cent., colloidal gold and thymol
turbidity negative, alkaline phosphatase 91 Bodansxy units,
éerum bilirubin 16-20 mg. per cent, and cholesterol 93C mg.
per cent. Prothrombin time was 20 seconds to a control
of 15 seconds, but was correctel following the administrator
of vitawmin K1l. Barium swallow and meal were negative.
Progress: There was an occasional rise of temperature to
1C0%F and itch was trcublesome but effectively relieved by

methyl testosterone sublingually. A further exploration

was advised. Once again no extra-hepatic obstructive
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lesion was epparent, but an cperative caolansion

2

St
outlined strictures or the three main hepatic ducts,

with gross dilatation of the ducts beyond the stricture.
A catheter was passed beyond the point of narrowing in
the right main hepatic duct and bile was allowed to drain
into the comwon bile duct through an aperture in the
catheter wall. The catheter was brought out on the
surface of the abdomen through & stab wound. (Operation
by Mr. C. J. Longland). A biopsy of the duct in the
region of the stricture showed only chronic inflemmatory
tissue.

The patient speedily improved in the weeks following
the operation. Jaundice faded, appetite increased, and
he gained weight. Serum bilirubin fell from 20 mg. per
cent to 3 mg. per cent. This improvement was maeintained
for 3 months when jaundice agein deepened, the patient
became drowsy and finelly cowmatose.

At poét mortem the obstructing lesion was found to
be & primary carcinoma of the large intra-hepatic bile
ducts. Advanced biliary cirrhosis was also present.
(See fig. 14 at end of appendix).

Case 4. A common problem : cholelithiaesis and secondary
biliary cirrhosis or portal cirrhosist?

‘A female patient, aged 72 years, gave & history o
3 attacks of painless jaundice in the 8 months preceding
admission, each attack accowpanied by pale stools and dark
urine. Undue flatulence, weakness, and weight loss had

. . e 1- B
been observed over this period.  For 3 weeks prior %o




-200-

in the right upper ebdomen and had veonited Irequ ntlz,
Slight jaundice was present on admission to hospital

but quickly faded. The liver was enlarged 3 inches

below the costal mergin, and Ziri. The splcen was not

palpable.

Investigations: Urine contained urobilinogen but not

bile. Blood exasmination was normal apart from the H.S.H.
which was 30 mm in 1 hour. Serum slbumin was 5.7 g. per
cent, serum globulin 5 g. per cent, colloidal gold 2, and
alkaline phosphatase 8 Bodansky units. Prothroubin time
was 24 seconds to a control of 15 seconds.

Liver biopsy was productive of only a small piece of
tissue. There was an obvious incresse in fibrous tissue,
but the interpretation of the type of cirrhosis was
uncertain.

A cholecystogram was not helpiful as the gall bladder
was not outlined.

Progress: A provisional diagnosis of cholelithissis and
biliary cirrhosis was made, and the patient advised to
have & cholecystectony. This advice was refused and she
went home. Five yecars later she was still alive and
well. There had been no recurrence of jaundice or of
abdowinal pain.

Case 5. Primary biliary cirrhosis.

A fewale paticnt, aged 44, was admitted to hospital
in June of 1954. She had been jaundiced for & months,

and &t the onset had cowplained of poor appetite eand




-2G7-
nauses. between 194C and kiay, 1953, she had received
liver injectiong for an anacuis erroreourly belicved to
be pernicious. wxsmination revealed a deeply jaundiced
but well nourished wowean. The liver was palpable 3 inches
below the costal wmargin but the spleen was not palpable.
Bxawinaticn of other systems was negative.

Investigations: Urine contained both bile and urobilinoger.

Faeccal urobilinogen was 41 mg./day end urinary urobilinogen
9.5 mg./day. Blood exsumination revealed & normochromic
angemia with hesemoglobin 70 per cent, red blood cells
3,500,000 per cu.mi., white blood cells 6,200 per cu.ius.,
and fedeRe 120 mu in 1 hour. Liver function tests
sugzested a predominantly obstructive lesion with impasir-
ment of parenchymsl function: serum glbumin 2.6 g. per
cent, globulin 9.1 g. per cent, colloidal gold 0, slkaline
phosphatase 31 Bodansxzy units and serum bilirubin 4.5 ng.
per cent. The prothrombin timc was 18 seconds to &
control of 15 scconds. Barium swallow was negative,
Progress: At all times the patient was afebrile. A
tentative diagnosis of post-hepatitis cirrhosis was made,
based on the history and the constant finding of a high
output of urobilinogen in the urine, which was thought to
be much against an extra-hepatic obstructing lesion even
in the presence of a high slkaline phosphatase.

In 1955 she reportei cowplaining oI itch and ol very
extensive subcutaneous deposits of cholesterol. Seruiu
bilirubin had risen to ¢ mg. per cent, and blood cholesterol

was 2,000 mg. per cent. Pruritis was effectively relieved
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by methyl testostercone. A few wonths later the

Latient
was admitted to another ho=pital with oneuwonia. Gt
recovery a laparotomy was performed, but no bbstructing
lesion found. By 1956 she had developed parenchymal
failure with cedena and later ascltes. Flocculation
tests were now strongly positive. She died in hepatic
coma, and at post mortem the liver showed sn advanced
biliary cirrhosis. A few foeci of round cell infiltration
were present, but were not sufficiently numerous 1o
suggest recent active inflemumation. There was no

obstruction of the main biliary passages.

Case 6. Diegnosis uncertain : possibly primary biliary
cirrhosis.

A Sl-year o0ld femsle became jaundiced in 1951. The
onset was insidicus and she was not admitted to & hospital
until 1952. At that time & diagnosis of post-hepatitis
cirrhosis was made on clinical grounds. She remained
jaundiced but comparatively well until 1954 when she
developed symptoms of angemia and attended the Royal
Infirmary. On cxawination she was found to be deeply
jaundiced and had very pale nmucosae. There was oedema
of both ankles, and slicht ascites was present. Both
liver and spleen Wefe enlarged 4 inches below the
respective costal margins.

Investigations: The urine contained bile and urobilinogsen.

Faecal urobilincgen was 37 ng. /day and urinary urobilinogen
was 45.9 mz./iay.  The haematological findings were

contistent with pernicious eneenia: hsemoglobin 33 per
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cent, re. blood cells 1,200,00C per cu.mm., white tlo-d
cells 1,200 per cu.uw., platelets 100,000 per ZUa it ,
while the red cells showed poikilocytosis and mescrocytosis.
The meSee was 172 ma in 1 hour. BExamination of the
sternal marrow revealed frankly megsloblastic erythro-
polesis, and there was & histamine-fast achlorhydria.
Liver function tests were consistent with an active intra-
hepatic lesion, but when anaemis was corrected the
flocculation tests became negative: serum slbumin 4.0 g.
per cent, serum globulin 2.4 g. per cent, colloidal gold
3, alkaline phosphatase 3 Bodansky units and serum
bilirubin 12.8 mg. per cent. The prothrowbin time was
19 seconds to a control of 14 seconds.
Progress: Treatuent with vitamin B1l2 evoked a sharp
reticulocyte response énd haemoglobin rose to 85 per cent.
Ankle oedcma and ascites disappeared but jaundice was
unchanged. She continued to run an intermittent fever.
She was re-sdmitt:d in 1956 with persistent bleeding
from an abrasion on the tongue. The prothrowmbin time was
63 seconds to & control of 1t seconds, but was quickly
corrected by intravenous vitamin K1, The patient was
still deeply jeundiced and now had flushed palms and
xanthomate sround the eyes. Liver and spleen were both
pelpable 3 inches below the costal margins and there was
s moderate ascites. She again had intermdittent pyrexia.
Urine contained both bile and urobilinogen and urinary
urobilinogen was 32 mg./day. Seruw albumin was 3.C g.

per cent, globulin 3l g. per cent, colloldel z0ld negative,
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alfaiine pno:zyhatase 17 Bodansky units and blood cholestem

e}

222 wmg. per cent. Blocd velues hed dropped despite large
doses of vitawin Bl2 to haemoglobin 70 per cent and red
bloed cells‘3,300,000 Per Ccu.iid.

This patient is still alive but in very poor health.

DISCUSSION

These 6 cases illustrate the clinical picture of biliary
eirrhosis and the diagnostic problems connected with this
diagnosis. In Case 1 the diagnosis was obvious, eirrhosis
following biliary obstruction and ascending cholangitis.
Although this patient was never deeply jaundiced, biliary
obstruction was prolonged and she suffered a very frank
malabsorption syndrome with overt deficiency of vitamins A,

D, and X and the minerals calcium and iron. Desath was
primarily due to electrolyte dicsturbance and not to liver
failure.

Cases 2 and 3 had already been subjected to laparotony
before admission to the medical ward, and no cause had beén
found for their jaundice. In both instances the clinical
and biochemiceal picture suggested obstructive jaundice. A
further explorastion failed to reveal an obvious obstructing
lesion, but operative cholangiograms successTully demonstrated
stenosis of the hepatic ducts high up within the liver
substance. The diagnosis in both patients was unfortunately
that of a priwery maelignant tuwour but this does not detract
from the value of operative cholangiography for, had the lesicn

been a simple one, obstruction wight have been effectively
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relieved. This method of investigaticn should be availsble
to all patients who undcrgo a laparctomy to establish the
cause 0f Jjaundice.

Case 4 is an example of the problem case. A patient
past middle life has several attacks of painless jaundice
accowpanied by undue flatulence and weight loss. The only
positive feature on clinicel examination is an enlerged liver.
The differential diagnosis embraces cholelithiasis with
secondary biliary cirrhosis, cholelithiasis and eryptogenic
cirrhosis, post-hepatitis cirrhosis, and, less likely,
carcinomatous metastases within the liver. The importance of
an exect diagnosis lies in the remediable nature of secondary
biliary cirrhosis. In Case 4 an exact diagnosis was not mede,
routine investigation including liver biopsy falling to
establish beyond doubt the cause of the jsundice. The patient
refused operstion. It was considered at the time of her
admission that secondary bilidry cirrhosis was the most likely
disgnosis on the grounds oi age (72 years), right upper
abdominel pain and fletulent dyspepsia, prolongation of the
prothrombin time without evidence of liver fsilure, and the
raised alkaline phosphatase. Nevertheless all of these featureg
are consistent with & diagnosis of portsl cirrhosis complicated
by & stone in the common bile duct, and the final diagnosis
must remgin in doubt. There has been no personel follow-up
owing to the patient's unwilliingness to return to hospital,

but for 5 years she was followed up by comuwunication with her

pbractitioner. During that periocd there was no recurrence oI

Jaundice or of sbdominel pain. If the clinical diaznosis was
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corveet it wust be presumel that obstruction has beer veli-ved
ant tihat the restoraticn of a Zree biliary low has prevented
the progression of her cirrhosis.

Case 5 1s the only certain exauple of primsry biliary
cirrhosis. When the patient was first seen jaundice had been
present for 6 months and there was substantisl evidence of
parenchymnal dysfunction in that plasma albumin was less then
3 g. per cent and urinary urobilinogen excretion was high.
Laparotomy was not perforined because of these findings.
Nevertheless the flocculation tests were negative and serum
alkaline phosphatase was high, so that, in retrospect, the
correct method of investigation should have been an operative
cholangiogram and a generous liver biopsy. A needle liver
biopsy, the safest procedure in the presence of parenchymal
failure, is of uncertain value in differentiating primary and
secondary biliary cirrhosis, and it may even be difficult tce
be certaein that the cirrhosis is biliary rather than portal
(Moschowitz, 1952), although the Finding of large bile lakes
greatly fevours secondary biliary cirrhosis (Movitt, 195¢).
This patient was subjected to a laparotomy at a later date,
but although no obstruction to the extra-hepatic biliary system
was found, the diagnosis remained in doubt until her death as
cholangiogramws had not been performed.

Absence of fever is said to favour a diagnosis of primary
biliery cirrhosis (Sherloek, 1955; Snell, 1950) and Case 5
was the only patient in whom no pyrexia was recorded during

the stay in hospital. It is also worth recording that in no

other patient did the blood cholesterol exceed 1,000 mg. por
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cent, and no othew patient had :uch extensive xanthcousatous
deposits. The latter were particularly numerous on the hands
and Tace, and one deposit had to be removed surgically because
of pain and sepsis.

The last patient, Case 6, was of interest because she
developed classical Adudisonian pernicious ansemis during the
coufse of her illness. Initially the clinical and biochemical
picture was consistent with intra-hepatic diseases flocculation
tests were positive, alkaline phosphatase was normal, and
urinary urobilinogen excretion exceeded faecal urobilinogen
excretion. The diagnosis of post hepatitis cirrhosis, which
had previously been made elsewhere, was eccepted. Gradually
the picture changed with deepening jaundice, troublesome
bleeding from reversible hypoprothrowbinsemia, and the
appearance of xanthomata on the face. Moreover the
flocculation tests, which were initially positive, had becomne
negetive and alkaline phosphatase had risen to many times
normsl. The diagnosis is still uncertain but the clinicsal
picture is suificiently like that of Case 5 to justify a
disgnosis of primary biliary cirrhosis. The initial liver
damsge may well have been due to viral hepatitis even if the
present diegnosis is correct.

The sbsence of portal hypertension in all these patients
is notable. %0 patient had haematcmesis or demonstrable
varices but splenomegaly was observed in 3 of the 6 patients,
two of whom had long-standing jaundice. Sherlock (1955) has

observed that the splenic enlargement essoclated with biliary
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cirrhosis sy occur when the oportal oressure is nornsl.
Althoughn the precisc cause 0f splenic enlargemsnt ic not known,
it would appear to be related to intre-hepatic infection and
is therefore analogous to the enlargement which sometimes
occurs in severe infective hepatitis.

Biliery cirrhosis is not & common disease in Britain but
it should be kept in mind when the disgnosis of cirrhosis is
made. Successful relief of biliary obstruction maey eradicate
biliary infection, and if hepatic fibrosis is not toc extensive
complete and permanent relief of)symptoms may be achieved. ITf
the lesion is not amenable to curative surgery, palliative
biliary drainage will relieve both jaundice and troublesome

pruritus.

S Ul M ARTY

The incidence of biliary cirrhosis in this study of 100
patients with cirrhosis was 6 per cent. Three patients had
proven secondary biliary cirfhosis end in the fourth patient
thig diagnosis was presuuwptive. Case 5 had primary biliary
cirrhosis and in Case § this disgnosis was probable but not
certain.

In the 4 patients with secondary biliary cirrhosis the
obstructing lesions were (1) inflemmatory stricture ol the
common bile duct; (2) and (3) primary carcinome of the bile
ducts; eand in case (4) gall stones were regarded as probable

but not proven. In both cases (2) and (3) laparotomy had
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previously becn perforumed and no lesion discovered. further
investigation by mesns of operative cholangiography outlined
filling defects in the main hepatic ducts within the liver
substance, and in cese (3) & catheter was passed beyond the
obstruction, successfully relieving the jaundice for several
months. The value of this method of investigation is stressed.
Primary biliary cirrhosis in case (5) was characterised
by continuous jaundice with both bile and urobilinogen in the
urine. The symptoms at onset suggested hepatitis. Alkaline
phosphatase and blood cholesterol were greatly elevated and
subcutaneous deposits of cholesterol were disfiguring. The
duration of the disease from onset until death was 2 years.
The second patient, case (6), who was also presumed to have
primary biliary cirrhosis, had & similar celinical picture with
continuous jesundice and urobilinogen in the urine. Initislly
the diagnosis was thet of post-hepatitis eirrhosis, but, as
the disease progressed, festures of biliary obstruction becae
more preminent - decpening jaundice, pruritus, elevation of
the alkaline phosphatase, and hypoprothrombinsemie with
troublesome bleeding, speedily controlled by the administration
of vitemin K. This patient is still alive 6 years after the
onset of jaundice, but is now in parenchymal failure. An
interesting feature was the development of Addisonian pernicilous
angemia during the course of the illness.
It is thought that both examples of primary biliary

cirrhosis may be clinical variants of post-hepatitis cirrhosis.
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CHAFY T xR g

Haewochromatosis

Haemochrouwatosis was diagnosed in 5 of the 100 patients
in this study. The incidence of haemochromstosis in any
study of portal cirrhosis depends tc a large extent on the
criteria accepted for the diagnosis of the condition. Bell
(1955) reviewed the autopsy reports of 932 cases of portal
cirrhosis. Sections were stained for iron in 733 ceses.

He reported that only 1 per cent had classical brongzed
diabetes, 2 per cent had siderotic cirrhosis and disbetes
without skin piguentation, and an additional 3 per cent had
portal cirrhosis with very extensive deposits of iron within
the liver, but without the other two features of the diseasge.
In the whole geries, however, 934 per cent of the msle patients
and 23 per cent oi the female patients had hepatic heaemo-
siderosis of veriable degree, but this finding alone is not
sufficient to justify a diagnosis of hasewmochromatosis unless
the amount is very great and no alternative explanation
exists, such as known haewolysis, to account for the deposition
of ironm. Almost all cases of haewochromatosis have at least
two of the classical features by the time the diasgnosis is
made, and in the 5 cases included in this study, 3 had the
classical trisd and 2 hed cirrhosis and pigmentation but were
not diabetic.

At one tiwe the disease was regarded as a rarity, but in

1935 Sheldon published a monograph based on the clinical,

laboratory and autopsy findings of 311 cases reported in the
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literature or inown to hiwself, anl Houston (1953) has been
able to add a further 222 cases to this ligt. Haeochromatosis
is therefore uncommon but not rare.

The disease 1s one of uncertain aetiology, but is thought
to be due to an inborn error of iron metabolisi. There have
been a few reports of the occurrence of the same clinicsal
picture after multiple blood transfusions (Mcrningstar 1955,
Davies 1955} and its occurrence in pellagrinous natives in
South Africa has been weli documented (Gillman and Gillman,
1945).

Normally the absorption of iron takes place through the
mucous membrane of the duodenum and small intestine, and the
amount absorbed depends on body requirements. Iron, in the
ferrous state, combines with a protein, apoferritin, in the
mucosal cells to form ferritin, and when conversion to the
latter compound is cowplete, no further iron is absorbed from
the gut. Iron is rewoved from the intestinal nmucose as &
ferrie ion attached to a plasmas globulin fraction, and is
transported to the iron storage depots notably in the liver,
spleen, and bone marrow. Normally plasms globulin is capable
of combining with about 300 micrograms of iron per 100 ml of
blood, but in health only one third of the available globulin
is utilised, giving a serum iron of 100 micrograms per 100 nl.
In hsewochrowatosis there is thought to be a disturbance of
the regulatory mechanism in the duodenal and intestinsl
mucosae whereby iron is sbsorbed without regard to the body

requirements. Serum iron is inereased and the binding
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capaclty of the globulins is correspondinegly reduced. This
abnorwality i: alwost certainly present frow birth or from
early life, and iron slowly accumulates in the tissues, notably
in the liver, spleen, wmarrow, pancreas, heart muscle, anterior
pituitary and in the dermis of the skin. Phere is some
evidence that the abnormality is inherited as a recessive
characteristic, and a familial incidence has been gquoted by
sheldon (1935), Althasusen, Doig, Weiden, Motterbam, Turner,

and Moore (1951) and by Houston (1957).

It has never been fully explained why fibrosis should
occur in' those tissues in which excessive iron is deposited.
Large quantities of iron are found in the liver of almost all
patients with heemolytic asnaeemia or with aplastic anseumis
meintained by blood transfusion, but cirrhosis is extremely
rare. The explanation may lie in the very long duration of
the accumulation, end it is perhaps noteworthy that in certain
tissues, e.g. skin and testes, heavy deposits of iron occur in
the endothelial lining of capillaries, and thus may cause
ischaemic changes in the affected tissues, with fibrous
replacement of more specialised cells.

In the early stages of the disease the pathological
changes in the liver may be limited to slight fibrosis round
the portal tracts (Sherlock, 1955), but later the picture may
closely reseuwble that of subacute hepatitis with nodular
hyperplasia, except for the presence of great quantities of
iron within the liver cells.

The 5 patients with this disease who were admitted to one

wedicel unit of Glasgow Koyal Infirmary during the past 12
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vears exhibited wost oi the features of the condition. The
case history or one paticnt has already been recordei in
chapter ], and a second iliustrative case will be given, that
of o wouman, boecause 0f the rarity of the disease in the female
SexX.

Age and Sex: Haewochroumatosis is predowinently & disease of

middle life, the majority of cases being diagnosed between
the age of 40 end 60 years (Sheldon 1935). In this study all
5 patients were in the 6th decade when the diagnosis was made,
but only 2 of these patients presented with sywptoms directly
ettributable to haewochromatosis, the other 3 being admitted
with incidental disease.

Haewochromatosis is very rare in women, and by 1953 only
33 cases had been reported of which 3 were under the age of
45 years (Houston, 1957). The rarity of the disease in
women is attributed to the physiological loss of iron during
menstruation and in pregnancy, which slows the progress of the
disease and prevents clinical recognition until s later age.
One female patient was encountered in this study:

A married woman, aged 51 years, developed disbetes
shortly after ewigrating from Glasgow to South Africa in
1948. Her siin had always been dark, but became much
darker about the tiwe of onset of diabetes. In 1950 she
was adwitted to the medicsl wards of the University of
Witwatersrand in disbetic coma, and at this time the
diagnosis of haemochromatosis was clearly established by
liver biopsy and radio-iron studies. The diabetes was

extremely difficult to control, and the daily dose oI
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soluble insulin varied irow 40C to 600 units.

In 1993 she returned to Glasgow, and was adumitted
under the care of Professor Davis for stabilissation of
diabetes. The menstrual history obtained at this tinme
was thet periods had been scanty for many years and head
ceased cowpletely in 1947 when aged 50. She had never
been pregnant. On exsmination the clinical features
were skin pigmentation of a blue-grey colour, hepatic
enlargement of 2 inches, and severe diasbetes. Laboratory
investigations revealed a serum iron of 248 microgrammes
per 100 ml., while the serum iron binding capacity weas
nil. Smears of sternel marrow contained an excessive
smount of iron. Liver function tests and haematological
examination were both normsl.

Diabetes was extremely difficult to control, and
even while in the ward she became ketotic, requiring
1,50C units of soluble insulin with 36 hours to re-
stabilise her. Control was eventually achieved on s
low iron diet of approximaéely 1,0C0 calories with 250
units of insulin zine suspension (lente) in the mornings.

Treatwent by means of repeated venesection had been
commenced in South Africs, 11 litres having been withdrawn
over several months. This treatment was continued, and
between Deceuber 1953 and lMarch 1956 a further 46 litres
of blood were reuoved. At one stage the haemoglobin
fell to 65 per cent (100 per cent haemoglobin = 14.8 g.
haemoglobin per 10C ml.), but rose again to 100 per cent

within & month when venesectlons were discontinued. At
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this stage the serua irvon “ell to nil, and then slowly
rose agein to 100 nmicrogramwess per 100 ml. This treat-
ment hes resulted in genersl improvewent with incressed
energy and wellbeing. Skin pigmentation has become
notably less, and the liver is slightly smaller (1 inch).
Liver function tests, however, show a slight deterioration
in that colloidal g0ld has risen to 2, and serux globulin
now exceeds serum albunin. Diabetes is still severe and
she receives 180 units of lente insulin daily.

Symptomstology: It has been stated that patients generally

gseek advice because 0f the symptows of diabetes, or because of
lethargy, welght loss, upper asbdominal pain, skin pigmentation
or impotence. (Sheldon, 1935; Finch and Finch, 1955).
Symptoms and signs of hepato-cellular failure are a late
feature of the disease and haemstemesis is much less common
then in Leennec's cirrhosis (Sherlock, 195%). As already
stated, it has been my experience that some patients present
because of disease spparently unrelated to haemochromatosis.
In this small series one patient presented with a perforated
duodenal ulcer, and the liver was noted to be cirrhotic at the
time of operative repair. Liver biopsy established the
diegnosis in this patient. A second patient, who also had

8 duodenal ulcer, was admitted because of & right-sided
hemiplegia, presuuably caused by & cerebral thrombosis. A
third patient was admitted with & respiratory infection, but

although cirrhosis was diagnosed in life, heemochrorzatosis was

not recognised until autopsy. Two patients were admitted

- .. - 1 . 3
because of diabetes, but in one of these patients nepatic
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cirrhosis and skin pigmentation had been observed 4 Years
previcusly while in a surgical ward for treatment of chronic
dyspepsia. The high incidence of dyspepsia and duodenal
ulceration is worthy of comment. It is well recognised
that upper abdominal pain wmay precipitate admission, end this
pain is generally attributed to distension of the liver
capsule, or to the advent of primary carcinoma of the liver,
a not uncommon cowplication of this disesase. It is not
appreciated that chronic duodenél ulcer is also common., All
4 male patients in this study complained of dyspepsia; two
had proven duodenal ulceration, while a third, who had a 20-
year history of interwittent pain and vomiting 3 hours after
food with relief from alkaeli, had s gastro-jejunostomy
performed. At operation the pylorus was noted to be firm
and thickened. Death occurred from hepatic coms 4 years
later, and at post-mortem no abnormality was detected in the
stomach or duodenum. Four of 7 male patients with haemo-
chromatosis recently reported by McAllen, Coghill and Lubran
(1957) had 1uodenal ulceretion, but Sheldon (1935) cites but
one instance of this associgtion. The duodenux is the
principal site of iron absorption, and the usual pathological
findings are heavy pigmentation of Brunner's glands with
deposition of iron in the smooth muscle of the duodenunm
(sheldon 1935). It is possible that vascular changes result
in mucosal ischaewmia and initiate ulceration.

Diabetes occurs in about 80 per cent of patients with
haerochromatosis, but is probably a late feature ol the

disease (rinch and Fineh, 1959; Dubin, 1955).  Only hals
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of the petients with dlebetes require insulin therasy (Sherlocl
1955) while others are extrewscly severe diabetics. Three of
the 5 petients in this series were diabetic, two of then
severe and unstable, while the third hed only occasional
glycosuria although the fasting blood suger was 150 mg. per
cent, and the oral glucose tolerance curve typical of diabetes
mellitus.

Weakness and weight loss have been prominent symptoms in
most of the large series of cases (Sheldon 1935; Finch and
Fineh, 1955) but was not specifically noted in this study beford
the onset oi disbetes.

SIGNS

1) fThe Liver: Hepéﬁomegaly is one of the most constant
physical signs encountered in haemochromastosis, and has been
found in 93 per cent of cases (Finch and Finch, 1955). It
must be remembered, however, that during the long asymptomatic
period the liver may not be enlarged, and other signs, notably
skin pigmentation, may precede hepatomegaly by many years.
Four of the 5 patients in this study had hepatic enlargement,
but the 5th patient, who presented with & perforeted duodenal
ulcer, had & liver that was only just palpable beneath the
costal margin on inspiration. Three of the 5 patients were
observed over a period of years; progressive hepatic enlarge-
ment was noted in 2 of these patients, but in the third, who
was treated by repcated venesection, the liver became sualler.
Hepatic pain was not a feature in any oi the 5 patients nor was
primery carcinoma of the liver encountered. The sudden onzet

of hepatic pein and weight loss should lead one to sucpect the
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latter occurrence.

2) The okin: Szcessive soirn wi-nenteticr hes been fount n wC
per cent of cases at the time of diagnosis, but in 30 per cent
of these cases the pigmentation is slight (Finch and Finch,
1955). Pigwentation is usually generalised, but exposed parts
are more severely afiected. Buccal pigmentation has been
occasionally reported. Three factors are responsible for
pigmentation: excessive melanin deposition which gives & brown
colour to the skin; excessive iron deposits which give & blue-
grey tint; and atrophy of the epidermis which enables pigment
to be more readily seen. Melenin pigmentation is usually the
most prominent feature, snd the amount of iron noted in & skin
biopsy from & pigmented area may be quite small.

All 5 patients in this study were pigmented. Three were
bronzed and two slaty grey. Pigmentetion may be of very long
standing. Thus one patient stated that he had been pigmented
for as long as he could remember, a second dated the onset of
pigmentation to military service in the East 30 years before,
while the female patient thought her skin had always been
darker than normsl, but thet pigmentation had inereased shortly
before the onset of symptoms of diabetes. It is guite possible
that skin pigmentation may be the earliest clinical sign of the
disease, as the psthological changes commence in early life.
Sheldon (1935) has also quoted 16 cases from the literature in

which pigmentation had been present for many years before the

onset of symptons.

3) The spleen: Splenomegaly has been reported in 40 - 60 per
cent of cases (Dubin, 1955) but was not a festure in any of the
) cases seen personally.
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4) Ascites: Now that effective insulin contrel has losioned
the risk to life frow diabetes, varenchyral Teilure is & cowion
ceuse of death. Three of the 5 patients in this study have

died and two had terminal escites.

5) Oesophageal varices: Oesophageal varices are surprisingly

uncomwon in haewmochrowatosis. This is a curious feature of
the disease as both the chronicity of liver damage and the
histological picture in the later phases of the condition
would suggest that varices might be common. Varices were not
demonstrated radiologically in any of the 5 patients under
study, but one patient had a small haematemesis terminally, and
varices were demonstrated at post-mortem.

6} Gonad function: Hypogonadism is & prominent feature in

meny of the reported cases and has been sttributed to heemo-
giderin infiltraticn of the anterior pituitary. I have not
specifically noted hypogonadism in any case, but no specisl
studies were performed. Two of the 4 msle patients had a
normal beard growth. I do not have adequate records of this
point in the other two cases.

7} Heart disease: The myocardium is one of the tissues which

nay become heavily infiltrated with haemosiderin, and the
ensuing muscle dausge is responsible for cardiac failure. In
one geries of 21 fatal cases reported by Dubin (1955) 11 had
died of cardisc failure. Finch and Finech (1955) also stated
that one-third of patients die frow heart disease, and that many
of the carly deaths may be attributed to heart failure.  None

0f the three fatal cases in this series diled of heart disesase,

but one had ccwplained of angina ol effort for several ycars.
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plectrocardiographic chenges ol ujocardisl izchaenie =cre

ncted in 2 patiente.

8) Other disegses: Two of the 5 patients had pulmonary

tuberculosis; only one of the two was a diabetic. Reference
has already been made t0o the incidence of duodensl ulcer.

Liver function tests: The majority of patients with haemo-

chroumatosis have remarkably good liver function, and the
biochewmical tests are frequently normel or almost so. 4Liver
function tests were performed in 4 of the 5 patients. One
patient, the female, had completely normsl tests when first
admitted, but now, 4 years later, globulin is increased,
albumin slightly reduced and colloidal gold flocculation is
mildly positive. Phe other 3 patients had slight depression
of plasma albumin and elevation of globulin when first seen,
end this sbnormelity has persisted. Two of the 3 had normal
flocculation tests, but the third had & positive colloidal
gold reaction. The B.5.K. was elevated in 81l 5 patients,
but when the two patients with pulmonary tuberculosis are
excluded, the elevation was only slight (13, 14, and 17 mm in
1 hour, Westergren).

Diggnosis: There are nuuwerous confirmetory tests %o
substantiate & diasgnosis of hasemochromatosis, the best of which
are liver biopsy, estimation of serum iron and serum iron
binding capecity, and the staining of marrow smears and sections
for hsemosiderin. Tests which are of less value include sXkin
biopsy, Rous test for stainable iron in the urinary sediuent,
and gastric muéosal biopey for the presence of iron.

Liver biopey is the wost conclusive of all the ancillary
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investigations, Jor the liver i:c slway: involved ard noth
cirrhozls and the excessive irom deposition way be dcnon:trated.
Four of the ) patients underwent liver biopsy either by needle
or at laparotony, and in all 4 very large emounts of haemo-
giderin were noted to be uyresent. As mentioned earlier in
this chapter iron is often present in the liver affected by
portal cirrhosis, but the quantity is seldom as great as that
found in hsemochromstosis. In one patient already reported
in chapter 1 (Case C4) cirrhosis was associated with chronic
heemolytic ansemia, and amounts of iron cowmparable %o those
found in haemochromatosis were found in the liver. The same
difficulty is encountered in the interpretation of & masrrow
biopsy. Large gquantities of iron in the marrow are not
diagnostic of hsemochromatosis, and may be found in haemolytic
anaeniia, pernicious ansemis and in aplasstic anaemia. The
findings therefore require interpretation in the knowledge of
the clinical picture. Three patients in this study had
marrow stained for iron, and in all 3 an sbundance of haemo-
siderin was noted.

Estimation of serum iron snd serum iron binding capacity
is a most useful disgnostic test, but again it is not infallible
eand the technique is somewhat tedious. In 88 per cent of
cases reported in the literature serum iron was elevated, but
in the rewaining 12 per cent in whom serum iron was rormal,
the diagnosis appeared to be well substantiated (Finch and
Fineh 1955). The latter authors have noted sharp depression
of serum iron in association with infection, and this is a

Possible explanation for & normal result in certaln cases.
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In the present study scru. iron was eatiuated in 3 ratlien
and seruw Iron binding capscity in 2 (Dr. R. Piwrie). D
patients had extremely high levels for serum iron in
assoclation with a very low cowbining capacity, but the third
patient, in whom the iron binding capacity was not estimated,
hed & normel seruw iron (115 microgramaes per 100 wl.). This
patient presented with a& perforated duodenal ulcer, and the
disgnosis appeared 10 be well founded on the grounds of liver
biopsy, iron in the marrow, and the clinicsl picture. Apart
from & mild post-operative pulmonary infection there was no
apparent cause for the anomalous finding of & normel serun
iron.

Skin biopsy is & less conclusive investigation, but even
when the quantity of stainable iron is smell the diagnosis of
hesemochromatosis is likely when excessive melanin pigmentation
is found in association with atrophy of the epidermis. This

investigation was performed in 2 patients. In one the

quantity of iron was large, but in the other, & well pigmented

- man, only a small swount of haemosiderin was noted in the

superficial layers ox the dermis.

Prognosis: Haemochromatosis is a disease which probably
exists frowm birth until death, and may vary in severity. In
Sheldon's studies (1935) the average survival time after
diagnosis had becn ade was 18% wonths, but wany of these
cases were recorded befcre the introduction of insulin, and
disbetic come was responsible for 50 per cent orf deaths.
Nevertheless Finch and Finch (1955) heve observed that even

2 Fed e -
in the post-insulin era the averege duration of life after
*  The result 1 year later was 2¢5 g .
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diabetes had develcped wes only 3 years. Disbetes was otften
a late wanifestation of the disease, and the average duration
of life as & whole after the diasgnosis had been made was 4.4
years. There were on record, however, g few patients who head
lived for as long as 20-30 years after diagnosis. The
principal causes of death in the cases reported by Finch and
Finch were cardiac failure, hepatic coma, haematemesis and
hepatomsa.

In this small series no true assessment can be made of
prognosis. Only one patient has been treated by repeated
venesection and she would sppear to have benefited from this
therapy, having survived for 7] years since treatment was
commenced. It can be said with certainty thaet she would have
died had it not been for the use of insulin. The follow-up
period for 2 of the 3 fatal cases was 3 years, while the third
patient died after 5 months. The diagnosis of cirrhosis in
the latter case had been made at operation 4 years before, but
at that time he had no symptoms referable to liver disease.
Two patients died of hepatic parenchymal Ffailure and the third
patient of hseworrhage frowm an eroding duodenal ulcer.
Tregtment: Until recent years there has been no effective
treatment for haemochromatosis. The various therapeutic
regimes, such as a low iron diet, or a diet rich in phosphorus
to delay absorption of iron, have met with little success, and
this is not surprising as large quantities of iron have
accummulated in the body by the time that the disease is

productive of symptoms. The only rational method of efilecting

imorovew.nt is to remove iron from the affected tissues, and
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to tals end British-anti-lewlzite (B.a.L.) hasz
with 1little success. Rrepeated venescetion v
(Finch 1949) with much better results, for each pint o blood
containg 250 wg. of iron. FPollowing venesection mobilissation
of body iron is rapid, and seany litres can be withdrawn without
the occurrence o. ansemia. This 1s alwost a specific test for
hesemochromatoslis, for I know of no other disease in which 20-40
pints oi blood can be removed in as wany weeks without the
developuent of hypochromic anaecmia. It is usual to bleed the
patient at weekly intervals, removing 1 pint of blood on each
occasion, and sowe suthors recomiend that the plasms be
returned by intravenous infusion. Finch and Finch (1955)

have not found this necessary except in those patients who

were found to have oedema or ascites. Control of therapy is
meintained by repeated estimations of serum iron and by the
blood count. When the iron stores have been exhausted the
frequency of phlebotomy is reduced to 3 monthly intervals.

It has been demonstrated by serial liver biopsy that by this
regime iron is removed from the liver, and there have been
convincing reports of clinical improvement (Davis and
Anowsmith, 1952; IicAllen, Coghill end Lubran, 1957). In

the female patient reported here serum iron was reduced from

248 microgrammes per 10C ml. to nil by weexly venesections

over & period of 2 years. Frequently a litre of blood was
withdrawn. The patisnt is now meintained with only an
occasional venesection and serwa iron is normal. Perhaps

the most importent observation in this case is that lmprovem:nt

has occurred over a H-year period when detcrioration weuls
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otherwise have been expected. As venescction is the only
useful treatwent for the disecase care should be tasen to
prescrve the velns for the long therapeutic regine.

Treatient of the liver disease should not be forgotten.
Alcohol iust be forbidden and hepato-toxic occupational
hazards avoided. The diet should be rich in protein even
at the expense of the iron content, which cen easily be
removed by venesection. 7 The usual measures should be employed

to treat parenchymal failure and the consequences of portal

hypertension.

S UMMARY

The incidence of haemochromstosis in this study was 5
per cent. Four of the patients were male and one female;
Haemochrométosis is extremely rare in a wowman, only 33 other
cases having been described. The clinical festures of the
disease and the methods of conrirming the diagnosis sare
discussed. Attention is drawn to the high incidence of
dyspepsia with duodenal ulceration.

Repeated venesection is now accepted as the most rationsl
therapeutic procedure, and one patient (the female) was so
treated, 595 litres of bloocd being removed over & perlod of 3
Years.

The prognosis of the untreated case, once symptoms have
arigen, is bed (5 months to 3 years in the 3 fatal cases

reported here) but mey be greatly improved by venescchion.
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The one paticnt treated by this method iz ¢till in cood health

7 years alter the dlagnosis wes established.
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APPENDIX

Case reports of 89 patients with portsl cirrhosis

Alcoholic cirrhosis
Post-hepatitis cirrhosis

Cryptogenic cirrhosis

.e

.

*e

Cases Al - AlO page 235 to 244
Cases J1l - J30 page 245 to 275
Cases Cl - C49 page 276 to 324



Case No. Al.
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Alcoholic Cirrvhosis

Male, aged 39 years. In good health until 3 weeks

before adiission to hospital when he observed swelling of his

legs and & purpuric rash on his lower limbs. No history of

gastro-intestinal upset. Excessive alcohol consumption for

16 years. No

Bxsmination

Radiology

Liver function

tests

Progress

history of jaundice. Diet average.

.

L1

Gross oedema of legs; purpuric rash on legs;
palms flushed; spider naevi present; slight
icterus; 1liver enlarged 6 inches; spleen

3 inches.

X-ray chest and barium swallow normal.

Serum albumin 3.9 g.%; serum globulin 5.5 g.%
colloidal gold 6; thymol turbidity positive;
alksline phosphatase 2.4 Bodansky units;

serum bilirubin 1.6 mg.%.

Treated by high protein diet. PRFollow-up for

3 years. Well and working until beginning

of 1958 when he sgain became unwell. Drinking
habits had been resumed. Re-admitted in
hepatic coms March, 1958 but responded to
treatment (intravenous fluids and broad-

spectrum antibiotics).




Case lic. A2.
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kale, aged 5 years. Couwplained of undue tiredness Zor

6 months. Bleeding from heseworrhoids for 15 years. Cough

and undue breathlessness on exertion for 10 years. ExXcegsive

alcohol consuwption for 35 years, very heavy for 15 years.

Diet average.

Exaninstion

Rediology

Liver function

tests

Progress

.

.o

No jesundice.
Pale (Hb=50%). No oedema; normsl palms;
no naevi; no jaundice; liver edge palpable
on inspiration; spleen palpable 2 inches;
hsemorrhoids.
X-ray chest and barium swasllow negative.
Serum albumin 3.8 g.%; serum globulin 3.2 g.%;
colloideael gold 0; thymol turbidity negative;
alkaline phosphatase normal; serum bilirubin
0.2 mg.%.
Ansemia responded to oral iron. Patient
refused to report agasin, but follow-up by
letter t0 own practitioner indicated that the
patient was still alive 2 years later. The
diagnosis in fhis case was a clinical one,
based on the alcoholic history end the finding

of a firmly enlsrged spleen.
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Case To. AJ.

liale, aged ©l.  Adwitted following an epileptiforsm
convulsion. Alcohol consuwuption had always been as umuch as
he could afrord. Diet very poor. o history of jaundice.

Exemination ¢ No oedema; no naevi; no jaundice; palms

normal; liver enlarged 3 inches and firm;
spleen not palpable.

Verices demonstrated by barium swallow.

Radiology

Liver function : Serum albumin 3.0 g.%; seruw globulin 3.8 g.%

tests colloidal gold 0; +thymol turbidity negative;
gserum bilirubin 0.4 mg.%.

Progress : Pollow-up 9 months. No change in condition.
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Case No. ad.

lale, aged 39 years. Aduwlitted following a sudden
heaematemesis. No previous history of dyspepsia. Appetite
always good. Diet normal. Heavy alcohol consumption at

week-cnds for over 15 years. No history of jaundice.

Exeminstion : Entirely normal at time of sdmission. Ascites

developed 1 week later and persisted for about
one month. Liver and spleen not palpable.

Oesophageal varices demonstrated by barium

(1]

Radiology

swallow.

Liver function : Serum albumin 3.6 g.%; serum globulin 3.3 g.%;

tests colloidel gold 5; thymol turbidity negative;
alkaline phosphatase normal; serum bilirubin

0.4 mg.%.

Follow-up less than & year. Alive, well and

..

Progress

working.
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Casze No. AS.

Male, aged 44 yecars. Adwitted in a drowsy state,
complaining of headache. The previous day he had fallen out
of bed while drunk. He had tasen excessive quantities of
alcohol for 1C years, and hepatomegaly had been observed in
enother hospital 7 years previously. Recently, appetite had
been poor and morning vomit was sometimes blood-stained. Diet
generally poor.

Examination ¢ Ankle oedems; slight jaundice; no naevi;

pelms normal; liver enlarged 2 inches;
spleen not palpable. No focal neurological
signs.

Radiology and liver function tests not performed.

Progress : Increasing drowsiness over 48 hours 1o coms
and death.
Post-mortem ¢+ Laceration of brain with haemorrhage.

Portsl cirrhosis.

No oesophageal varices demonstrated.
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Case No. AD.
liale, aged 32 years. Admitted to hospital with a
tuberculous right pleural effusion. Morning anorexia and
diarrhoea for 3 months. Alcoholic fTor many years, and had

been in a psychiatric ward with delirium tremens a year

previously. Diet poor. No history of jaundice.

Examination : The only positive feature besides the pleural
effusion was hepatomegaly of 5 inches.

Barium swallow negative for varices.

Radiology

Liver function : Serum albumin 3.8 g.9%; serum globulin 4.3 g.%;

.

tests colloidal gold and thymol turbidity negative;
alkaline phosphatase normal; serum bilirubin

0.8 mg.%.

Progress Transferred to a Sanatorium but discharged
after 6 months for domiciliary treatment.
Resumed drinking. Seen sagain eighteen months
after originsl admission when he was found to
have bilateral apical tuberculosis and hepatic
enlargement of 4 inches. No signs of

parenchymal failure. The patient has been

untraced for seversl years.




Case No. AJ.
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Liale, aged 34 years. Admitted to another hozpital with

heaematemesis,.

Bleeding recurred repeatedly over 6 weeks.

Transferred to Glasgow Royal Infirmary for opinion on

sultabllity for porta-caval shunt. No history of dyspepsia.

Hepatic and splenic enlargement had been noted 1 year previously

when he had attended hospital with dermatitis. Alcohol

consumption had been heavy in the past. Diet average. No

history of jaundice.

BExamination

Radiology

Liver function

tests

Progress

Histology

"

L 1]

e

Slight ankle oedecma; petechlae on legs;
early clubbing; minimal ascites; no naevi;
no jaundice; liver and spleen both enlarged
5 inches. Veins visible in abdominal wall.
Barium swallow failed to demonstrate varices.
Serum albumin 3.7 g.%; serum globulin 5.2 g.%;
colloidal gold 6; thymol turbidity ++;
alkaline phosphatase 4.5 Bodansky units;
serum bilirubin 0.4mg.%.

Because of recurrent bleeding and the finding
of a persistent leucopaenia, splenectomy and
porte-caval shunt advised. Three days after
the operstion he had a further haematemesis,
went into coma and died.

Portal cirrhosis. Round cell infiltration

of the band of fibrous tissue.




Case No. AB.
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Lale, aged 38. Seen at the out-vatient cliinic with

complaint of aching pain in the left chest of 1 year's

duration. Heavy elcohol consumption for 20 years. Appetite

excellent and no dyspepsia. Diet average. No jaundice in

the past.

Examingtion

Radiology

Liver function

tests

Blood

Progress

(1]

(2]

The only positive finding was s palpable
spleen 1 inch below the left costal margin.
Barium swallow negative for varices.

X-ray chest: healed tubercle at right apex.
Serum albumin 3.8 g.%; serum globulin 3;9 g.%s
colloidal gold 1; +thymol turbidity normsl;
serum bilirubin 0.7 mg.%.

Normsl periphersal blood findings.

In the absence of any other cause of spleno-
megely, presumed to have cirrhosis. Follow-

up 6 months: no change in condition.
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Case HO. AJ.

hele, aged 42 years. Adanitted following a haematemesis.
Upper abdominal discomfort for 6 months previously. Z=Excessive
alcohol consuuption for many years and diet pocr. Ko history

of jaundice. Past history or pulionary tuberculosis.

Examinstion ¢+ Thin man. Ko oedema, naevi, clubbing, or

jeundice. Spleen enlarged 5 inches and liver

2 inches.

Varices demonstrated by barium swallow.

Radiology
Pulmonary fibrosis on the left side.

Liver function

Serum albumin 4.6 g.%; serum globulin 2.1 g.%;
tests colloidsel gold 0; thymol turbidity mildly
positive; alkaline phosphatase normal;

serum bilirubin 0.4 mg.:.

Haematolgy : Leucopaenia and thrombocytopsenisa.

Progress : Splenectomy and porta-caval shunt performed.
Initigl result excellent. Remained well for
2 years when haematemesis recurred and he
developed ascites. Thereafter haematemeses
were numerous and led to his death.

Post-mortem : Smell granular liver : portsl cirrhosis (Fig. 1)

Extensive varices in both oesophagus and

stomach.




CASE A9

Fig. .

ALCOHOLIC CIRRHOSIS

The liver is fatty with diffuse fibrosis. There
is also some small round cell infiltration of the
fibrous tissue. (x *&0)



Case No. AlC,
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lalc, aged 069 years. Admitted because of abdominsl

swelling of 10 weeks duration. Appetite had been poor for

meny wonths. Excessive alcohol consuwption for the whole of

his working life.

BExamingtion :

L1

Rediology

Liver function :

tests

(1)

Progress

Dict often below average.
Maerked ascites; spider naevi present; no
jaundice; mneither liver nor spleen palpable.
Bariuw swellow not done.

s

Serum albumin 2.5 g.%; serum globulin 4.1 g.%j
colloidal gold 2; thymol turbidity strongly
positive; alkaline phosphatase 29 Bodansky
units; serum bilirubin 1.5 mg.%.
Unco-operative patient who left hospital

against advice. Survived for & further ©

months at home.
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Post-hepatitis Cirvhosis

Case No. J1.

ale, aged 57 years. In 1950 jaundice developed 3
months after a L.A.B. innoculation. Illness mild and neither
off work nor in bed.  Jaundice recurred in 1953 and was
accompanied by some gastro-intestinal symptoms. Although
jeundice was of short duration he never felt well thercafter.
He was adwitted with & third attack of jaundice in 1954.
Although not an alcoholic, alcohol consumption was above
average. Cholecystectomy had been performed st the age of
40. Diet good.

Exemingtion ¢t Slight jeundice; small naevi on face; palms

normal; no ascites; 1liver enlarged 1 inch
and spleen 2 inches below respective costal
margins,

Barium swsllow not done.

Radiology

Liver function : Serum albumin 2.2 g.%; serum globulin 5.5 g.%;

tests colloidal gold 6; thymol turbidity strongly
positive; alksline phosphatase 4.4 Bodansky

units; serum bilirubin 3.8 mg.%.

Progress Further gall bladder exploration was performed.
Coerse nodular cirrhosis noted at eperation.
No biliary calculi observed. Post-operative
progress was initially good, but became drowsy

2 weeks after the operation, and lapsed into

fatal coms.
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Case No. J2.

Male, aged 71 years. In 1946 he had been jaundiced
for 6 weeks but had received no treatment. In January 1952
he lost his sppetite, felt nauscated and lost weight. These
symptoms persisted for 3 months before jaundice was observed.
Admitted in June 1952 by which time he felt well, although

icterus was still present.

Examination ¢ Slight jaundice; no naevi; no oedens;
liver enlarged 3 inches; spleen not pelpable.
Radiology : Barium swallow negative for varices.

Liver function : Serum albumin 4.0 g.%; serum globulin 3.3 g.%;

tests colloidal gold 4; thymol turbidity positive;
alkaeline phosphatase normal; serum bilirubin

ln 5 mg.(;i)'

..

Progress Icterus slowly cleared and the patient became
esymptomstic. For 3 years the only positive
clinical finding was hepatomegaly, sffecting
particulsrly the left lobe of the liver. In
1955 ascites developed and persisted until
his death in 1956. Slight icterus was &

terminal feature.
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Case Lic. J3.

Female, aged 5D. At the age of 17 she had contracted
syphilis and had received interwittent treatuwent ever since.
In 1952 jaundice developed 3 wmonths after an injcction and was
sccompanied by enorexie and upper abdominal discomfbrt. She
remgined jaundiced thereafter, and was admitted several months
later. The dietary history was poor.

Examinstion : Jaundiced; oedema of legs; spider naevi

present; visible veins in abdominal wall;
liver enlarged 1 inch and spleen 2 inches.

Barium swallow negative for varices.

Radiology

Liver function : Serum slbumin 2 g.%; serum globulin 3.5 g.%;

tests ‘ colloidal gold 0; thymol turbidity positive;
serum bilirubin 4.5 mg.%.

Continuous jaundice. Ascites developed 4

Progress

months lster and the liver became impalpable.
Died &t home of liver failure 9 months after

the onset of illness.
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Case Nc. J4.

fewale, aged 48 years. Aduwitted because of gwelling of
ankles and abdowmen for 1 wonth. She hed experienced poor
appetite and intermittent diarrhoea for 4 months.

25 years previously she had been jaundiced for 1 week but
had felt ill for 3 wonths.

12 years previously transient ascites had occurred after
& normal pregnancy. Paracentesis had been performed gnd 12
pints removed. Ascites hed not recurred and the patient had
been well until the onset of symptoms which led to admission.

Examination : Pale; no jaundice; slight oedems of ankles;

no naevi; 1liver enlarged 1 inch and spleen
3 inches. Doubtful ascites.

Radiology s No varices demonstrated by barium swallow.
Gall stones present.

)

Liver function : Serum aelbumin 2.8 g.%; serum globulin 2.2 g.:

tests colloidal gold ©; thymol turbidity strongly
positive; alksline phosphatase normal;

serum bilirubin 1.0 mg.%.

Hasematology ¢+ Iron deficiency ansemis.
Progress : Ansemia respondecd to oral iron and general

improvement occurred. Cholecystectomy
performed on the¢ supposition that biliary
disease might aggravate existing hepatic
disease. Becauwc comatose 3 days post-
operatively and died 1 week later. The

histology of the liver is shown in rig. 2.
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Fig. 2
Post hepatitis cirrhosis with nodular hyperplasia
x \Q0)
CASE J 5
Fig. 3

Post hepatitis cirrhosis. Much of the parenchyma
has been replaced by fibrous tissue and only
islands'of liver cells survive. (x 100j
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Case No. J5.

kiale, aged 21 years. In June 1940 he became ill with
neusea and upper ebdominal pain. In gSeptember 194¢ jaundice
was observed, and the following wmonth he went to bed. He was
not aduitted to ho:vital until February 1947.

Examination : Jaundiced; no oedema; no ascites; 1liver

enlarged 4 inches and tender; spleen not
palpable. Visible veins in abdominal wall.

Barium swallow not done.

LA

Radiology

Liver function : Serum albumin 3.2>g.%; serum globulin 3.6 g.ﬁ;

tests colloidal gold 5; serum bilirubin 6.5 mg.%;
alkaline phosphstase nornsgl.

Laparotomy performed because of severe attacks

.

Progress

of upper abdominal pain. Found to have
cirrhosis and no cause for pain detected.
Remained lcterlc. Heematemesis occurred in
1948 and ascites developed. Died of massive
heemorrhage in May 1948.

Post-mortem ¢+ Multilobular cirrhosis with hepatomas of left

inferior surface (Fig. 3). Oesophagesal

varices with rupture of a varix.
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fewale, aged 38 years. For 1 year she had observed

intermittent slight jeundice and complained of poor eppetite.

The gall bladder had been explored but no stones were Found.

Symptoms persisted.

Exemination

Radiology

Liver function

tests

Progress

.
.

(1]

Slight icterus; ~no oedema; liver enlarged

2 inches and spleen 1 inchg no ascites.
Barium swallow negative for varices.

Serum albumin 2.7 g.%; serum globulin 5.8 g.%
colloidal gold 6; thymol turbidity strongly
positive; alkaline phosphatase normsl;

serwu bilirubin 1.8 mg.%.

Faint jaundice persisted with serum bilirubin
levels varying from 0.6 to 2 mg... The liver
became impalpable, and ascites developed.
Haemoglobin fell and petechial haemorrhages
were oObserved. Death occurred slmost 3 years
after the onset of jaundice. The patient had
been admitted to a surgical unit for incision
of an abscess. Oedems and ascites were
present. She was given nitrous oxide and
oxygen for the small operation. She became

comatose the following day and died.




Case No. J7.
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lisale, aged 28 yeers. Admitted to hospital with

glomerulo-nephritis.

and ascites was detected.

coma, and he died 8 days sfter adwmission.

acute

Several days later he became icteric

Undue drowsiness was followed by

There was & past history of jaundice 5 years previously

which had been treated by bed rest in & military hospital.

Mild jaundice head recurred a few months later.

Bxeminstion

Radiology

Liver function

tests

Bacteriology

Post-mortem

L 14

Jaundiced; oedema, and later ascites,

present. Neither liver nor spleen palpable.

Urine contained albumin, blood, bile
urobilinogen; granular and cellular
observed.

None done.

Serum slbumin 2.7 g.%;

serum globulin 4.0 g.%.

Widal and Leptospiral agglutinations
Nodular multilobular cirrhosis (Pig.
Varices present.

Subacute nephritis.

and

casts

negative.

4).
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Fig. 4
Post- hepatitis cirrhosis-

There is nodular hyperplasia and round
cell infiltration of the fibrous tissue. (XIOO)
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Case No. J8.

lale, aged 38 ycars. While in ¥igeria in 1953 he
became jasundiced with anorexia, loss of energy, and occasional
vomiting. 0ff work for 14 weeks during which time he was
periodically in bed. Returned to work without having mede a
recovery. Eight months after the onset of the illness he
returned to Britain by seroplane, and during the journey he
observed swelling of feet and abdoumen.

Examination ¢ Slightly jaundiced; oedema and ascites

present; spider nsevi on face and arms;
neither liver nor spleen pelpable.

Barium swallow not done.

*»

Rediology

Liver function : Serum albumin 1.8 g.w; serun globulin 4.0 gS&

.

colloidal gold 6; thymol turbidity strongly
positive; alkaline phosphatase normal;

serum bilirubin 2.7 mg.%.

Progress Despite treatment by diet, diuretics, intra-
venous Dextran, and finally cortisone, the
course was progressive and he died in hepatic

come 13 months from the onset of jaundice.
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Case No. J9.

female, aged 37 years. In January 1954 s cholecystectomy
was performed because of complaint of right upper abdominal
pain. At operation multilobular cirrhosis waes Found and also
evidence of chronic cholecystitis. Two months later she
developed oedeme and ascites and was edmitted to the medical
wards for treatuwent. Twelve years previously she had been

jeundiced for 18 months, the first three of which were spent

in bed.

Examination ¢ No jaundice; mno naevi, but well merked
facial telangiectasis; ascites present;
liver edge just palpable on inspiration;
spleen not palpable.

Radiology ¢ Varices demonstrated by barium swallow.

Liver function : Serum albumin 2.6 g.%; serum globulin 4.2 g

tests colloidal gold and thymol turbidity negative;
alkeline phosphatase normasl; serum bilirubin
0.2 mg.%.
Progress ¢t Improved on a high protein diet. The patient
~could not be traced 6 months after discharge

from hospital.
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Case Y¥o. J10.

Lale, aged &2 years. Anorexia, nauses and jeaundiice
developed in liay 1956, and because o0f persistent jaundice he
was adumitted to a surgical werd in June 1956 and & laparotomy
was performed. The biliary system appeared normal and & liver
bilopsy showed subacute msgsive necrosis. He was transferred

to the medical unit in July by which time jaundice was fading.

Examination : Apart from slight Jjsundice, clinical
examingtion was negative.
Radiology ¢+ Barium swallow not done.

Liver function

.

Serum slbumin 1.2 g.%; serum globulin 5.4 g.%;

tests colloidal gold 5; thymol turbidity positive;
alkeline phosphatase normal. Serum bilirubin
4 mg.%.

Jaundice disappeared and he was able to go

Preogress

home. Two months later he was seen as an out-
patient. - QOedema and ascites were noted but
neither liver nor spleen were palpable and

jaundice had not recurred. Untraced thereafter,
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Case No. Jl1ll.

Male, aged JU years. Seven years previously he had
been in hospital with an apparently mild attack of hepatitis,
jaundice persisting for only a few days. He was not followed
up as recovery appeared to be complete. He remained well Zor
over 6 years and then returned complaining of swelling of his

legs and undue weight loss. For years he had had a chronic

cough.

Examination ¢ Oedema of legs; no naevi; palms norual;
no ascites; liver enlarged 4 inches and
spleen 2 inches. Crepitations at both lung
bases.

Radiology ¢ Barium swallow normsl.

X-ray of chest suggested basal bronchiectasis.

Liver function : Serum slbumin 3.7 g.%; serum globulin 2.6 g.%;

2

tests colloidal gold and thymol turbidity normal.
Progress : No chenge in physical signs in the course of

15 months follow-up. Amyloid disease weas

not excluded. No slbuminurias was detected.




Case To. Jl2.

Memale, aged 52 years, adwitted to howpital with =a
tuberculous right-sided pleural effusion. Jaundice had
developed 2 years before and had been persistent. Leparotomy
had been performed elsewhere and a diagnosis of subacute

hepatitis was made.

Bxamination

Radiology

Liver function

tests

Progress

-256-

Pale; jaundiced; no nsevi; palms normal;
finger clubbing; no ascites; liver palpable
2 inches and spleen 1 inch. Signs of right-
sided pleural effusion.

Barium swallow negative for varices.

Serum albumin 4.2 g.%; serum globulin 4.1 g.5;
colloidal gold 5; alkaline phosphatase 10.6
Bodansky units; serum bilirubin 2.5 mg.<.
Despite intensive treatment with diet and
streptonycin very little change occurred.
Death followed a haematemesis 3 years after

the onset of jsundice.
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Cage No. J13.

iale, aged 957 years. Adwitted t0 hogpitel with typical
infective hepatitis. The diagnosis was confirmed by needle
biopsy of liver. Slight jaundice persisted, and 3 months
later ascites developed. A second needle biopsy revesaled
established hepatic fibrosis. Improvement occurred on
dietary treatment, ascites subsided and jaundice faded.

One year later he was re-admitted with ascites and slight
jaundice. Very grave deterioration had occurred and he died
soon afterwards.

At post-mortem the liver was firm and fibrous. Both
portal cirrhosis and secondary carcinoma were present. The
primary tumour was in the head of the pancreas, but it was
small and haed not blocked the ampulls of Vater. Secondary

deposits were present in the lungs and in bones.
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Case No. J1l4.

ffemale, aged 34 years. Admitted to the Royal Infiruary
following & haematemesis. Two years previously she had
developed jaundice and had been investigated in another
hospital. Liver biopsy had shown early cirrhotic changes.
Jaundice haed been persistent ever since.

Examingtion ¢+ Jaundice and oedems present, but no ascites.

Liver enlarged 2 inches and spleen 3 inches.

Varices demonstrated by barium swallow.

Radiology

Liver function : Serum slbumin 2.8 g.%; serum globulin 2.6 g.%;

tests colloidal gold 1; +thymol turbidity faintly
positive; alkaline phosphatase normal.

Haematemeses recurred with great frequency

Progress
and she died in hepatic coma following a

large haemstemesis 4 years after the onset
of jsundice. Ascites and a left-sided

pleural effusion were observed terminally,
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Case lo. J15.

Female, aged 17 years, was admitted to hospital with th:
cowplaint of undue tiredness and repeated epistaxis. Three
years previously she had taken 111l with nauses and vomiting.
These symptoms haed persisted for 3 months before jaundice was
detected, and jaundice persisted for many wmonths. Both the
liver and spleen were said to be greatly enlarged.

BExamination ¢ The only positive feature on clinical

examination was splenomegaly of 5 inches.

Radiology : No varices demonstrated.

Liver function : Serum slbumin 3.2 g.%; serum globulin 1.6 gﬁ&
tests colloidal gold O; alkaline phosphstase normal

Haematology : Ansemia, leucopaenia and variable thrombo-

- cytopaenia.

Progress : A needle liver biopsy showed no great

abnornality: cellularity of the portal
tracts was increased. Splenectomy was
performed and at operation the liver was
described as being 'hob-neailed®, but no
biopsy was taken. Death oceurred 24 hours
post operatively. The histology of the
spleen was in keeping with a diagnosis of

Baﬁti‘s syndrome.
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Cage lo. Jlo.

Female, aged 59 years, becawme 1ll in August 19595 with
poor eappetite and malalise. In Septewber Jjaundice was noted,
but she was not sufficilcently ill to go to bed until October,
when swelling of the legs was observed. She resunmed activities
after one month, although she still felt ill. Admitted to
hospital in March 1950,

Examination : Slightly jaundiced; +trace of ankle oedens;

neevi on face; 1liver enlarged 3 inches;
spleen not palpable.

Varices not demonstrated.

(1]

Radiology

Liver function : Serum albumin 1.6 g.%; serum globulin 4.5 g.%;

tests colloidel gold 6; +thymol turbidity strongly
positive; alkaline phosphatase 4.5 Bodansky
units; serum bilirubin 3.4 mg.%.

Followed up for over 1 year and still alive.

Progress

She now has the classical picture of advanced
cirrhosis with mental confusion, naevi,
flushed palms, slight jaundice, bruises on

- the limbs and hepatomegaly. No ascites has

been detected.
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Cese lo. J1j.
Feuale, aged 59 years, was aduitted to hospital becsuse
of severe ansemia and general ill-health. She had been
jaundiced for 2 weeks 0 years previously but had not been in

bed. The dietary history was very poor.

Exasmination ¢ No jasundice; telangiectasis on face but no

spider naevi; both liver and spleen enlarged
3 inches, and firm; no ascites.
Radiology : Refused to have X-rays.

Liver function : Serum albumin 3.3 g.%; serum globulin 4.1 g.9;

tests colloidal gold 4; +thymol turbidity negative;

serum bilirubin 0.5 mg.%.

Haematology : Hypochromic ansemia with haemoglobin of 30%.
Progress s+ Irregular discharge from hospital.

No follow-up.
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Case Lo. Jl18.

Femele, aged 35 years, becaws 111 in January 1050 with
upper ebdominal pain after food. Several weeks later she
lost her appetite and became jasundiced. She was in bed for
3 weeks and Jjaundice disappeared although poor appetite
persisted. She was first examined at this time and no
physical signs were observed, but shortly afterwards she

agein became jeundiced.  Admitted to hospital in August 1956.

Examination : Slightly jesundiced; 1liver énlarged 2 inches;

spleen not palpable; no naevi; no ocedems;
no ascites.
Radiology ¢ No varices demonstrated.

Liver function : Serum albumin 2.7 g.%; serum globulin 3.7 g.9;

tests colloidal gold 3; +thymol turbidity positive;
alkaeline phosphatase 4.5 Bodansky units;

serum bilirubin 2.4 mg.%.

(1]

Progress Slight icterus has persisted. After some
initiel improvement she deteriorated with the
development of mental confusion, oedems end
ascites. The liver became impalpable. Still
alive 1 year after admission to hospital, but

gravely ill.




Case Lo. J19.
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A wan, aged 57 years, was adwitted with the compleint of

intermittent diarrhoea for 2 years. Three years previously

he had been jaundiced for 6 months during which time his

appetite had been impaired but he had not stayed off work.

Exgmination

Rediology

Liver function

tests

Haematologl

Fat balance

Progress

1)

L 1]

(22

Very thin; not jaundiced; palms flushed;
no neevi; liver edge palpable at the costal
margin; spleen not palpable.

Highly suggestive of the presence of varices.
Serum albumin 2.3 g.%; serum globulin 4.7 g.9;
colloidal gold 6; thymol turbidity positive;
serum bilirubin 0.5 mg.¢.

liegaloblastic ansemis.

69% absorption of fat.

Improved following folic acid, yeast and oral
iron. Died at home 5 years after the onset
of jaundiee. Emaciation and ascites were

terminsl features.
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Case No. J20.

Male, aged D0 years, was adwitted to hospitel in 195C
with anorexia, nauses, upper abdominal discomfort and jaundice.
Two years previously he had been jaundiced for 3 weeks but had
not been off work.

Examination : Jaundice, hepatomegaly of 3 inches and a few

visible veins in the abdominal wall were the
only positive festures.

Rediology ¢+ Barium swallow negatiﬁe for varices. Opacity
to the right of 3rd lumber vertebrs not
thought to be a gall stone.

Liver function : Serum albumin 5.7 g.%; serum globulin 2.6 g.7;

tests colloidal gold 1; alkaline phosphatase 5.8

2

Bodansky units; serum bilirubin 1.5 mg.i.

o

Progress This patient was still alive in 1957. Although
in fair health, slight jaundice has persisted,
and from time to time he becomes 11l for a Tfew
weeks with pocr appetite and general malsise.
The signs have not changed, but the left lobe
of liver is much larger than the right. The
possibility of & bilisry cirrhosis was

considered, and although not excluded, was

thought to be unlikely.
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Case ko. J21.

female, aped 4H yeears, was adwitted in 1993 with
persistent jaundice of 2 years duration. Between 1947 and
1950 she had been in ill-health complaeining of undue tiredness,
swelling of face and abdomen and pigmentation of the skin.
Investigaetion in another hospital had revealed no significant
abnormelity.

In 1951 she became jaundiced and was re-admitted to
hospital for & laparotomy. No obstructive lesion was Ffound
and the liver biopsy was reported as showing subacute hepatitis.
Jaundice persisted, and she weas admitted to the Royal Infirmary

for sssessment.

Examination : Well»nourished woman; slightly jaundiced;
naevi present; palms flushed; left lobe of
liver enlarged 3 inches.

Radiology s+ Barium swallow was negative for varices in

1953 but positive in 1955.

Liver function : Serum albumin 3.1 g.ﬁ; serum globulin 4.0 g.ﬁ;

tests colloidal gold ¢; thymol turbidity normal;
alkaline phosphatase 18.7 Bodansky units;

serum bilirubin 3.2 mg.%.

Haematology : Hypochromic ansemia with haemoglobin of 44..
Progress : Ansemia responded to iron and quite marked

improvement took place. Urine became free of
bile but urobilinogen persisted. The liver
slowly became smaller. Death occurred at home

3 years later, said to be from pneumonia.




Case No. J22.

Female, aged 50 years, was adwitted following s severe

haemgtemesis.

jaundice and had felt unwell with poor appetite, nasusea, and

right upper abdominal pain after exercise. She had not been

in bed.

Examination

Rediology

Liver function

tests

Progress

Post-mortew

s

For 1 year she had observed intermittent

Thin woman; jJjaundiced; slight ankle oedems;
no naevi; 1liver enlarged 2 inches; spleen
not palpable; no asdites.

Not done.

Serum albumin 1.7 g.%; serum globulin 3.2 g.o
colloidal gold 0; thywmol turbidity normal.
Despite transfusion and oesophageal tamponade
the bleeding continued and she died 3 days
after sdmission.

Finely granular liver, histologically
compatible with post-hepatitis eirrhosis.

Oesophageal and gastric varices present.




Case No. J23.

Male, aged 4% years, gave a history of excessively
troublesome flatulent dyspepsia for 1 year. He was adnitted
to the surgicel ward oi the hospital because ol poor apnetite,
upper abdominal discowfort and jaundice. Icterus lessencd
while under observation but did not clear. One month later

he was admitted to the medicsl unit with ascites.

Examination

Radiology

Liver function

tests

Progress

Post-mortem

[

[ 1]

small.

-20 (=

Deeply jeundiced; slight oedems; no naevi;
marked ascites; liver and spleen not pelpable.
No varices demonstrated.

Serum albumin 1.7 g.%; serum globulin 2.3 g.%;
colloidal gold 2; +thymol turbidity positive;
serum bilirubin 4 mg.%.

Rapid deterioration with wasting, deepening
jaundice and drowsiness. Terminal
haenatemesis and coma. Died 3 months after
onset of jaundice.

Small granular liver. Histology shown in

fig. 5. Qesophageal varices present but
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o Lo V! " oo
T, L'V e -
W e . o r

Fig. 5
Post-hepatitis cirrhosis.
There is very extensive destruction of the

hepatic parenchyma with replacement fibrosis
and proliferation of the bile ducts, (x 50)
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Case Iio. J24.

kale, aged 38 years, was adnitted following e heaemstenesis.
In the 18 months preceding adwigsion he had been jauniiced cn
3 occasions, each lasting e few weeks and assoclated with
anorexia. Alcohol consuwption was grossly excessive but the

diet was excellent.

Examination s+ Well-built men with slight jaundice; smell

neevi on arms; no oedems; liver enlarged

4 inches; spleen not_palpable.

Radiplogg : Not done.
Liver function
tests Not done.

Shortly sfter admission the patient became

Progress

manic, asssulting patients and staff. He
was transferred to a mental observation ward
where gradusl recovery took place. Desth
occurred 18 months later following a massive

haematemesis.




Cage To. Jzp.

A Female, azen 48 years, beecawe 111 10 Anoust L R
complaining of anorexia and nauses. She d4id not go to bed.
Three months later jaundice and swelling of the lezs was
observed. In January 195¢ sh: was admitted to another
hospital with ascites and between then and her admission to
the Royel Infirmary in June 1956, paracentesis hesd been

performed every few weeks.

Exemination : An obese lady with oedema and ascites;

liver and spleen were not palpable and there
were no naevi.

No varices.

..

Radiology

Liver function : Serum albumin 1.8 g.%; serum. globulin 2.8 5.9

tests colloidal gold O0; thymol turbidity norial;
alkaline phosphatase 5.7 Bodansiy units.

Treated by ion-exchange resins with great

Progress

benefit: maeintained free of ascites for 1
year and able to do all household work. A%t
the time of writing ascites is again returning.
A surgical liver blopsy has recently been
performed. The liver was nodular and the
picture consistent with post-hepatitis

cirrhosis.

D
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Case LKo. J20.

|
Feuale, aged 44 years, aduwltted fcocllowing & haematexmegis. |
She had been ill at home for 9 months cowplaining of wealkness,

poor appetite, nausea, occasional vomiting, d of & "dirty

colour® to the skin.

Examination s Doubtful icterus but urine contained bile.
Hepatomegaly of 4 inches was the only other
positive finding.

Radiology : Varices not demonstrated.

Serum albumin 3.2 g.%; serum globulin 3.5 g.%:

s

Liver function

tests eollioidal gold 4; alkaline phosphatase 4.4
Bodansky units.

Numerous haematemeses over 2 ycars, with

.

Progress

deterioration in liver function. She became
more obviously icteric, and latterly developed
agcites. Death followed pentothal anaes-
thesia, inadvertently given for the removal

of & simple laryngeal papillouma, 3 years

after first admission.

Post-mortem Cirrhosis was confirmed. The histology of =

ae

biopsy is shown in fig. 6.

Note Phe nature of this illness was not certainly

LX)

infective hepatitis and I was doubtful
whether to include this case here or with

eryptogenic cirrhosis.
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Fig. 6
Post-hepatitis cirrhosis

A needle biopsy specimen to show a
hyperplastic nodule of parenchymal tissue
surrounded by dense fibrosis. (x SO)
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Case No. J27.

Mele, aged 38 years, was adwitted to hosvitel with the
comwplaint of lassitude and swelling ankles. Cne year
previously he had been in another hospital with slight
jaundice, malaise and swelling of legs and ébdomcn. The
spleen was palpable at that time and he was thought to have
cirrhosis, but the illness may have been & subscute hepatitis.

Exemnination : Tall, thin men; slightly jaundiced; eanie

oedema; spider naevi; flushed pelms; Iiver
not palpable; spleen palpable 1 inch.

Varices demonstrated by barium swallow.

(1]

Radiology

Liver function : Serum albumin 3.4 g.%; serun globulin 3.9g.

.

tests colloidal gold 3; +thymol turbidity positive;

alkaline phosphatase norwmal. Bile in urine.

Heematology s+ Macrocytic ansemis.
Progress s+ PFollowed up until his death 3 years later.

Icterus persisted but was never marked.

Phere was little change in the signs, althousgh
ascites was present for several months befcore
death. Increasing drowsiness was followed

by & terminal smell haemestemesis and coma.



Cese No. J28.

A wele, aged 38 years, couplained

for 18 wonths,
with right upp:

“xeaniinagtion

Radiology

Liver function

tests

Liver biopsy

Progress
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01 flatulent dyspepsia

and intermittent slight jaundice for 6 monthe,

r abdowinal pain.

o

.

Slightly Jjaundiced; 1liver enlarged 4 inches;

ho other positive features.

Not done.

Serum &lbumin 2.9 g.%; serum globulin 3.1 g o

Hey-

colloidal gold 0; thymol turbidity positive;

alkaline phosphatase 15 Bodansky units; serum

bilirubin 0.9 mg.%.
Diffuse hepatic fibrosis.

Died at home 5 years later.

Initially

improved, Jjaundice faded, but the liver

remained greatly enlarged.

terminally.

Jaundice recurred

2



Case No. J29.
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Fewale, aged 21 years, wes adiiltted to hospital with

appendicitis.
was nodulsar.

several days.

Ascites was noted at operation, and the liver

Post-operatively she remained in coma for

One year before she had been in another hospital with

'subacute hepatitis?'. Symptoms had been of gencral malsise,

and the findings at that time were of splenomegely, spider

nsevi, and slight jaundice.

from that hospital.

Examination

Radiology

Liver function

tests

Progress

Post-morten

.o

.

Thin young woman; slight icterus; no naevi;

liver not enlarged; spleen palpable 3 inches;

Ascites and right pleursl effusion present.

No varices demonstrated.

Serum albumin 1.8 g.%; serum globulin 4.7 gg;

colloidal gold 6; +thymol turbidity strongly
positive; alkaline phosphatase normal;
serum bilirubin 1.0 mg.¢.

Ascites disappeared and great improvenent
occurred.

1 year lster she developed what appeared to
be & gastro-enteritis, became comatose and
died.

Liver shrunken, nodular, consistent with
post-necrotic scarring.

The history of hcpetitis was quite atypical,

and I had doubt whether to include this

PThe patient took her own discharge
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patient with post-hepatitis cirrhcesis or
with cryptogenic cirrhosis. She is includcd
here because of the finding of jaundice at

the time of her original admission to hospiteal.



Case To. J3C.

A fewale, aged 49 years, was admitted followins a small

haemstenesis.

upper abdominal discomfort and had lacked encrgy. Appetite

had been good.
before.

Exemingtion

Radiology

Liver function

tegts

Progregs

(1]

.
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For sowe months she had experienced right

She hed been jaundiced for 3 weeks 33 years

Not jaundiced; naevi present; palms flushed;
liver enlarged 2-3 inches; spleen not palpable;
no ascites.

Barium swallow negative. Gall stones were
thought to be present.

Serum albuwmin 3.1 g.%; serum globulin 6.0 g.' ;
colloidal gold 3; thymol turbidity normal;
elkgline phosphatase 12.7 Bodansky units;

serum bilirubin 0.7 mg.%.

At laparotomy no gall stones were found. A
liver biopsy was taken but the histology was
difficult to interpret, some areas suggssting
portel cirrhosis, others biliary cirrhosis.
This patient was seen for the first time in
1957 and follow-up has been short. At prescnt

she is well.
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Cryptcgenic Cirrhosis

Case No. Cl.

Fewale, aged 47 years, was first seen as an out-paticnt
suffering rrom hypochromic ansemia. Diet had been poor for
meny years. The clinical findings were of pallor, spleno-
megaly of 2 inches, and rachitic deformity of the legs. There
wes an adequate response to orel iron therapy.

Admitted to hospital 2 years later following a sudden

haematemesis.

Examination ¢ Splenomegaly of 1 inch. Liver not palpable.
No other signs.

Radiology : Oesophageal varices present.

Liver function : Serum albumin 3.6 g.%; serum globulin 3.9 g..

-

tests colloidal gold O0; thymol turbidity normel;
alkaline phosphatase normal; serum bilirubin
0.7 mg.%.

Splenectomy with spleno-renal anastomosis

as

Progress

performed. Liver biopsy (Fig.7) showed only
minimel changes but there was no apparent
source of extrshepatic portal obstruction.

Alive and well 1 year post-operatively.




CASE Cl

Fig. 7
Cryptogenic cirrhosis with portal hypertension.
Surgical biopsy specimen. Much of the
liver appeared normal. The photomicrograph

illustrates one of several areas of focal
abnormality. (x 150)
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Case lic. C2.

Femele, aged 57 years, was admitted on sccount of
repeated haematemeses. She had previously been in the
Royal Infirmary 1l years before suffering from splenomegaly
and iron deficiency snsemia.

Examination : Liver enlarged 2 inches; spleen enlarged

4 inches. No other abnormslity.

Oesophageal varices present.

Radiology

Liver function : Serum albumin 3.6 g.%; serum globulin 2.9 2y

tests colloidal gold C; +thymol turbidity normal;
alksline phosphatase normel; serum bilirubin
normal.

Splenectomy performed but shunt not carried

L1

Progress

out because of abnormal position of vescels.
Varices excised. Liver biopsy = diffuse
fibrosis. Follow-up for 3 years. Alive,
well, and no recurrence of bleeding. Liver
enlarged 1 inch. Rise in serum globulin,

but other tests normsal.
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Cage o. CT.

fewale, aged 13 years, aduitted becsuse oo swelling legs
and purpura. Two years previously she head been investigated
in a children's hospital because of & febrile illness associsted
with splenomegaly, hepatomegaly, leucopaenis end throwbocyto-
peenia. The spleen was removed and the histology was typicsl

of '"Banti's disease.?’

Examination : Hepatomegaly 2 inches; clubbing of fingers;

scattered petechiae. Examination otherwise

negative.

Barium swallow not done.

Radiology

Liver function : Serum albumin 2.2 g.%; serum globulin 3.8 2.5

tests colloidal gold 6; thymol turbidity positive;
alkaline phosphatase 4.7 Bodansky units;

serum bilirubin 0.7 mg.%.

Heematology ¢+ No abnormality.
Progress : Follow-up 6 years. Still alive and well.

Liver no longer palpable. Serum albumin has
risen to 3.5 g.%, but flocculation tests are
still strongly positive. At present there arc

no physical signs of disease.



Case Lio. C4.
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iale, aged 80 years, aduitted to hospltal for inves+ti, ation

of & macrocytic anaemia. Ill-heelth for 6 months with peilor,

tiredness and 4dyspnoea.

xamination

Radiology

Liver function

tests

Haematology

Progress

Post-morten

Slightly jeaundiced; pale; oedema of anilcs::
liver enlarged 3 inches; spleen tip pali.zbic.
Not done.

Serum albumin 4.2 g.%; serum globulin 2.5 =, ;
colloidal gold 0; +thymol turbidity nornsl:
alkaline phosphatase normal; serum bilirubiz
0.6 mg.%.

Macrocytic anaemia : macro-normoblastic
erythropoiesis in bone marrow.

Ansemis proved to be hasemolytic. No resvonse
to any hesematinic. PFollow-up 2 years. Died

of cardiac failure following blood transiusilcon.
Finely granular liver, portal fibrosis, ani
excessive quantities of iron present.

Oesophageal varices present.
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Case Lo. CH.

ale, aged 58 years, admitted with the coupleint of
recurrent right upper abdominal pein and vomiting for 6 ..rnths.
Above average alcohol consumption when a younger man, but nct

in the awounts generally associsted with cirrhosis.

EBxaminatlon : Slightly jsundiced; traqe of oedems; liver
enlarged 1 inch; spleen enlarged 3 inchcs.
Tenderness over gall bledder.

Radiology : Barium swallow negative for varices. Gazll

stones present.

Liver function : Serum albumin 4.2 g.%; serum globulin 2.7 . :

-

tests colloidal gold 3; alkaline phosphatase vov ai-
serum bilirubin 0.4 ng.%.

@Gall stones removed. Grave deterioraticr

Progress

followed operation with lassitude, icternus,
angemia, and fell in plasma albumin to 1.4 =, .
Spleen enlarged to 5 inches and he developed
leucopsenia. Follow-up 2 years. Terminal
asclites. Died in hepatic coma.

Post-mortem : Slight but definite hepatic fibrosis (Fig. &).

No varices. Congestive splenomegaly.



CASE CcC 5

1s
puial

Fig. 8

Cryptogenic Cirrhosis

Progressive illness over two years. The
upper photomicrograph shows a scarred

area within the liver, while the lower
picture is devoid of fibrous tissue, (x80]
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Case No. cé.

Femele, aged 76 yemers, adwitted with o S-cay history

of upper abdominal pain, vomiting, breathlessness, and swelling

of her legs. Long history of chronic bronchitis.

Exsnmination

.o

Very ill elderly lady with auricular

fibrilletion and oedema of legs and abdomina

wall. Clinical diagnosis of cardisc feilurc.

Rediology Barium swallow not done.
X-ray of chest: cardiac enlargement and
congested lung fields.

Liver function

.

Not done.
tests
Progress : Died 5th day after admission.
Post-morten : Perforated duodensal ulcer.

Cor pulmonsle.
Multilobular cirrhosis.

Ggll stones.
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Case No. C7.

Male, aged 34 years. 3udden haematemesis in 1948 &+ .
again in 1949, followed by transient ascites on the lattecr
occacsion. Hospitalised in Singapore and returned home o7
shunt operation. Gross dietary deficlency, recurrent maleris,
but no jaundice while a prisoner of the Japanese. Alcohol
consumption greater than normal 1945-1948.

Examination + Slightly jaundiced; spider naevi; no osdcue;

no ascites; spleen enlarged 5 inches; liver

not palpable.

Oesophageal varices demonstrated.

Radiology

Liver function : Serum albumin 2.9 g.%; serum globulin 2.1 2. :

tegts colloidal gold 5; alkaline phosphatase 7.7

Bodansky units; serum bilirubin 4.8 mg. .

(1]

Porta-caval shunt performed. Died 24 hours

.Progresgs

later of haemorrhage.

Post-mortem : Shrunken, nodular cirrhotic liver.
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Case To. Co.

lisle, aged 39 years. sudden heematemesis in 1945 led
to admission to another hospital, where splenomezaly was
detected and cirrhosis diagnosed. Because of repesated
haematemeses splenectouy was performed in 1947. (Histology -
Banti's diseasc). Adwitted to the Royal Infirmsry in 1948
with a further haemstemesis.

No abnormael physical signs.

ae

Bxamingtion

No varices seen.

(1]

Radiology

Gastroscopy Gestric varices present.

Liver function : Serum slbumin 3.3 g.%; serum globulin 2.2 zy:;

L2

tests colloidal gold 2; alkaline phosphatase noruel
Progress : Porta-caval shunt performed.

Liver biopsy - typical multilobular cirrho-is
(Fig. ©).

Follow-up 1 year. Died at home, cguse uninovm



CASE C 8

Fig. 9

Cryptogenic Cirrhosis with Portal hypertension
The liver is grossly scarred and the
histological picture is indistinguishable from

post-hepatitis cirrhosis. x 100]
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Case No. CY.

female, aged 37 years. For 12 years she had been in ill-
health with weskness, tiredness, and undue pallor. Appetite
had been poor and the diet deficient. In 1951 she had been
admitted to another hozpital where hepatic and splenic
enlargement had been noted, and ansemia treated with iron.
Adwitted to Royal Infirmary in 1953 because oi ansemia.

Examination : Pallor; splenomegaly of 3 inches; liver

edge just palpeble. No other signs.
Rediology : Oesophageal varices not demonstrated.

Liver function : Scrum albumin 3 g.©'; serum globulin 3.4 g.%;

tests colloidal gold 6; thymol turbidity positive;

alksline phosphatase and serum bilirubin

normel.

Haematology ¢ Hypochromic mnasemia; leucopasenia and
thrombocytopaenia.

Progress ¢ Ansemia responded to iron. Splenectoumy
performed. No evidence of generalised portal
hypertension at operation. Died in coma 14
days post-operatively.

Post-mortem ¢ Thrombosis of portal vein; infarcts of

liver. Mild egrly diffuse hepetic fibrosis.
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Case No. ClO.

Male, aged 55 years, admitted with severe haemstemesis.
No past history of dyspepsia or of jaundice.

Exgminsgtion s Pale. Liver edge just palpable.

Examingtion otherwise negative.

Rediology : ot done.
Liver function :
Not done.
tests
Progress : Continued bleeding. Died 2 dsys after
admission.
Post-mortem : Multilobular cirrhesis.

Ruptured oesophageal varix.
Syphilitic sortitis.



Case No. Cll.
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A mele, aged 32 years, was admitted following a sudden

severe haematemesis. Two years previously there hed been a

similar occurrence, but invectigation in another hospital had

revealed no abnormality.

Examination :

Radiology :

Liver funcition

"

tests

K1

Progress

Post-mortem :

Clinicel evidence of severe blood loss.

No other abnormel features. Liver and

spleen not palpable.

Not done.

(Performed several days after admission).

Serum albumin 2.9 g.%; serum globulin 1.9 g.%;
colloidal gold O0; thymol turbidity normel.
Bleeding continued despite liberal transiusion.
Pransferred to surgical ward for ewmergency
gastrectomy. At operation the liver was

noted to be cirrhotic and bleeding to come from
a ruptured oesophagesl varix. Balloon tamponade
applied. Ascites developed post-operatively.
Died from further haematemesis 5 weeks later.
Fine diffuse cirrhosis (Fig. 10).

Spleen enlarged.

Ruptured oesophagesl varix.



CASE C I1
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Fig. 10

Cryptogenic Cirrhosis with Portal hypertension.

Recurrent haematemesis caused death. Hepatic
fibrosis is surprisingly slight. (x 50)
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Case No. Cl2.

Female, aged 73 years, was admitted with an acute
respiratory infection. She hed been & diabetic for 14 years,

and had rheumstic heart disease.

Exsmination : Signs of broncho-pneumonis a&nd mitrsl valve
disease.

Raediology ¢ Not done.

Liver function :
Not done.

tests
Progress : Died 3 days after admission.
Post-mortem : Empyems : pulmonary collapse.

Mitrel stenosis.
Fine multilobular cirrhosis.

@Gsll stones.
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Case No. C13.

A feuwale, aged %4 years, was first adwmitted to the Hoyal
Infirmery in 1947 cowmplaining of weainess, peallor, and swelling
of her legs. She also had severe menorrhegia. In 19473 she had
been in enother hospital for investigation of albuminuria, and

hepatic and splenic enlargement had been noted at that time.

Examination : Pale. Hypertension - 180/100 muHg.
Albuminurisa. Liver enlarged 3 inches.
Spleen enlarged 2 inches.

Rediology : Varices not demonstrated.

Liver function : Serum &lbumin 5.3 g.%; serum globulin 1.3 g.7;

tests colloidal gold 3; walkaline phosphatase 10

Bodansky units.

Haecmatology : Severe hypochromic anaemisa.
Progress : Improved following transfusien and iron therapy.

Admitted 1 year later in ursemic coma and died.

Post-morten Multilobular cirrhosis (Fig. 11).

Chronic glomerulo-nephritis.



CASE C 13

Fig. 1l

Cryptogenic Cirrhosis and chronic Glamerulo
nephrit is.

Needle biopsy specimen to show extensive
diffuse hepatic fibrosis.
(x 120J



Case No. Cl4.
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A female, aged 64 years, gave a higtory of the loss of

7 stones in weight over & period of 2 years. Appetite was

normal and there

Examination

Radiology

Liver function

tests

Liver blepsy

Progress

were no other symptoms.

Thin but not wasted. Liver enlarged 4 incheg.
Bruit audible below Xiphisternum. Spleen tip
palpeble. No oedema, ascites or nsevi.

X-ray chest, barium swallow, meal and encLa
normal.

Serum slbumin 4.5 g.%; serum globulin 4.2 g.-
colloidal gold O; +thymol turbidity end
alksline phosphatase normal; serum bilirubin
1 mg.%.

Hepatic cirrhosis.

Progressive deteriorgtion to death 3 months

later.



Case No. Cl19.
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Femsle, aged 71 years, was adumitted following & large

hsematemesis. For 2 months she had been vaguely unwell with

impaired appetite and slight weight loss.

Exsmination

Radiology

Liver function

tests

Progress

Post-morten

.
*

[ 12

Signs of severe blocd loss. Neither liver
nor spleen palpable and no stigmata of
cirrhosis.

Not done.

Serum albumin 1.8 g.%.

Serum globulin 2.3 g.%.

Laparotomy performed because of continucd
bleeding: hepatic cirrhosis observed.

Died post-operatively.

Multilobular cirrhosis with coarsely granular
liver. Ruptured oesophagesl varix. Spleen

appesared normal.



Case No. Clo.

A fewele, aged 47 years, had had repeated haematemeses
over & period of ] years. She was admitted to the Royal
In¥irmary for opinion as to suitability for a porta-caval
shunt. No past history of rheumatic fever or chores.

Examingtion : Prace of ankle oedenms.

Spleen enlarged 5 inches; 1liver not palpeble.
Mitrael stenosis.
Radiology ¢ Oesophageal varices demonstrated.

Liver function : Serum slbumin 4.5 g.%; serwm globulin 2.7 =z.0.

tests colloidal gold C; thymol turbidity normel;
alkaline phosphatase 1.3 Bodansky units;

serum bilirubin 1 mg.%.

Haematology : Hypochromic ansemia and leucopaenia.
Progress ¢ Thought to be suitable for porta-caval shunt

but refused operation. Died at home 6 monthe

later after a further haematemesis.



Case ho. CLl7.

liale,

For 2 months

relationship to

average.

Bxamination

Radiology

aged

he

Liver function

tests

Progress

49 yesars,
had experienced vague indigesticn which bore

food., Alcohol consumption was ai timegabovw

wag adaitted following a hacuwatencsi

[#3]

{i

3
{:\

M

No abnormal finding.

Barium mesl normal.
Not done.

Thought to have & peptic ulcer, and discharged

o

on peptic ulcer regime. Re-admitted 6 months

later complaining o abdominsl distension. On
exgmination he was found to have oedema and
ascites. Liver and.spleen not palpable,
Barium swallow demonstrated oesophageal
varices, and a needle liver biopsy firmly
established the diagnosis of cirrhosis. A

further haemstemesis occurred while in hcspital,

following which he became coumatose and died.



Case No. Cls.

L2
-2G3-

A wale, aged 59 years, couwplained of poor appetite and

weight loss for 1 wmonth. 1 week before admission sebdowinal

swelling had occurred. Therc was & history of moderate alcohol

consumption at week-ends, about £1 being spent.

Examination

Radiology

Liver function

tests

Progress

Pogt-mortem

.
.

Oedems and ascites.

Flushed pelms but no nsevi.

Clubbing of finger nails.

Liver and spleen not palpable.

Testicles small and unduly soft.

No varices demonstrated.

Carcinoma of stomach.

Serum albumin 2.7 g.%; serum globulin 4.1 5.5 ;
colloidal gold O; thymol turbidity normel.
Died 2 months later of- cachexise.

Carcinomsa of stomach with metastases in liver.

Multilobular cirrhesis. (Fig. 12.).
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Fig. 12a

Cryptogenic Cirrhosis

(x 100)
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Fig. 12 b (*500)

9
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Fig. 12 ¢ (x 70 0)
Cryptogenic cirrhosis with metGstases from
a carcinoma of stomach within the cirrhotic

liver.
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Case No. C1l9.

Meale, aged 28 years, was adwitted to a fever hospital
with pneumonia. He hed been troubled by a cough and epit
gince childhood. While in hospital it was noted that blo-d
was being lost in the stools. Oesophageal varices were
demonstrated by oesophagoscopy, and he was referred for a
generagl medical opinion. The dietary history was below
average.

Family history : Brother had splenomegaly and died from

heematemesis.

Examination ¢ Spider nsevi on chest.

Liver enlarged 1 inch and spleen 5 inches.
Chest negative at time of examination.

Barium mesl normal.

ae

Radiology

fiver function : Serum albumin 4.4 g.%; serum globulin 2.6 z.%;

tests colloidal gold 1; thymol turbidity normal;
alksline phosphatase normgl; serum bilirubin

0.3 mg.%.

L1

Progreés Follow-up less than 1 year. No change in

cendition.



Case No. C2C.

Female, aged 45 years. Ill-heslth for 10 wonths with poor
appetite, weight loss, lassitude and breathlessness. o history
of rheumsatic fever.

Examination ¢ Auscultatory findings of mitral stenosis ani

o)

gortic incompetence. Spleen enlarged 1-2

inches. Not in cardiasc failure.

.

No varices seen. Left auricle enlarged.

Radiology

Liver function

.

Serum albumin 3.2 g.%; serus globulin 5.C g.o

tests colloidal gold 5; thymol turbidity positive:

Haemstology ¢ BEuSRe 35-50 mm in 1 hour.

Progress

L)

Initielly presumed to have subacute bacteriel
endocarditis and received peniciliin for 4
weeks. No change in condition &t the end of
that period - spleen remsined enlarged and
the E«S«R. elevated. Liver function tests
then found to be ebnormsl. Follow-up 6
months. Has required digitelis because of
auricular fibrillstion and early cardiac

failure.
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Case No. C21.

Male, aged 67 years, complained of poor health for 2
years with loss of appetite and energy. Splenomegaly had been
detected in another hospital a short time after the onset of
this illness (aged 65) but no definite diasgnosis had been mede.
Admitted to Royal Infirmery because of swelling of legs, and
weight loss of 2 stones in 1 year.

Bxsmination : Small glands in neck and axillse.

Oedeme of ankles.

Spleen enlarged 3 inches. Liver edge just
palpable. Veins visible beneath skin of
abdominal wall.

Benign prostatic hypertrophy.

Radiology. : Barium swsellow and mesl normsal.
Liver function : Serum albumin 2.2 g.%; serun globulin 2.9 z.%
tests colloidal gold 0; thymol turbidity norual;

acid phosphatase normal; serum bilirubin
0.6 mg.%.

Mild hypochromic ansemia with haemoglobin of

L 1]

Haematology
73%. Sternal marrow norumal.

Progress ¢+ Considerable benefit from high protein diet.
No follow-up.
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Case No. C22.

A femsle, aged 09 years, was edmitted in 1653 with
severe gastro-intestinal bleeding. An emergency gastrectoi.y
was performed. At operstion the duodenui: was scarred but no
ulcer was seen. The liver and spleen were thouzht to be
normsl. She was re-sdmitted in 1956 following a further

haematemesis. Dietary history was extremely poor.

Examination ¢ Jaundiced; pale; tongue siocth; liver
enlarged 3 inches and spleen tip palpable.
Radiology ¢ No varices demonstrated.

Liver function Serum glbumin 3.2 g.%; serum globulin 4.5 #. ;

.o

tests thymol turbidity normal; serum bilirubin
2.4 mg.%.
Progress ¢+ Still slive in 1957. Jasundice has not

subsided, and she has recurrent hypochromic
anaemia, the result of bleeding haemorrhoids
which have not ylelded to surgical treat ient.
Liver function is less good, and there 1s

continuous drowsiness.
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Case No. C23.

A feuale, aged 47 years, had been in ill-health since
the menopauze at age of 42 years. She had always been
subject to bronchitls and had been unduly breathless on
exertion for some time. In 1955, at the age of 406 she had
been in enother hospital becasuse of haematemesis. Haematemesis |
recurred one month later. She gave no history of dyspepsis.

Bxamingtion : Small woman with bronchitis.

Slight ankle oedema.
Spleen enlarged 4 inches; 1liver not palpable.

No clubbing of fingers. ©No naevi.

Radiology¥ : Oesophageal varices present.

Liver function : Serum slbumin 3.3 g.%; serum globulin 4.5 g.¢;
tests colloidal gold 1; thymol turbidity normal.

Progress : Follow-up short of 1 year. No change in

condition.




Case lio. C24.

A female, aged 55 years, wes admitted in severe conge=tive
cardiasc failure and died chortly after sdmission. She had been
known to have snaemle and splenomegely 5 years previously, and

hypertensive cardiac failure for 1 year.

Examination

Radiology

Liver function

tests

Haematology

Comment

-

£ 14

Oedema; ascites; pleural effusions;

Jjugular venous congestion; cardiac enlargenent;
B.P. 180/110 mmHg. Telangiectasis of face.
Pirm splenomegaly of 5 inches and liver
enlarged 3 inches.

Not done.

Serum albumin 2.5 g.%; serum globulin 3.1 g.0:;
colioidal gold O0; thymol turbidity normel.

No abnormslity.

Presumptive diagnosis of cirrhosis based on
history of splenomegaly for several years,

the low serum slbumin, and the very generalised
fluid retention. The spleen was much too large

and firm to be sccounted for by cardiac

failure. No post-mortem performed.




Case No. C25.
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Female, eged 60 years. History of poor appetite and

weight loss for 1 yecar. Occasional diarrhoes and asbdominal

pain for 2 wmonths before admission. Intermittent joint pains

for some years,

thought to be in nature of rheumatoid

arthritis. Admitted to & surgicsel unit where laparotony weas

performed and hepatic cirrhosis observed.

BExamination

Rediology

Liver function

tests

Progress

.
.

L1

Slight oedema; clubbing of finger nails;
no naevi; 1liver enlgrged 4 incheg and spleen
3 inches; no ascites.

No varices demonstrated.

Serum albumin 2.9 g.%; serum globulin 3.7 g.i;

colloidal gold 6; thymol turbidity positive;
serum bilirubin 2.2 mg.%.

Patient untraced 1 year later.




Case No. C20.
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Female, aged 46 years. Illi-health for 1 year with

anorexis and weight loss. Admitted because of intermitient

diarrhoea for 6 weeks. Diet poor.

Exemination

Rediology

Liver function

tests

Liver biopsy

Progress

(13

Liver edge and spleen tip palpable. Veins
visible beneath skin of the ebdominal wall.
No oedems and no jaundice.

Oesophageal varices present.

Barium enems negative.

Serum albumin 5.3 g.%; serum globulin 2.9
colloidal gold 2; alkaline phosphatase 6.6
Bodansky units; serum bilirubin 0.2 mg.%.
Hepatic cirrhosis.

Progressive course. Oedems énd ascites
developed 4 months later, and she died at

home 1 year after originsl admission.

ot
e
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Case Ho. C27.

A man, aged 4¢ years, was edwmitted to snother hozpitel
for investigation of hypertension. He complained of undue
fatigue of several nonths duration, and had occasional worning
vomiting. He did not adwit to excessive alcohol consumntion
although his occupation was that of & barman. He was trans-

ferred to the Royael Inrtirmary for further investigation.

Exsmination : Well-built men. B.P. 260/140 m.Hg.
| Liver enlarged 4 inches, firm, left lobe
larger than right. Spleen tip pelpable.
Radiolegy : No varices demonstrated.

Liver function : Serwa slbumin 3.5 g.%; serum globulin 3.4 z.5.;

tests colloidal gold O0; thymol turbidity normal;
alkaline phosphatase normgl; serum bilirubiln

0.2 mg.%.

Progress Follow-up just short of 2 years during which
time there was little change in his conditicn.
Latterly he had symptoms of left ventricular
insufficiency and he was digitalised. Failed

to report thereafter.



—.BC; 3..

Case Wo. C28.

A wmale, aged 01 years, was aduitted to & surgical unit
with acute small bowel obgtruction due to adhesions. Cirrhosis
and ascites were noted at operation. He had been in 1ill-
health since a heematemesis 1 year previously, complaining of
weight loss, breathlessness, and latterly of swelling of legs

end abdomen.

Examination ¢ Oedema; ascites; hepatomegaly of 1 inch;

spleen not palpeble.

Radiology Not done.

Liver function

Serum albumin 1.0 g.%; serum globulin 2.4 z.7;

tests thymol turbidity positive; ealkeline phosphatase'
normal; serum bilirubin 2.5 mg.%.
Progress : Further haematemesis while in the medical ward,
after which he was comastose for 306 hours but
eventually recovered. Died folliowing a second

heematemesis 1 month later.
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Case No. C2¢.

A feumle, aged 43 years, was first aduitted to the Royal
Infirmery in 1946 with ansemia and ascites. In 193¢ sbdominal
swelling had developed after the birth of a child, mnd
“splenic anaemie™ had been diagnosed in another city hospital.
The dietary history wes poorer than aversge.

Examination ¢ Pale; ankle oedema; 1liver enlarged 2

inches; spleen enlarged 4 inches; ascites
present.
Radiology ¢ Barium swallow normel.

Liver function : Seruwm albumin 3.7 g.%; serum globulin 2.6 g. ;

tests colloidal gold 5; alkaline phosphatase normal.
Haematology : Hypochromic ansemia (Hb = 50%) with leuco-
paenia.
Progress : Improved greatly under treatment and ascites

disappeared. Not re-edmitted until 1950 when
she had the first of maeny haematemeses, and
had re-developed ascites. Died in 1953 alfter

& further haematemesis.



A Teuale, sged 57 years, was ad.ultted in 1¢5% with
anorexia and upper abdominsl pain sfter food. A gagtric
ulcer was dewonstrated radiologically. The spleen and liver
were palpable at this time, but liver function tests were
entirely normsal. The dietary history was below sverage in
respect of proteins. A presumptive diagnosis of ecirrhosis
was made. _

She remsined well until 1955 when she began to lose
sppetite and weight, and developed ascites.

Exemination : Naevi on face; spleen enlarged 5 inches;

liver not palpable; sascites present; small
left-sided pleural effusion.

Rediology : No varices demonstfated. Gastric ulcer
again demonstrated.

Liver function : Serum albumin 3.3 g.%; serum globulin 2.4 g.

L1

tests colloidal gold 0; thymol turbidity normel;
alkeline phosphatase 6.7 Bodansky units;
serum bilirubin 1 mg.%.

Survived until 1956. Diuretics and ion

L A4

Progress

exchange resins not effective. Died in
- hepatic coma. Very cachectic terminally.
The liver remained impalpable and the spleen

very large.



Case No. C31

A fTeuwale,

aged 58, cowplained of i1ll-hcgith o Eopoars

with undue fatigue, varicose ulceration of a leg, and iritis.

In the wonths preceding admission appetite hed been impaired

and she had experienced nsausea and flatulence.

Bxemination

Radiolégz

Liver function

tests

Haematology

-Progress

”
L]

*"

Pale; spleen enlarged 4 inches; liver nct
palpable; no ascites.

Rheumatoid arthritis (old).

Negative for varices.

Colloidel gold 2; alkaline phosphatase and
serum bilirubin normal.

Hypochromic ansemis (Hb = 55:). Normal
response to iron.

Patient unwilling to report to houspital.
Follow-up for 6 years through letter to
practitioner. Two years after discharge
she was reported to be less well and that
both liver and spleen were readily palpable.
Thereafter she improved, but there has been

no change in the physical signs.
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A Tooele, szed (7 yeare, vas aliitted for investlostior

of & hypochromic anacmia. She had felt unduly tired for

several months.

Bxamingtion : Slight ankle ocedems; 1liver enlarged 2 inches;
spleen not palpable; hypertension - B.F.
240100 muHg. Bilateral extensor plantar
responses.

Radiolbgy : No varices demonstrated.

Osteo-arthritis of cervical spine.

Liver function : Serum albumin 3.8 g.%; serum globulin 3.8 g.

tests colloidael gold O; thymol turbidity normal.

Haemsatology Hypochromic anaemia (Hb = 59<). Normal

L 24

response to iron.

Follow-up for 6 months. Very wcll at the end

.

Progress
of that period, and blood restored to normal.

P®he sige of the liver had increased, however,
end the edge was4palpable 5 inches below the
costal margin. It felt quite soft. The
neurological signs were attributed to

cervieal spondylosis.
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Caze lo. CH5

A wen 0 JO ag aduwitted on eccount of an ocu
exacerbation of a chronic bronchitis. Alcohol consuwmption
was moderate at week-ends.

sxamination ¢ Orthopnoeic, cyanosed. Slight ankle oedenea;

liver enlarged 2 inches and the spleen 1 inch.
No ascites.
Signs of chronie bronchitis.

No varices demonstrated.

Radiology
Radiological findings of bronchitis, and
emphyseims.

Liver function : Serum albumin 3.7 g.%; seruwn globulin 4.0 g.,

L1

tests colloidal gold 0; +thymol turbidity and slkaline
phosphatase normal; serum bilirubin 0.3 ng.c.

Repidly improved with antibiotic therapy.

Progress

Liver and spleen remained palpable.

No follow-up after discharge.
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He had felt unduly tired for 3 months but had not been ofy

work. There was no past history of dyspepsia.

LExamination

Radiology

Liver function

tests

Progress

»
.

Splenomegaly of 1 inch was the only sebnerial
finding.

Varices present.

Colloidal gold 0; alkaline phosphatase
ﬁorm&l; serum bilirubin 0.2 mg.%.

Advised to have operation to exclude extra-
hepatic portal obstruction. Advice refused.
Liver biopsy - normal tissue obtained.
Admitted to snother hospitael 1 year later
following & hasemstemesis. Ascites develosed
and required paracentesis on one occasion,
Seen by request 8 years after original
admission. Spleen still palpable; uro-
bilinogen in urine; leucopaenia. Serw:
albumin reduced to 2.8 g.% and globulin
increased to0 3.8 g.%. Thywol turbidity
positive but colloidal gold 0. Patient has

been untraced for past 3 years.
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on account of chronic bronchitis present for 10 years. Diet
possibly deficient in protein. He was said to have had an
enlarged liver since the age of 7.

mxamination ¢ Smell stout man with rachitic bowing of

tibiae. Emphysematous chest. Liver
enlarged 3 inches and spleen 7 inches.

Large oesophageal varices present.

Radiology

Liver function : Serum albuanin 3.7 g.%; serum globulin 2.9 z..

tests colloidal gold 0; thymol turbidity norumal;
serum bilirubin 1.0 mg.%.
Progress : Remained well for 2 years apart from symploms
of bronchitis.

Died following a haematemesis in 1957.




Case Nou. C30G.
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A& man azed 59 years, war eiiditted on account ol oarorosis

Chdo s d e ok Ty g

weight loss, epigastric discomfort asnd pallor of 2 wonths

duration.

Sxaminstion

Radiology

Liver function

tesﬁs

Hacmatology

Progress

L1

L 14

o

Pale. Normal tongue. Liver enlarged 2 inches
and firm. Exemination otherwise normsl.

No varices. Duodensl ulcer.
Not done.

1) Macrocytic ansemia - Hb = 3373

2) Megaloblastic erythropoiesis

3) Free hydrochloric acid in gastric juice

4} Response to vitemin Bl2

5) Fat balance 89% absorption

Follow-up for 4 years. He has remained well
on regular vitamin B1l2Z therapy but the liver
remains enlarged 2-3 inches and liver function
tests are positive. (1957: serum slbuzin
3.5 g.%; serum globulin 3.9 g.%; colloidal

gold 4.).




A waele, sgsd of Yyeoars, sooodoined of anovaric
Six wonths prior to adwmission to the Royal Infirmary he had
developed ocedima and ascites. A laparotomy had been carrvici
out elsewhere and the report was of a clrrhotic liver with ro
evidence of cancer, Paracentesis had been periormed every
2 weeks since then.

~

Exemination : Gross oedema; clubbing of fingers; splosr

enlarged 1 inch; liver edge just palpablec

end firm; gross ascites; evidence of woight

loss.
Urine + Massive slbuminuris. Urobilinogen prescnt.
Radiology s+ X-ray chest negative. Too ill for bariuu

exsaination.

Liver funetion : Serum albumin 1.8 g.%; serum globulin 5.C g. ;

tests colloidal gold 0; thymol turbidity noriel;
serum bilirubin less than 1 mg., .

Renal function : Blood ures 83 mg..

Progress Gum biopsy negative for amyloid. Given
ion-exchange resins, but progressive rise in
blood urea took place, and blood pressurs fecll
to 90/60 mmHg. Became drowsy with flapoing

tremor of fingers, end died in coma.
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A woien, azed 41, had boern in Zool hositl wntil Tho
birth of her 6th child, following which she became wesak,
tired, breathless and had swelling of her lezs. She was
gdmitted 1 year after childbirth on account of ascites.

Examination ¢t Slight oedems; clubbing of finger neils;

firm hepatic enlargement of 3 inches; spleen
not pelpable; ascites; smell left basal
effusion.

Rediology : Barium swall not done. X-ray of chest
confirmed the presence of effusion.

Liver function

Serum albumin 3.0 g.%; serum globulin 4.5 g.

i)

tests colloidal gold O0; +thymol turbidity norial;
alkeline phosphatase normal; seruwm bilirubin
0.7 meh.

Received ion-exchange resins for 1 month

Progress

without appreciable effect. Discharged house
on high protein diet and ascites slowly
cleared. Seen 6 months later when she felt
well but still had some intra-abdominal fluid,
hepstomegaly of 3 inches and a palpable spleen

1 inch below the left costal margin.



Toaers. At the goe o 21 2he ned the
right leg amputated because of chronic osteomyelitis. At the
age of 49 she had recurrent hsenasturis and retrograde pyelo-
graphy showed 'blunting of the calyces', possibly frowm chronic
pyelonephritis. In the same year a laparotouy was periorued
because 0f abdominal pain and & mass in the left flank. An
enlarged spleen was removed, the histology of which weas
consistent with Banti's syndrome., The surgeon did not comucnt
on the liver.

Examination : Clubbing of fingers; no oedema; liver edge

just palpable; splenectomy scar.

Barium swaellow not done.

1]

Radiology

Liver function : Seruwm albumin 1.7 g.%; seruw globulin 2.5 gj;

tests colloidal gold 0; thymol turbidity normal;
alkaline phosphatase 8 Bodansgy units; serun
bilirubin normel.

Renal function : Albuminuria. Blood urea 35 mg..

Gum biopsy : Negative for amyloid.

Developed ascites & few months later, which

Progress

was satisfaectorily controlled by ion-exchange
resins. Falr hesalth for a rFurther 3 months
when the blood pressure and blood urea began
to rise. Last scen 8 months after origzinal
adsission when she was very drowsy'with a

blocd urea of 160 mg, .
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and welght loss of 5 stones in 2 years.

Examination

Radiology

Liver function

tests

Haematology

Liver biopsy

Progress

.
»

.

(1]

Tongue rather swocth; liver edge just nelosble
spleen not pelpable; no ascites.

Barium exemination of the slimentary tract
negative, but the radiologist commented on
splenic enlargement.

Serum albumin 3.3 g.%; serum globulin 3.7 g.-
colloidal gold 0; +thymol turbidity nornal;
alkaline phosphatase 8.5 Bodansxy units;

serum bilirubin 0.8 mg.%.

B«S.R¢ 104 mms.

Barly fibrogis with lymphoeytic infiltration.
Slow improvement with weight gain. Basal
metabolic rate normal. Not seen between 1652
snd 1957. At the latter time she was very ilil
with gross ankle oedema (serum elbumin C.6 =.
serum globulin 7.7 g.%; colloidal gold 5),
flushed palms, and slight jaundice (serum
bilirubin 3.8»mg.%).b For 6 months she had
been losing weight with poor appetite and

persistent nausea.
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Between 1953 and 1956 haecustemesis had occurred 4 tiues. She

gave no history of dyspepsia.

Examination

Radiologz

Liver function

tests

Haematolozy

Progress

-
.

.

Slightly icteric; telangiectasis on face;
tongue rather swooth; spleen enlarged 6
inches; 1liver not palpsable.

Cesophageal varices present.

Serum albumin 3.2 g.%; serum globulin 3.0 g.0;
colloidal gold O0; thymol turbidity normal;
serum bilirubin 1 mg.%.

Leucopaenia and throwbocytopaenis.

Splenectony performed with immediate and
susfained rise in white cells and platelets.
Liver stated to show a mild degree ol fibrozis
end the histology of the spleen was typical oI
Banti's syndrome.

Three months following opszration she develoued
what appeared to be a typical infective
hepatitis with positive flocculation tests.
Slight jaundice persisted for several weeks,
disappeared, and then recurred again e nocuth
later. At the time of writing she is in
moderately good health but has slight ankle

swelling (1957).
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periodic vomiting, weakness and tiredness of 6 months l
duration. Dietary history was average and shc hsd rever been .
jaundiced. She was admitted with pain in right upper sbdosen.

Examination ¢+ Pale and obese. Spider naevi on chest and

arms. Liver palpable 2 inches below cosial
margin. Spleen not palpable. ¥No oedems and
no ascites.

Chest negative. Not fit for berium examiration

Radiology

Liver function : Serum albumin 2.5 g.%; serum globulin 4.C ~.

tests colloidal gold 0; thymol turbidity normsl;

serum bilirubin 0.5 wg.%.

Haematology : 1) Macrocytic ansemia (Hb = 50%).

E.5.Re 130 mn in 1 hour.

2} Megsaloblastic erythropoiesis.

3) Pree hydrochloric ascid in gastric juice.
~4) No response to parenteral vitamin BL2.

5} Response to folic acid orally.

6) FPat balance unsuccessful as patient conld

not take diet.

Progress ¢ Remained in ill-health despite response tc
folic acid. Deceloped severe peripheral
neuritis and & recto-vaginal fistula.
Colostomy performed, but became drowsy and
finally comatose.

Post-morten ¢ Fine hepatic cirrhosis mainly affecting the

left lobe ol liver. Lo verices. Spleen noraal.
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tiredness following & miscarriage in June 1952, In Augu=st
1953 she thought her abdomen was swollen. She was admitted
in October 1953 with Jjaundice and ascites.

Examination : Jaundiced. Ced:ms, ascites, and spider.

ngevi present. Liver and spleen both

enlarged 3 inches.

Radiology Oesophagus normal. Doubtful presence of

varices in cardiac end of stomach.

Liver function : Serum albumin 2.2 g.%; serum globulin 2.2 g.

b4

tests colloidael gold 3; thymol turbidity normal;
alkeline phosphatase 2.2 Bodansky units;
serum bilirubin 4 mg.%.

Haematology : Haemoglobin 140%; red blocd cells 7.14 miliion

per cu.mm; white blocd cells 30,000 per cu..mig
platelets 250,000 per CU. . Marrow: hyner-

cellulsr.

Progress Received & single dose of 5 millicuries radio-
active phosphorus. Anorexis, jaundice and
ascites persisted for 6 months. Gradusl
recovery. Follow-up until June 1957. ¥Xo
chenge in hepatic and splenic enlargement and

liver function remains severely impaired.

Blood values have remained normal Zor 3 years.
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polycythaemis vera and was treated with deep X-ray therapy.
For about 6 years preceding treatwent she had been aware of
discouwfort in the left upper sbiomen. Further X-ray therany
was given in 1953. 1In 1654 she became jaundiced with anorexie,
occasional diarrhoes, and interwittent epistaxis.

Examination : Telangiectasis on face; spontaneous bruizing;

liver enlarged 3 inches; spleen enlarged 4
inches.

Barium swallow not done.

Radiology

Liver function : Serum albumin 2.8 g.%; serum globulin 2.9 g.i.;

=]
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tests collecidal gold 3; thymol turbidity positive;
alkaline phosphatase 10.6 Bodansky units:

serum bilirubin 4.3 gm.%.

Haematology : Hypochromic aneemia (Hb = 57%).
Platelets 450,000 per cu.mm.
Progress : Slight jaundice persisted for 9 months and

finelly cleared. The spleen enlarged to fill
the whole left side of the abdomen and caused
considerable discomfort. The spleen was
removed in 1956, following which the white
cell count rose to 100,000 per cu.mm. and the
marrow showed marked myeloid hyperivlasisa.
Myleran was glven with gocd efiect. A liver
biopsy during the operation confirmed the
presence oi hepatic fibrosis. The paticnt ig
still slive, and slthough liver lunction is

impgired she i1z in fair health.




swelling of her legs. ©Nine years previously polyeythaecumis

vera had been diegnosei and she had received X-ray therepy.

Symptoms returned 5 years later and she was treated with

radio-active phosphorus.

Bxamination

Radiology

Liver function

tests

Heematology

Progress

.
[ 4

..

(1)

Oedems.; spider nsevi; telangiectasis;

lushed palms; 1liver and spleen both

enlarged 4 inches. Hypertension - B.P.

174/115 moHg.
Barium swallow normal.

Serum glbumin 3.2 g.%; serum globulin 4.} z.
colloidal gold 5; thymol turbidity strongl:
positive; serum bilirubin 0.2 mg.<.
Haemoglobin 97%; red blood cells 5.3 miliion
per cu.mm; white blood cells 47,000 per cu.mum;
platelets 132,000 per cu.mau.

Follow-up for 1 year. Progressive
deterioration with falling hasemoglobin and
troublesome pein in the legs. Ultimate ate

of this patient is unknown.
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for 3 years. The diet was below average. Periods had been

heavy for 1 year.

Exemination

Radiology

Liver function

tests

Hacemstology

Progress

[y

«e

: Pale; slight enkle oedcma; spleen palopable

1 inch; liver edge felt at costal margin.

No varices demonstrated.

Serum albumin 3.9 g.%; gserur: globulin 4.1 z o

e

colloidal gold 2; thymol turbidity normel.
Hypochromic anacmis (Hb = 30%).

Complete return of blood to normal with oral
iron therapy. Spleen remains palpable but
follow-up is only O months. The diagnosis
of cirrhosis is presumptive and based on the
persistence of splenomegaly and a high serun

globulin.
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Case Lo. Csf.

i Teawle, agud Go years, war sdultted with curnoulior
fibrillation and congestive cardiac failure. For 1 year
she had been losing weight despite & good appetite, and had
been unduly nervous.

Examination ¢ Small nodule on isthmus of thyroidi. Clinicel

signs of thyrotoxicosis {(tremor, warw siin,
tachycardia). Hypertension - B.P. 270/12C
miHg. Liver enlarged 3 inches and spleen
2 inches.

Radiology ¢ Barium swallow not done.

Liver function : Serum slbumin 4.8 g.%; serum globulin 3.4 z.::

tests colloidal gzold 0; thymol turbidity norwal;

serum bilirubin normal.

Hacmatology : Hypochromic ansemia (Hb = 79%%).
Progress : Preated with thiouracil and digoxin. Follow-

up for 1 year. Now judged to be euthyroid,
and there is no longer evidence of cardiac
failure, but the spleen is still enlarged
3 inches and the liver 5 inches. There iz
no glandular enlargement and the patient is

in good health.
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anorexie, periodlc diarrhoesa snd upper abdominagl dizcomfort
for 2 weeks. In thc past he had occasionally drunk to excess
but was not a habituael alcohclic.

Wxamination : Drowsy, not icteric but bile present in urine.

Liver enlarged 1 inch and spleen tip palpeble.

Radiology s No varices demonstrated.

Liver function : Serum albumin 2.7 g.%; serua zlobulir 3.0 2.%;

< O

tests colloidal gold 0; thymol turbidity normal;

serum bilirubin 0.8 mg.%.

Progress : Recovered in course of 2 weeks. Follow-up

| for 5 years, until 1957. Spleen becane
definitely palpable, and from time to time he
has developed anorexis and melaise. In 1950
he developed an inguinal hernia, and the sac
was noted to contain ascitic fluid. A porta-
caval anastomosis was done (1957) following
which portal-systemic encephalopathy develouved
with mentel confusion and periods of coma.
Mental symptoms are fairly well controlled
when dietary protein is restricted to 4C g.
per day. The appearance of & liver bicpsy

is shown in fig. 13.




CASE C 48

Fig. 13
Cryptogenic Cirrhosis

Possibly excessive alcohol in the past
and possibly a subclinica! infective
hepatitis in 1952. Surgical biopsy in 1957
The liver is coarsely scarred and there
is considerable round cell infiltration
of the fibrous tissue. x 100



a Teanle, zged 95 years, was adultted to another hospital
in 1954 compleining of ialaise, weaxness and breathlessness.
She was observed to be slightly Jjaundiced and the spleen was
palpable. In 1956 she developed ocedems and ascites, and was
admitted to the Royal Infirmary.

Bxanination : Jaundiced; telangiectasis on cheeks;

oedema and ascites; spleen enlarged 8 inches;
liver edge just palpable.
Rediology - ¢ Barium examination not perforumed.

Liver function : Serum albumin 2.4 g.%; serum globulin 3.6 g., :

tests ‘ colloidael gold 4; alkaline phosphatase 13

Bodansky units; serum bilirubin 32 mg.:.

Haematology : Haemoglobin 66%; reticulocytes 6-10¢ ;

platelets 97,00C per cu.mm. B.3.R. 63 mms in
1 hour. Cooub's test positive to titre 1/64C.
Fragility of red cells normal.
Wassermann Reaction positive.

Treated with peniciliin and coertisone

(1]

Progress

(Prednisolone). Platelets rose to normal,
bilirubin fell to 3.2 mg.... Obvious clinical
improvemsnt, but faecal urobilinogen remained
very high. The patient left hospitel against
advice and has not been traced since. This
patient was thought to have decompenseated

cirrhosis and & syuptowetic heemolytic araenia,
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Fig. 14
Biliary Cirrhosis

Post mortem specimen. The patient had
a primary carcinoma of a hepatic duct
and had been jaundiced for 18 months.
The photomicrograph illustrates the very
extensive parenchymal damage which has
resulte d. (x 80)



UNIVERSITY OR GLASGOW

Faculty of Medicine,
GLASGOW, W ,20

Professor P.P. Cappell 8th October, 1958

Dear Sir,
Degrees of M.D. arid Ch.M
I would remind you that a Clinical Examination has "been

abolished as a compulsory requirement for the Higher Degrees of
M.D. and Ch.M. In its place the Faculty has resolved 'that a

candidate may he required to present himselfbefore the examiners
for interview or for further examination on the subject-matterof
his thesis and related subjects. When a candidate 1is required to

undergo further examination, this examination may be a written,
oral, or practical test, or any combination of these, as the
examiners think fit.’

It is the Faculty’s intention to restrict, in general, the

or

imposition of an examination to those cases in which there may be

doubt about
(a) the originality of the work, oz,

(b) the title of the Thesis to receive the highest award
of Honours

but apart from these, there may be special cases in which the
Reader may think that further examination would be desirable.

I am therefore desired to ask you in returning your report
give your opinion whether the candidate should be required to
appear for*. -

(a) interview or examination at all;

(b) an interview only;

(c) a written examination;

(d) an oral examination;

() a practical or clinical examination;
(f) a combination of (c), (d), and (e).

Youfj3 faithfully,

to



