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SUMMARY OF THESIS

Gastro-oesophageal cancer is the third commomaesef cancer death in the
UK. Each year, there are approximately 16,500 cases and over 13,000 deaths
attributable to the disease. Overall survivalasmpwith the majority of patients
presenting with advanced, inoperable disease asdian 15% surviving 5 years.
Even in those who undergo potentially curative céea, fewer than 30% survive 5
years. lItis increasingly recognised that it is @iy the intrinsic properties of tumour
cells which determine tumour spread but also thst illammatory response. Indeed,
the systemic inflammatory response, as evidencezldwated circulating
concentrations of C-reactive protein, prior to suyghas previously been shown to
have independent prognostic value in patients reisectable oesophageal cancer. In
addition, in patients with advanced/ inoperablecearincluding patients with advanced
gastric cancer) there is evidence that an elewgtsi@mic inflammatory response is
associated with poorer survival.

The overall aim of the thesis was to examine titerirelationships between
local and systemic inflammatory responses and capaific survival, in patients with

gastro-oesophageal cancer.

Chapter 2 examines the relationship between themys inflammatory
response (as measured by an elevated C-reactit@rpconcentration) and survival in
120 patients, selected for potentially curativegsuy, for gastro-oesophageal cancer.
This chapter demonstrated that an elevated C-ueggtotein concentration (>10mg/l)
was associated with poor survival, independentiofour stage. This suggests that

patients deemed suitable for curative surgery thda lhave an elevated C-reactive
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protein concentration may not benefit from potdiytieurative surgery, as their 3 year
survival is only 7%.

Chapter 3 examines the inter-relationships betwaaour proliferation, local
host inflammatory response to tumour, macrophafj&ation, the systemic
inflammatory response and survival in 100 patisetscted for potentially curative
surgery for gastro-oesophageal cancer. This chaptevs that low tumour
proliferation rate, poor local inflammatory infétie and an elevated systemic
inflammatory response ((Glasgow Prognostic ScoRS)pindependently predict poor
survival. Both low tumour proliferation rate andqgp local inflammatory infiltrate are
associated with an increased nodal burden butirexdtly associated with each other.
There was no direct relationship between the systarflammatory response and the
local inflammatory response. This would suggesat the mechanisms underlying the
relationship between local and systemic inflammatesponses and cancer-specific
survival are likely to be complex.

Chapter 4 examines the relationship between danmmhation based prognostic
score (GPS) and survival, in an unselected coli@5® patients with inoperable
gastro-oesophageal cancer. This chapter dematiat the presence of an elevated
systemic inflammatory response (as measured b@Bt®) was associated with poor
cancer specific survival, independent of tumougstand of treatment received.

Chapter 5 compares the value of the GPS and peafarenstatus (ECOG-ps) in
evaluating the response to palliative platinum dagemotherapy and survival, in 65
patients with advanced gastro-oesophageal cafdes.chapter demonstrated that an
elevated GPS predicted poor survival, poorer ciniesponse to treatment and an

increased need for chemotherapy dose reductiorforRe&nce status however (a tool
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commonly used to select patients for chemotherajg)not predict survival in this
cohort.

Chapter 6 examines the relationship between albgoncentration and survival
in an unselected cohort of 217 patients with gastincer. This chapter demonstrates
that although a low albumin concentration (<35 /lassociated with poor survival on
univariate analysis, its concentration is closelated to that of C-reactive protein. The
prognostic value of hypoalbuminaemia is therefargrdded with the inclusion of C-
reactive protein and on multivariate survival asayalbumin is no longer associated
with survival. This would suggest that the progimogower of albumin is secondary to
its relationship to an elevated systemic inflammatesponse, as measured by an
elevated C-reactive protein concentration.

Chapter 7 compares the prognostic value of a nuwigate-treatment clinical
factors including tumour stage, performance statesght loss, C-reactive protein
concentration and albumin concentration, in 217ep& undergoing staging for gastro-
oesophageal cancer. It demonstrated, that onlB® and clinical tumour stage were
independently associated with cancer specific satvi

The results of the chapters taken together denaiasthat an elevated systemic
inflammatory response (as evidenced by the GP$ljgisepoorer survival, independent
of tumour stage and treatment received in patieitsoperable and inoperable gastro-
oesophageal cancer. This would suggest that mexasat of the GPS should be
performed routinely as part of clinical stagingjrtgorove stratification of patients and

therefore enable a more appropriate allocatiomeaittnent, most likely to benefit.
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CHAPTER 1: INTRODUCTION

1.1 Incidence and mortality of gastro-oesophageal cance

The incidence of gastro-oesophageal cancer vagesisantly between
country, sex and age. It has been estimatedritif190, 316,000 new cases of
oesophageal cancer were diagnosed globally an@@8@eaths were attributable to the
disease. In the same year, it was estimated #8000 new cases of gastric cancer
were diagnosed worldwide, with 628,000 deathshattable to the disease. Together,

they represent the most frequent cancer type, wadks[Parkin et al., 1999b].

1.1.1 Age

Gastric and oesophageal cancers are predominasgélgses of the elderly. In
the United States between 1994-1998, the incideatean the 40-44 age-group was 4
per 100,000 rising to 88 per 100,000 in the 80-@4 group [SEER, 2004].

This predominance of tumours with increasing agairsored in the UK as a
whole, with <5% of tumours diagnosed in people unide age of 40 [Cancer Research
UK Information Resource Centre, 2004]. Figure 1.1

In Scotland during 1999, there were 1008 new gasticers and 790
oesophageal cancers, of which only 9 and 2 resdgtivere diagnosed in people

under the age of 40 [ISD, 2004].
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Figure 1.1 Numbers of new cases and age-specific incidencéas by sex, cancer of

the oesophagus, UK 2002
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1.1.2 Gender

The majority of gastric and oesophageal cancezas .1 males. World-wide
the incidence of gastric and oesophageal canaeemis more than twice that seen in
women (24.5 and 10.2 per 100,000 men, comparedMi and 4.2 women) [Parkin et
al., 1999a]. Regionally, the incidence in femasesever higher than in males. In
North America the incidence of gastric cancer &dhd 5.2 per 100,000, compared
with 4.0 and 1.4 in oesophageal cancer, in maldgemales respectively [Parkin et al.,
1999a]. In the UK in 2002, there was a similatribsition between sexes with the
incidence of gastric cancer being 16.9 and 6.8.p6r000, compared with 14.1 and 5.7
in oesophageal cancer, in males and females resggdCancer Research UK

Information Resource Centre, 2004]. In the sana yeScotland, the incidence of
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gastric cancer was 18.6 and 8.1 per 100,000, cadpeth 18.0 and 7.3 in

oesophageal cancer, in males and females resgdgdt®B, 2004].

1.1.3 Geography

There is wide variation in the incidence of gasaic oesophageal cancer
between countries. For gastric cancer the higla¢ss are seen in the far East and in
particular Japan, where there are 78 new cased)ped00 men and 33 new cases per
100,000 women [Parkin et al., 1999b]. The globsiribution of oesophageal cancer is
similar, with high incidence in China and Japan &28 10 new cases per 100,000 men
respectively). The highest incidence is, howewartBern Africa, with 33 new cases
per 100,000 men and 12 new cases per 100,000 wigtaghn et al., 1999b]. In
Western Europe the incidence of gastric cancerss than a quarter of that seen in
Japan and in North America, the incidence is apprately a tenth of the incidence in
Japan [Parkin et al., 1999b]. In North America iicidence of oesophageal cancer is
6 per 100,000 men and 1 per 100,000 women [Patkih,e1999b].

In Scotland there were 20 and 10 new cases ofigasincer per 100,000 men
and women respectively in 1999 [ISD, 2004]. Scutlaalso has one of the world’s
highest incidence of oesophageal cancer, with iBamew cases per 100,000 men and

women respectively in 1999 [ISD, 2004].

1.1.4 Ethnic groups

Not only are there ethnic variations in the incickenf oesophageal and gastric
cancer but there are also variations within higimal sub-types. For example in the

United States, the most recent figures (1992-98)wsthat the overall incidence rates
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for oesophageal cancer varies three fold amorigrdiit American ethnic groups.
African Americans have the highest age adjustesbré cases per 100,000), followed
by Whites (4 per 100,000) and Hispanics, native Acae Indians and Pacific islanders
(2.5 per 100,000). In oesophageal squamous caheerate in white American men is
1/6 of that of African Americans (2 and 13 per DOM, respectively), whereas in
oesophageal adeno-carcinoma, the rate in white karemen is almost 4 times that
seen in African American men (1.5 and 0.4 per 10@/@spectively) [SEER, 2004].
Similar magnitudes of variation in incidence betwe¢hnic groups is seen in
gastric cancer. Inthe USA, the incidence of gastincer in African Americans is
twice that of white Americans (14 and 7 per 100,885pectively). The rate in
Hispanics is 13 per 100,000 but the highest inadeasa found in people from the

Pacific Islands (18.5 per 100,000) [SEER, 2004].

1.1.5 Trends

Overall the rates of oesophageal cancer globalhg iecreased in the last 35
years. This is due largely to the increase irsrateoesophageal adenocarcinoma [Pera
et al., 1993;Blot et al., 1993;Jankowski et alQ@0 In African American females the
rate increased by 13.8% per year between 1973 @9l dut the largest increase was
seen in Icelandic females; 18.6% per year. Theesponding change in men during the
same period was 4.1% and 7.7% per year. In the th€Ancidence of oesophageal
tumours and tumours of the cardia have risen diaallgtsince the 1970’s [Devesa et
al., 1998;Pera et al., 1993]. The incidence inthNémerican white men and African
American men increased by 8.6% and 4.1% per ysaeatively. Squamous cell

carcinoma is still the most common type globallg &éme ratio of the two histological
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types varies from equal in South Australian meB4d. in African American males
[Vizcaino et al., 2002]. In the USA there wasentt towards decreasing rates of
oesophageal squamous cancer between 1973 and TB85ncidence in North
American white men decreased by 1.5% per yeartadhtidence in African American
men decreased marginally at 0.6% per year. ltdhesponding women, the rate has
essentially remained the same (0.1% per year iseraad 0.3% per year decrease).

With regards to gastric cancer, most countrieb@wtorld have seen a constant
declining trend in incidence over the last 30 y¢hrsue and Tsugane, 2005;Ajiki et al.,
2004;Parkin et al., 1999a]. The cause for thidideds not fully understood but may be
due to dietary modification.

The marginal decrease in rates of oesophageal smsacancer in males was
also evident in European countries. In femalesidwer the incidence in several
European countries has increased. This is modtedan Switzerland where the
incidence has increased by 8.5% per year. THmlocrease in the rate of
oesophageal adenocarcinoma is mirrored in Eurogetenincidence appears to be
continuing to rise [Bollschweiler et al., 2001]odally, in Scotland, the incidence in
males and females has increased at a similar3dt&o(per year and 4.8% per year
respectively) [ISD, 2004]. In Scotland, howevezrthwas an increase in the incidence
of oesophageal squamous cancer in both males aralde (0.7% per year and 2.8%
per year respectively) [Vizcaino et al., 2002jx Scotland the incidence of gastric

cancer in men and women, has halved between 13B2G08 [ISD, 2004].

26



1.1.6 Deprivation

Increasing deprivation has been shown to be linkiéi a higher incidence of
oesophageal squamous cancer and for gastric cantber UK [Brewster et al.,
2000;1SD Scotland, 2005] . In contrast, an indreasicidence of oesophageal adeno-
carcinomas has been linked to the most affluenbsemnomic groups [Dutta et al.,

2005].

1.1.7 Mortality of gastro-oesophageal cancer

Globally gastro-oesophageal cancer representetitmd most common cause
of cancer death behind lung cancer, with 914,0@D%21,000 deaths respectively
[Parkin et al., 1999b]. In Scotland in 2004, gasiesophageal cancer was responsible
for 1416 deaths (9.4% of cancer deaths), makitigeithird commonest cause of cancer

death in Scotland [ISD, 2004].

1.1.7.1 Trends in mortality

Gastric and oesophageal cancer have demonstrapeditgtrends in mortality
over the last 30 years. Mortality rates from gastancer have decreased rapidly in the
USA between 1975 and 2002; 8.5 per 100,000 to da?hd per 100,000 [SEER, 2004].
Oesophageal cancer mortality rates have, converisely. In the USA the rates have
increased steadily from 3.7 to 4.4 per 100,000 [SEH04].

In the UK, similar trends have been demonstratbée. mortality rates for gastric

cancer have also halved over a similar periodnoétand increased mortality in patients
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with oesophageal cancer has been found [CanceaRbsEK Information Resource
Centre, 2004].

In Scotland, between 1980 and 2004, the mortadifiysr for gastric cancer in
decreased from 23.8 to 14.6 per 100,000 men anchdintality rate for oesophageal
cancer rose from 10.6 to 20.9 per 100,000 men [ERID4].

In Scotland, despite the fact that incidence rateshigher in the most affluent

group, mortality rates are comparable across thedgion quintiles [ISD, 2004].

1.2  Aetiology of gastro-oesophageal cancer

1.2.1 Inheritance

Mutations in the E-cadherin (CDH1) gene have beend in families with
hereditary diffuse gastric cancer. This is chamased by a highly penetrant
susceptibility to diffuse gastric cancer in yourepple, with an autosomal dominant
pattern of inheritance [Caldas et al., 1999;Huntsetaal., 2001]. In addition, there
have been reports of inherited gastric cancer g&né., 1964;Shafiuddin et al., 1995].
However, the vast majority of gastro-oesophageatess are sporadic and hereditary
genetic mutations make only a small contributioth# overall occurrence of gastric
and oesophageal cancer [Hemminki and Jiang, 2002rjeen et al., 2000b;Caldas et

al., 1999;Dhillon et al., 2001].
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1.2.2 Predisposing conditions

There are a number of conditions that confer areased risk of gastro-
oesophageal cancer. Tylosis, an autosomal domimiaatited condition associated
with palmoplantar keratosis has been associatddimgteased risk of oesophageal
squamous cancer [Ellis et al., 1994;Stevens €1@96]. Surgery for benign peptic
ulcers has been shown to increase risk for oes@ahagncer [Lundegardh et al., 1994]
and gastric cancer [Macintyre and O'Brien, 19%érnicious anaemia is also known to
predispose patients to gastric cancer, carcingidssguamous oesophageal cancer [Ye
and Nyren, 2003]. Itis not clear however, if pelmus anaemia predisposes to
oesophageal adenocarcinoma [Mellemkjaer et al §]19Pespite an increased risk of
gastric cancer in patients with pernicious anaeemdpscopic surveillance is not
recommended [Bresky et al., 2003]. Achalasia leestshown to increase risk of
squamous oesophageal cancer in large populatiadlsagdies [Sandler et al.,
1995;Brucher et al., 2001]. However, a large nunabsurveillance endoscopies
would have to be performed to identify the reldinamall number of tumours and it is
not clear as to whether or not this would reducetatity. Oesophageal
adenocarcinoma has been reported in patients whthlasia but overall the incidence is

low [Ellis, Jr. et al., 1997].

1.2.3 Gastro-oesophageal reflux

The direct relationship between gastro-oesophagélak disease and
oesophageal cancer is well recognised [Lagergrah,et999a;Chow et al., 1995;Wu et

al., 2003], as is the relationship between Baset&sophagus and reflux disease
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[Spechler and Goyal, 1986;Winters, Jr. et al., 198Tn the UK, patients with Barrett's
oesophagus have a 1% per annum risk of develogsgphageal adenocarcinoma
[Jankowski et al., 2002]. The relative risk of deping adenocarcinoma of the
oesophagus in patients with Barrett’s is greatan tBO times that of the population in
general [Van der Veen et al., 1989;Spechler andaG4986]. It has been suggested
that the risk of cancer in patients with Barrett&ssophagus is significantly greater than
in patients with longstanding heartburn in the abseof Barrett’'s [Solaymani-Dodaran
et al., 2004]. Itis not clear however, whethenot the development of Barrett’s
oesophagus provides the link between reflux anglas@. A systematic review of the
literature has shown that around 5% of patientk w&sophageal adenocarcinoma had
pre-operative Barrett's oesophagus [Dulai et &02. Furthermore, in Scotland, only
14% of oesophageal adenocarcinomas occur in paipeaviously known to have
Barrett's oesophagus [ISD Scotland, 2005]. An eission between reflux disease and
cancers of the gastro-oesophageal junction hadakso demonstrated but with lesser

magnitude [Velanovich et al., 2002;Lagergren et1l&99a].

1.2.4 Helicobacter pylori

The generally accepted model of carcinogenesigastrig cancer is thought to
result from a continuum of changes from chronic-atmphic gastritis, multi-focal
atrophy, intestinal metaplasia, dysplasia and resipl[Correa et al., 1975]. A number
of studies have shown there to be a relationshiwd®en Helicobacter pylori (H-pylori)
and an increased risk of developing gastric caandrin addition, the World Health
Organisation and the International Agency for Resean Cancer has stated that there

is now sufficient evidence to classify H pyloriaslass | carcinogen [Forman et al.,
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1991;Parsonnet et al., 1991;Huang et al., 1998]edd in a study following over 1500
patients who underwent endoscopy and testing fpyldri, 36 patients in the H-pylori
group developed gastric cancer compared with notieei H-pylori negative group
[Uemura et al., 2001]Eslick and co-workers performed a meta-analysi abhort

and 34 case-control studies and concluded thatletiponveyed a doubling of the risk
of gastric cancer [Eslick et al., 1999]. SimilafBanesh and colleagues and Xue and
co-workers, demonstrated a 2-3 times increasedfiglastric cancer associated with H-
pylori [Danesh, 1999;Xue et al., 2001]. In Westpopulations, gastric cancer is
mainly associated with infection by cytotoxin-agated gene A (cagA) strains of the
organism [Ekstrom et al., 2001]. Huang and co-wmskperformed a meta-analysis of
case-controlled studies (2284 cases and 2770 ¢®nimgestigating the relationship
between H-pylori (in particular the cag A straimdahe risk of gastric cancer. In
concordance with the above studies, they calcukii@dinfection with H-pylori
increased the risk of gastric cancer between 23dot.

Although H-pylori infection is strongly associateth gastric cancer, the exact
mechanism by which it facilitates malignant tramsfation is not clear. It is felt to be
multi-factorial, with the combination of infection,permissive environment and genetic
host susceptibility required [Egan et al., 2007;Awa and El Omar, 2008]. With
regards to host susceptibility, polymorphisms i ithiterleukin Igene (a pro-
inflammatory cytokine), appear to be pivotal in anting the host inflammatory
response to infection with H-pylori [Noach et 4994] and furthermore, certain
interleukin 1 alleles are associated with an ineedaisk of gastric cancer [El Omar et
al., 2000;El Omar et al., 2003;Machado et al., 2003

The association between H-Pylori infection and jiomal carcinomas however

is not clear. The above studies demonstratedraithénk or insufficient data to
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analyse [Huang et al., 2003;Eslick et al., 1999#34mn 1999]. It has been shown
however, that there is a reduced risk of oesophagiemocarcinoma among individuals
with Helicobacter pylori infection in the stomachtlan increased level of oesophageal

squamous cancer [Ye et al., 2004;Chow et al., 1]998a

1.2.5 Lifestyle factors and risk of gastro-oeso@@gancer

It has long been recognised that tobacco smokiagisk factor for oro-
pharyngeal and oesophageal squamous cancers, diicarelationship between tar
yield and risk of developing cancer having been alestrated [Brown et al.,
2001;Gallus et al., 2003]. The risk of developangastro-oesophageal junction tumour
or a gastric adeno-carcinoma, is also increasddsmiioking, albeit to a lesser extent
[Engel et al., 2003]. However, whether there caasal relationship between smoking
and oesophageal adenocarcinoma is not clear [Leayeeq al., 2000a;Engel et al.,
2003].

Similar to smoking, oesophageal squamous canatrasgly associated with
heavy alcohol consumption [Bagnardi et al., 200hHeed in a large case-control study
of American men, the combination of smoking andvigedcohol intake, along with
lower social class and poor intake of fruit andetagles, accounted for almost all
(98%) of oesophageal squamous tumours [Brown ,e2@0D1]. In contrast however,
alcohol consumption does not appear to be a righifdor adenocarcinoma of the
oesophagus or gastro-oesophageal junction [Gamiredn &997;Lagergren et al.,
2000a;Engel et al., 2003].

The exact nature of the relationship between diatdake and gastro-

oesophageal cancer is not clear. A large populdiased survey showed that, diets
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with a high plant-based content are associated lattir risk than diets with a high
intake of animal-based food [Mayne et al., 2004].high fibre diet has been shown to
decrease the risk of oesophageal squamous caiayad et al., 2001]. The link
however, appears to be stronger in oesophageabeal®@moma and adenocarcinoma of
the gastric cardia. Zhang and colleagues perforrsaspital based case-control study,
over a two year period in patients with cancerthefgastric cardia and oesophageal
adenocarcinomas. They found that the risk of cawes significantly associated with
an increased intake of dietary calories and fataaddcreased risk of cancer was
associated increased dietary intake of fibre [Zhetra)., 1997]. Similarly, Terry and
co-workers performed a large population based castrol study and found that a high
intake of cereal fibre was associated with a sigaiftly reduced the risk of
adenocarcinoma of the gastric cardia and (to @itesdent) oesophageal carcinoma
[Terry et al., 2001]. People with diets rich inarmin C, vitamin E and beta carotene are
associated with reduced risk of oesophageal andgaancers [Ekstrom et al.,
2000;Terry et al., 2000;Serafini et al., 2002].eBiwith poor fruit and vegetable intake
have been associated with oesophageal cancer WSAdEngel et al., 2003] and
gastric cancer in Brazil [Nishimoto et al., 2002].

The ingestion of nitrates and an increased rigfastro-oesophageal cancer has
also been reported. Nitrates are ingested vikidignwater, processed foods, cured
meats and smoking, are transformed by gastriciatachitric oxide and in chronic
inflammatory conditions, nitrosating agents arerpx@duced [Bartsch and
Spiegelhalder, 1996;Tricker, 1997]. Overall howetee relationship between nitrates
and gastro-oesophageal cancer is not clear, wilsaociation with the development of
gastric cancer but insufficient evidence with reigaio oesophageal cancer [Jakszyn and

Gonzalez, 2006].
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Increasing body mass index (BMI) is associated aittenhanced risk of
oesophageal adenocarcinoma and carcinoma of tplwego-gastric junction. Chow
and colleagues performed a population based cageststudy in the USA. They
demonstrated that the risk of adenocarcinoma ob#sephagus or gastro-oesophageal
junction was associated with a increasing BMI [Chetval., 1998b]. They found no
correlation, however between increasing BMI andbpbageal squamous cancers or
distal gastric cancers. Lagergren and colleagna$asly found a direct relationship
between increasing BMI and the risk of developiegaphageal and gastric cardia
adenocarcinoma, in a Swedish population based $tagdyergren et al., 1999b]. Again
they found no association of high BMI with gastancer or with squamous cancer of
the oesophagus.

More recently the link between obesity and the okkancer death was studied
in a cohort of over 900,000 patients in the USAllEat al., 2003]. They found that
increasing BMI was associated with an increasddafiigjastric and oesophageal cancer.
It is known that adipocytes are important in theduction of pro-inflammatory
cytokines. It may be therefore, that obesity pdesgia direct link between chronic

systemic inflammation and the development of cancer

1.3 Presentation of gastro-oesophageal cancer

Clinical diagnosis of patients with gastro-oeso@@gancer is recognised to be
difficult, with correlation of symptoms with endaguc findings known to be poor
[Adang et al., 1996]. In an American study of a#in,000 patients undergoing
endoscopy for dyspepsia, they found that age amgpyms were not effective

predictors of endoscopic findings [Wallace et2001]. However, there are several
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“alarm symptoms”, that have been associated wehdthgnosis of gastro-oesophageal
cancer; dysphagia, weight loss and age >55 [Kapbalk., 2005]. These alarm
symptoms can help to differentiate between patientts significant organic pathology
and those without [Numans et al., 2001]. Indeedhe study by Kapoor and
colleagues, if alarm symptoms were used to idetiifbge patients most likely to have
cancer, 92% of patients with underlying cancersld/bave been appropriately
identified [Kapoor et al., 2005].

In contrast, patients presenting with uncomplidatgspeptic symptoms have
been shown to be at low risk of underlying malignajGillen and McColl, 1999]. In a
UK study of patients with gastric cancer from agingeographical area over a seven
year period, only one patient out of 319 diagnos#hl cancer, presented with

uncomplicated dyspepsia, under the age of 55 [@es al., 1997].

1.4 Diagnosis of gastro-oesophageal cancer

1.4.1 Upper Gl Endoscopy

The most commonly used diagnostic tool in gastreephageal cancer, is

endoscopy [ISD Scotland, 2005]. Oesophago-GastredBnoscopy (OGD) is safe and

has the advantage over a Barium swallow or meai itltan provide a histological

diagnosis, accurate tumour mapping and avoidsirapiadiation [Graham et al.,

1982;Abbas et al., 2004].
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1.4.2 Barium Swallow/Meal

Barium radiology is also sensitive for the diagsasi gastro-oesophageal
cancer. lIts advantages are, that it avoids arsinegrocedure and the use of sedation,
with its associated (although albeit rare) morpidibd mortality [ISD Scotland,
2005;Abbas et al., 2004]. However, pre-malignanat early cancers, identifiable on
endoscopy, may not be identified on barium x-ray$ endoscopy is therefore the
investigation of choice in patients with suspeadadtro-oesophageal cancer [Dooley et

al., 1984].

15 Staging of gastro-oesophageal cancer

Accurate staging of disease is important for a nemalb reasons:
* It aids in the selection and planning of appropria¢atment.
» It provides an indication of prognosis.
e It permits standardised evaluation of results aaatment.

» Facilitates exchange of information between centres

The staging system used most commonly in the WeStarld is the UICC
Tumour, Nodes Metastasis (TNM) classification, [fBamnd Wittekind C, 1997].
Tables 1.1 and 1.2

It is important to differentiate between clinicaldapathological staging.

Clinical TNM staging (cTNM) is made on pre-treatrhéndings and is therefore based

on the assessment of CT, laparoscopy and Endosdtipasound (EUS) findings.

36



Pathological staging (pTNM) is based on the obyectissessment of the resected

specimen. This information is therefore only aadalié following surgery.
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Table 1.1 TNM staging in oesophageal cancer
Primary tumour (T)

T1 Invades lamina propria or submucosa
T2 Tumour invades muscularis propria

T3 Tumour invades adventitia

T4  Tumour invades adjacent structures

Regional lymph nodes (N)

NO  No regional lymph node metastasis
N1  Regional lymph node metastasis

Distant metastasis (M)
MO No distant metastasis

Mla
M1b Distant metastasis

For tumours in the lower thoracic oesophagus: &ioours in the upper thoracic
oesophagus:

Mla Metastasis in ceoliac lymph nodes Mla Metasta cervical
lymph nodes

M1lb Other distant metastasis M1b Other distaetiastasis

For tumours in the mid thoracic oesophagus:

Mla N/A
M1b Non-regional lymph node or other distant migisis

Stage grouping

I T1 NO MO
lla T2 NO MO
lla T3 NO MO
b T1 N1 MO
lIb T2 N1 MO
11 T3 N1 MO
[l T4 Any N MO
v Any T Any N M1
IVa AnyT Any N Mla
IVb  AnyT Any N M1b
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Table 1.2 TNM staging in gastric cancer
Primary tumour (T)

T1 Invades lamina propria or submucosa

T2 Tumour invades muscularis propria or sub-serosa

T3 Tumour penetrates serosa without invasion of adjasteuctures
T4  Tumour invades adjacent structures

Regional lymph nodes (N)

NO  No regional lymph node metastasis

N1 Metastasis in 1 to 6 regional lymph nodes

N2  Metastasis in 7 to 15 regional lymph nodes

N3 Metastasis in more than 15 regional lymph nodes
Distant metastasis (M)

MO  No distant metastasis

M1 Distant metastasis

Note: Involvement of retro-pancreatic, mesentenid para-aortic lymph nodes, are
classified as distant metastasis.

Stage grouping

la T1 NO MO
b T1 N1 MO
b T2 NO MO
[ T1 N2 MO
[ T2 N1 MO
[ T3 NO MO
la T2 N2 MO
lla T3 N1 MO
lla T4 NO MO
b T3 N2 MO
vV T4 N1,2,3 MO
vV T1,2,3 N3 MO
IV AnyT Any N M
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There are a number of modalities currently usestdge patients with gastro-

oesophageal cancer and are usually used in condrnat

1.5.1 Computerised Tomography (CT)

CT is the most commonly used staging investigatigmatients with gastro-
oesophageal cancer [ISD Scotland, 2005]. It isiia@&te in detecting distant metastasis
but has been shown to be relatively poor in assg¢be T and N components of
disease stage [Blackshaw et al., 2003]. In a stfid¥)8 consecutive patients
undergoing gastrectomy for gastric cancer, pathcédd and N stage was compared
with CT assessed stage. CT correctly assessed N atage in 43% and 51% of

patients respectively [Ziegler et al., 1993].

1.5.2 Endoscopic Ultrasound (EUS)

EUS has been demonstrated to increase the acanfradcgnd N staging over CT
scanning [Kelly et al., 2001]. In addition, thendaination of EUS and fine needle
aspiration (FNA) cytology of distant nodes has b&eown to improve staging accuracy
compared to CT and EUS alone [Vazquez-Sequeirals, &003]. In the recent Scottish
Audit of Gastro-Oesophageal Cancer (SAGOC) howdsd was performed in 3% of

patients overall [ISD Scotland, 2005].

1.5.3 Laparoscopy
CT scanning is not sensitive in the diagnosis oitpeeal metastasis and the use

of laparoscopy has therefore been shown to impcbrieal staging, demonstrate
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inoperable disease and subsequently reduce trdemm of attempted resection, in
patients with inoperable gastric cancers or canukttse oesophago-gastric junction
[Clements et al., 2004;Blackshaw et al., 2003]a btudy of 244 patients with tumours
of the stomach or oesophagus, laparoscopy demtetsireoperable disease in 93
[Molloy et al., 1995]. Blackshaw and co-workersamined the accuracy of
laparoscopy in 258 consecutive patients with gastincer. They found evidence of
metastatic disease in 21 patients at laparoscopyhom CT scanning had shown no
evidence of widespread disease [Blackshaw et@D3]2

The importance prognostically of free peritoneahtwr cells using cytology of
lavage fluid, is however more controversial. Bryand co-workers demonstrated a
statistically significant difference in survivaltheen the cytology +ve and —ve patients,
with a median survival of 122 and 378 days respelgt[Bryan et al., 2001]. In
addition, in a study of 371 patients undergoing@céen for gastric cancer, cytology
+ve washings were found to be independently assatisith a poorer survival; median
survival 14.8 vs 98.5 months [Bentrem et al., 2005]

A separate study by Wilkiemeyer and colleagues ewm a smaller cohort,
found that no additional prognostic information veasferred by the addition of
cytology and no clinically stage Il patients wengstaged by cytology [Wilkiemeyer et

al., 2004].

1.5.4 Pathological Stage

Pathological tumour stage (pTNM) has been condigtéound to be the most
important predictor of survival following resectifor gastro-oesophageal cancer [Lerut

et al., 2004;Barchielli et al., 2001]. Althougletpathological T category has been
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shown to be independently associated with survivithin the TNM system, the
presence of metastatic tumour in lymph nodes has bleown to be of primary
importance [Karpeh et al., 2000]. In particul&e tatio of involved nodes, to resected
nodes has been demonstrated to better predicivauthian positivity of nodes alone

[Roder et al., 1994;Siewert et al., 1998].

1.6 Treatment of gastro-oesophageal cancer

The treatment strategy for patients with gastrapbageal cancer is dependent on
TNM stage, the presence of co-morbid disease atehpavishes. Patients can be

classified using the above criteria into operaloi@ moperable groups.

1.6.1 Treatment of operable gastro-oesophageaécanc

Surgery confers the greatest chance of long-tema and has the aim of
achieving the complete removal of macroscopic amascopic tumour (RO resection).
It is however associated with significant morbidatyd in the UK, mortality rates for
oesophago-gastric resections are approximately[Ey#et al., 2001;McCulloch et al.,
2003;ISD Scotland, 2005]. Mortality and the extentadicality of the surgery
involved is therefore a subject of debate.

In gastric cancer, it has been suggested, thatieatgD2) resection may be
associated with increased morbidity and mortalitgh no benefit in long-term survival
[McCulloch et al., 2004]. However there is somelewnce that radical

lymphadenectomy is associated with improved lomgrtgurvival [Marubini et al.,
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2002]. In arandomised trial in the UK, D2 gastoety was shown to increase 5 year
survival compared to D1 gastrectomy, on multivariatalysis [Edwards et al., 2004].

In oesophageal cancer, extensive lymphadenectofeit it® improve survival,
with the ratio of involved to resected nodes arepehdent prognostic factor
[Tachibana et al., 2000;Roder et al., 1994]. Hoavekiere are no randomised, control
trials comparing limited to radical lymphadenectoamg survival.

The use of neoadjuvant chemotherapy/ chemo-radagilyen patients with
gastro-oesophageal cancer is controversial. ThE€ I@E 02 study demonstrated a
median survival benefit of 3 months (16 months carag to 13 months) in patients
with oesophageal cancer treated with pre-operatsmatin and 5- Fluorouracil (5FU),
compared with surgery alone [MRC Oesophageal camogking group, 2002]. A
further randomised- controlled trial of patient¢lwsquamous and adenocarcinomas of
the oesophagus however, found no survival bendtit adjuvant chemotherapy [Kelsen
et al., 1998].

A meta-analysis of studies investigating the useeaf-adjuvent chemo-
radiotherapy compared with surgery alone in pasienth oesophageal cancer, found
that 3 year survival was superior in the group ikeeg neo-adjuvent chemo-
radiotherapy [Urschel and Vasan, 2003]. Howevely one trial in the meta-analysis
demonstrated a statistically significant differentsurvival and there was significant
morbidity associated with neo-adjuvent treatment.

The use of adjuvant or post-operative chemotherapgtients with
oesophageal cancer, has been shown not to confasuarival benefit [Lehnert, 1999].
In addition, it is associated with increased mdastal

In patients with gastric cancer, a meta-analysssdegmonstrated no survival

benefit comparing surgery alone, with neo-adjuatremotherapy [Janunger et al.,
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2002]. However, the use of chemotherapy as adjuMapost operative treatment in
patients with gastric cancer, may confer a sunalantage, particularly in node

positive patients [Janunger et al., 2002].

1.6.2 Treatment of inoperable gastro-oesophageakeca

The majority of patients presenting with gastroeg@sgeal cancer, have
advanced, inoperable disease and are therefotedredh palliative intent [ISD

Scotland, 2005].

1.6.2.1 Chemo-radiotherapy

Combined chemo-radiotherapy and radiotherapy alcarepe used as curative
treatment for oesophageal adenocarcinomas and sggasancers but more commonly
they are used with palliative intent [Okawa et 8889;Allum et al., 2002]. Combined
chemo-radiotherapy has been shown to be superradiotherapy alone in overall
survival but this is, however not without the rigksignificant side effects. In a
randomised controlled trial, the five year survivathe group treated with radiotherapy
and concomitant chemotherapy was 14%, comparedO&tim the radiotherapy group.
However, the incidence of severe toxicity and &ffects were significantly higher in
the combined group, with life-threatening toxiaiy10% and 2% of patients in the
combined chemo-radiotherapy and radiotherapy ajooeps respectively [Cooper et
al., 1999]. Radiation treatment alone is assediatith low morbidity and mortality
and can provide symptomatic relief from dysphadiawever, systemic disease

recurrence is not uncommon [Ask et al., 2003].
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A recent meta-analysis of palliative chemotherapgastric cancer has
demonstrated a survival benefit of between 3 too@ths [Janunger et al., 2002] .
Whilst such palliative treatment may confer a sreativival advantage over best
supportive care, it's primary aim is the reliefsyginptoms [Pyrhonen et al., 1995;Murad

et al., 1993;Enzinger et al., 1999].

1.6.2.2Endoscopic Palliation

Insertion of stents for control of malignant dysgiaas a common method of
endoscopic palliation. Partially covered metahttgecompared with uncovered stents,
provide the best symptom control and lowest comaibn rate [Vakil et al., 2001].

Ablative therapy with laser is an alternative modlendoscopic palliation. In a
randomised controlled trial of stenting versusiddkerapy in patients with oesophageal
cancer or cancers of the gastro-oesophageal jundéiser therapy was associated with
improved survival compared with stenting and mayvsihe decline in quality of life
[Dallal et al., 2001].

A randomised control trial comparing Photodynamieapy (PDT) and laser in
218 patients, has shown PDT to be as efficaciolssas therapy in symptomatic
control of dysphagia [Lightdale et al., 1995]. Tiheidence of minor complications due
to photosensitivity in PDT, is significantly greatban the incidence of complications

with laser therapy. However perforation due te@tas associated with mortality.
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1.7 Pathological determinants of survival in patiets with gastro-oesophageal

cancer

Although there is a wide geographical variatiorera survival in patients with
gastro-oesophageal cancer is comparatively péar. oesophageal cancer in Europe,
overall five year survival is 10% [Sant et al., 3D@nd in America similar survival was
found, with 15.6% of patients living 5 years [SEERO04]. Locally, in Scotland the 5
year survival is similarly poor with only 10% of mand 13% of women surviving 5
years [ISD, 2004].

In gastric cancer, overall survival was greatentfuat oesophageal cancer. In
Europe and in America similar survival was founihv23.9% of patients living 5
years [Sant et al., 2003;SEER, 2004]. Locallyentfand, survival is poorer with only

13% of men and 18% of women surviving five yea8]) 2004].

1.7.1 Established tumour associated determinargarefval

As discussed in chapter 1.7.4, a number of criteaiged on the resected
specimen predict long-term survival in patientsengding potentially curative surgery.
Increasing pTNM stage, the presence of lymph noe@astasis (in particular the ratio of
involved nodes to the total number of nodes remaretlidentified), positive resection
margins (R1 resection) and poorly differentiatetidurs are associated with poorer
survival [Siewert et al., 1998;Roder et al., 19yt al., 1989;Robey-Cafferty et al.,
1991;Khan et al., 2004]. However, some patienth f@vourable, conventional
prognostic markers unfortunately still have a pagtcome and the identification of

alternative prognostic markers would therefore beoasiderable benefit.
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1.7.2 Tumour proliferation

Ki67 is a large protein, which undergoes phospladiygh and dephosphorylation
during mitosis. It is known to be important inlgaloliferation but its exact function is
unclear [Duchrow et al., 2003;Schluter et al., 2888 Callum and Hall, 2000].

Despite the lack of clarity over its function, Kiéas been shown to have prognostic
value in a variety of tumours. In breast canceparticular, there have been a number
of studies which have demonstrated a link betwagim proliferative activity (as
measured by Ki67) and poor survival [Locker et E992;Beck et al., 1995;Chang et al.,
1999]. Ki67 has also been shown to be of progoaestiue in lung tumours and brain
tumours [Pence et al., 1993;Harpole, Jr. et aB57\¥akimoto et al., 1996;Ellison et al.,
1995]. However, in colorectal cancer the relatiopdetween ki67 and survival is
inconsistent, with some studies indicating thahfg67 expression is associated with
poor prognosis and other studies suggesting theecsa is true [Palmqvist et al.,
1999;Saleh et al., 1999;Kimura et al., 2000].

In patients with oesophageal cancer, high Ki67 esgion has been associated
with the progression from dysplasia to neoplas@K@&wski et al., 1995;Xu et al.,
2002;Kerkhof et al., 2008]. In addition, in a stuaf 56 patients with either squamous
or adenocarcinoma of the oesophagus undergoingahadmotherapy, increased
expression of Ki67 was associated with greater tumesponse [Ressiot et al., 2008].
This is in keeping with studies in patients withorectal cancer, wher@mours with a
high proliferative activity are more likely to respd to chemotherapy [Allegra et al.,
2002;Allegra et al., 2003;Garrity et al., 2004]

The data regarding tumour proliferation and suvivgatients with gastric

cancer is sparse. In a study of 122 Arab patwmittsgastric cancer, high tumour
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proliferation (as measured by Ki67) was associatigll p53 over-expression [Al
Moundhri et al., 2005]. Ki67 however, was not addpendent prognostic factor.

In a separate study analysing cell proliferatiod apoptosis in patients with gastric
cancer and intestinal metaplasia, increased pratita rate was found in patients with
cancer, compared to metaplasia [Forones et al5]20this was a study however, with
22 patients in each group.

Tenderenda et al, analysed tissue from 58 patigmbshad undergone radical
gastrectomy for adenocarcinoma [Tenderenda 2@01]. They investigated the
relationship between micro-vessel density and turpoaliferation (as measured by
Ki67), p53 expression and tumour stage, type aadegr There was however, no

significant relationship between Ki67 and the otvamables.

1.8 Host determinants of survival

It has long been recognized that disease progressicancer patients is not
solely determined by intrinsic properties of tumoals but also by the host response.
At present however, decision making regarding tloeation of treatment in patients
with gastro-oesophageal cancer is predominatelgdas tumour factors along with,
patient selection based on co-morbidity and peréme status. Poor performance
status has been shown to predict a poor outcompatients with advanced gastric and
oesophageal disease [Polee et al., 2003;Yoshala €004;Chau et al., 2004]. The
assessment of performance status is however siigje¢tor example, significant
differences in the assessment of performance staltesbeen reported between
oncologists, nurses and patients, oncologists @mgnost optimistic in their

assessment and patients the least [Ando M, 2084 ]a result there is continuing
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interest in the development of objective and repoilnle prognostic scores, which
better reflect clinical outcome in patients withvadced cancer. [Bennett and Ryall,

2000;Sloan et al., 2001].

1.8.1 Host Immune response

The purpose of the host immune response is to pteviection or tissue
destruction. The way this is achieved is subdidideoadly into two categories; innate
and adaptive immunity. The innate immune systemative immunity is non-specific
defence against microbes and is present befonefaction takes place. Adaptive
iImmunity or specific immunity, in contrast, is stitated by microbes or antigens and
takes time to become effective. The tumour-hostume interaction is complex and
not fully understood.

The main components of the innate immune systemlagocytic cells, such as
neutrophils, natural killer cells and macrophages the complement proteins.
Infection by a microbe stimulates the acute inflaatony response, with mobilisation of

initially neutrophils, and subsequently macrophageengulf and destroy the microbes.
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Figure 1.2

Innate and adaptive immunity (Abbas, 2005
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The adaptive immune system its can be divided into two categories; ¢
mediated immunity and humoral immunity. Cell meégliaeimmunity is responsible fi
defence against intracellular microbes and is otiett by T lymphocytes from tr
Thymus. Humoral immunity, in contrast, is rensible for defence again

extracellular pathogens and is controlled by B liiogytes, from bone marrow
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Figure 1.3

Humoral and cell-mediated immunity (Abbas, 2005).
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1.8.2 Local inflammatory response in patients with ge-oesophageal canc

Since Virchow first observed leucocyte infiltratiohtumours, it has bee
recognised that the local inflammatory respongeysto the development of a varie
of tumourgO'Byrne and Dalgleish, 20C. It is known now, that the immune systen
able to recognise tumour antigens and local iafilbn of tumours by leucocytes may
associated with improved surviy[Brigati et al., 2002]

In gastric cancer, it has been shown that, proredifeucocte infiltration of the

tumour, on haematoxylin and eosin staining of sestiis associated with improv
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survival [Ma et al., 1994]. The specific inflamroat cell subtype involved however, is
not clear. Schumacher and colleagues examinedsecuotive series of 70 resected
oesophageal squamous and adenocarcinomas for @D&tion. They found that
increased local infiltration of tumour with CD8 lyinocytes was associated with

improved survival on multivariate analysis [Schuimercet al., 2001].

1.8.2.1 Macrophages

The relationship between tumour associated macggsh@ AM) and survival is
not clear and this in part, may be due to thetfamt macrophages have both pro-
angiogenic and anti-angiogenic properties [Mantoeaal., 1992;Brigati et al., 2002].
The angiogenic properties of macrophages are sacptaltheir ability to stimulate
production of proangiogenic cytokines, such as wias@ndothelial growth factor
(VEGF), IL-8 and tumour necrosis factor (TNF), whigre known to be crucial in
cancer angiogenesis [Carmeliet and Jain, 200@re&sed infiltration of cancers by
TAM has therefore been shown to be associatedpwitih cancer specific survival in a
number of tumour types, including breast, cervacad malignant melanoma [Leek et
al., 1996;Torisu et al., 2000;Salvesen and Aksl&R9].

In contrast, increased macrophage infiltrationuofidur has also been associated
with improved survival [Shimura et al., 2000;Pupale 1996]. This may be as a result
of increased stimulation of production of angiastaytokines by macrophages, such as
IL-12 and IL-18 [Tsung et al., 2002;Belardelli aRerrantini, 2002;Coughlin et al.,
1998].

There are no reported studies analysing the relstiip between macrophage

infiltration of oesophageal cancer and survivaicréased infiltration of tumour
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associated macrophages (CD68) to cancer nesteallbeen shown to be associated
with improved survival however in gastric cancehf© et al., 2003]. Ohno and
colleagues examined the relationship between tumssociated macrophages and
survival, in 84 patients who had undergone resedbo T2 and T3 adenocarcinoma.
They found, that increased TAM in the cancer nebs evas associated with improved

survival on multi-variate analysis.

1.8.3 Systemic Inflammatory response

Inflammation is the generic, physiological respottseell injury or damage. It
can be activated by a number of stimuli, includimigction, trauma, malignancy or
hypersensitivity reactions. Its role is not fuligderstood but is thought to be to restore
tissue function. Changes distant from the logad@us to inflammation, often
accompany the local inflammatory reaction and altetd be mediated by cytokines and
in particular, interleukin-6 [Heinrich et al., 1990These changes include neuro-
endocrine, haemopoietic, metabolic and hepatic @inemon and this cascade of
changes is referred to as the “acute phase respbabkke 1.3. The concentration of a
number of plasma proteins rise or fall significgrat part of the acute phase response
and they are accordingly named “acute-phase psitfabay and Kushner, 1999].
However, it has been shown that a persistent regpisrseen in many patients,
including those with malignant disease. It hasdftee been suggested that the term
“systemic inflammatory response” is used to refteetsometimes chronic nature of the

systemic response to inflammation.
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Neuroendocrine changes
Fever, somnolence, and anorexia
Increased secretion of corticotropin-releasingvune,
Decreased production of insulin-like growth fadtor
Increased adrenal secretion of catecholamines

Hematopoietic changes
Anemia of chronic disease
Leukocytosis
Thrombocytosis
Metabolic changes
Loss of muscle and negative nitrogen balance
Decreased gluconeogenesis
Increased hepatic lipogenesis
Increased lipolysis in adipose tissue
Decraesed lipoprotein lipase activity in muscld adipose tissue
Cachexia
Hepatic changes
Increased metallothionein, inducible nitric oxalathase,
tissue inhibitor of metalloproteinase-1
decreased phosphopyruvate carboxykinase activity

hypozincemia, hypoferremia, and hypercupremia
increased plasma retinol and glutathione concéotis

Table 1.3 Systemic changes associated with the gt#se response.

1.8.4 The acute phase proteins

To be described as an acute-phase protein, thensgmucentration must either
decrease or increase by at least 25% during inflatoy disorders [Morley and
Kushner, 1982]. A number of acute phase proteqtve ibeen identified (Table 1.4).
The magnitude and timing of their response howexaies greatly (figure 1.4). C-
reactive protein and amyloid A for example, exhébfast and significant response
compared to the slower and more sustained resmdrsptoglobin. The acute phase
proteins C-reactive protein and albumin are thevast commonly measured, due to

their well standardised assays and sensitivity.
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Table 1.4

The major acute-phase proteins

Protein Types Increased Decreased
Proteinase inhibitors | a-antitrypsin
Coagulation proteins| Fibrinogen
Prothrombin
Plasminogen
Factor VIII
Complement Proteins C1-5 Properdin
C56
Miscellaneous C-reactive protein | Albumin
Serum Amyloid A HDL
Haptoglobulin LDL

Caeruloplasmin
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Figure 1.4: Characteristic patterns of change asipla concentrations of some acute

phase proteins after a moderate inflammatory stisi(Gabay and Kushner,1999).
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1.8.4.1 C-reactive protein.

C-reactive protein is a non-specific, acute phaseem, was first described in
1930 and was named due to its ability to bind eo@hpolysaccharide in the
pneumococcal cell wall. It has been shown tovatdithe complement cascade, act as
an opsonin and bind to monocytes, stimulating ayroduction [Ballou and
Lozanski, 1992;Du Clos, 2000]. It is synthesisgdbpatocytes in response to pro-
inflammatory cytokines, such as, interleukin-1 (l),-interleukin-6 (IL-6) and tumour
necrosis factor alpha (TN&)[Du Clos, 2000]. The production of CRP increases
rapidly (approx 6h) following a single inflammatasymulus, reaching peak
concentrations at 48h, with a doubling rate of 8aghner et al., 1978]. Concentrations
greater than 200 mg/I can be measured within 24mafcute stimulus and can fall to
near normal within 2-3 days of cessation [Kolb-Bafeim, 1991]. The sensitivity and
rapid response of CRP to inflammation has leatibecoming a useful tool in the

monitoring of patients with inflammatory diseas@gefner et al., 2003].

1.8.4.2 Albumin

Albumin is the most abundant protein in plasmapaating for around half of
the hepatic protein production. Unlike C-reactivetein, albumin has a long plasma
half-life of around twenty days, compared with Xuts for C-reactive protein.
Albumin concentration is the standard, objectivecbemical factor used routinely in
clinical practice to assess nutritional statuslldwing stimulation of the systemic
inflammatory response, serum albumin concentratiaihs The mechanism of this fall

in patients with cancer however is complex, witlw Blbumin concentrations found
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secondary to a combination of poor nutritional ketand increased catabolism [Al
Shaiba et al., 2004;McMillan et al., 2001b].

Hypo-albuminaemia has been identified as an ind#g@rpredictor of survival in
resectable colon and rectal cancer [Heys et 208K], resectable and advanced breast
cancer [Heys et al., 1998a;Lis et al., 2003].

Lien et al investigated the relationship betweenqgerative serum albumin
concentration and survival in more than 300 pasi@midergoing resection for gastric
cancer. They found that an albumin concentratfon 86 g/dl was associated with
poorer survival independent of TNM stage and whebh&ot patients underwent
curative resection [Lien et al., 2004]. C-reactivetein concentration was however,

not measured in any of the above studies.

1.8.5 Systemic inflammatory response and survival

Survival, in patients with cancer is determinedaligomplex interaction of
tumour biology and the host response. Productignm@inflammatory cytokines,
whether by the tumour or the host, stimulates ¢ease of acute phase proteins,
including C-reactive protein [Tisdale, 1999;Barbkeagl., 2000]. This increased
production of acute phase proteins, leads to thewnption of amino acids and the
breakdown of host muscle is therefore requiredtdinue this supply of amino acids
[McMillan et al., 1998;Preston et al., 1998]. Chically increased production of acute
phase proteins may therefore contribute to theensble wasting and decline in
patients with advanced cancer. In addition tocdt@bolic effect of pro-inflammatory
cytokines, they may also influence survival by pobimg the growth of the tumour

[Abramovitch et al., 1999;Balkwill and MantovanD@1].
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An elevated systemic inflammatory response (aseenied by an increased C-
reactive protein concentration) has been founcetadsociated with a poor survival in
patients with a variety of cancers including thasth either operable or inoperable/
advanced disease. The bulk of this evidence psiients with colorectal cancer, where
increased C-reactive protein concentration is agsmtwith more advanced tumour
stage and decreased survival [McMillan et al., 188Zoe et al., 1998;1995;Wigmore
et al., 2001;Nielsen et al., 2000;Wigmore et 02 McMillan et al., 2003;Miki et al.,
2004]. However there is now evidence that an e¢éelvaystemic inflammatory response
predicts poor survival in most solid tumour typEghmoud and Rivera, 2002]. In both
operable and inoperable primary hepatico-pancredicary tumours, an elevated C-
reactive protein concentration predicts poor swahvjyamieson et al., 2005;Hashimoto
et al., 2005]. Similarly, In ovarian cancer [Kodaet al., 1999], renal cancer [Masuda
et al., 1998], bronchial cancer [Scott et al., 1G] breast cancer [Albuquerque et al.,
1995], increased C-reactive protein concentratpyeslicted poorer survival. In
addition, it has been shown that an elevated Ctxgagrotein and hypoalbuminaemia
may be combined to form a score, the Glasgow Pignscore (GPS), which has
prognostic value, independent of stage and perfocmatatus, in patients with

inoperable non-small cell lung cancer [Forrestl e2804;Forrest et al., 2003].

1.8.5.1 Systemic inflammatory response and survivgphtients with inoperable gastro-

oesophageal cancer.

There is little evidence in patients with inopeeabhstric or oesophageal cancer,
regarding the relationship between an elevateesystinflammatory response and
survival. An increased C-reactive protein conaian and hypo-albuminaemia, either

alone or in combination, have however been showddict decreased survival in a
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heterogeneous group of patients with advanced canctding gastric cancer
[McMillan et al., 2001a;0'Gorman et al., 2000]. drfurther study of 165 patients with
advanced cancer (66 with gastric cancer) medianvaliin the gastric cancer group
was 6.1, 3.1 and 1.6 months in patients with a GR% 1 and 2 respectively [Elahi et
al., 2004]. The relationship between an elevaystesic inflammatory response and
survival, has not to date been examined specii@alpatients with inoperable gastro-

oesophageal cancer.

1.8.5.2 Systemic inflammatory response and surwwvgphtients with operable gastro-

oesophageal cancer.

The relationship between the presence of an elé\tgemic inflammatory
response and poor outcome in patients with gasisoqgthageal cancer, has been
previously confirmed. Specifically, an elevateduse C-reactive protein concentration,
prior to surgery, has previously been shown to hagtependent prognostic value in
patients with resectable oesophageal cancer [Neizak, 2001;lkeda et al.,
2003;Shimada et al., 2003].

Nozoe and colleagues [Nozoe et al., 2001] analgé@dpatients with
oesophageal carcinoma (245 squamous cell carcinanths7 adenocarcinomas)
treated with surgery over a 7 year period. Thelract included patients receiving neo-
adjuvent therapy and also patients with T4 dise&sghty four patients had an elevated
C-reactive protein concentration (>5mg/l) and th&s associated with poorer survival
on multivariate analysis.

Ikeda et al [Ikeda et al., 2003], analysed 356gpasi with oesophageal
squamous carcinoma, over a 9 year period. Alep&iunderwent oesophagectomy,

with neo-adjuvent and adjuvant chemo/ radiotheigipgn to a subset of patients One
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hundred and forty nine patients had an elevatedaCtive protein concentration
(>5mg/l) and again this was associated with poaceaspecific survival. This study
also included patients with advanced disease.

Shimada and colleagues [Shimada et al., 2003] figated the relationship
between an elevated C-reactive protein concentrain survival in 150 patients
undergoing oesophagectomy. In this study all ptgibad squamous cell tumours,
received no pre-operative therapy and the cutesfbh elevated C-reactive protein
concentration was >10mg/l. Thirty five patientsifzm elevated C-reactive protein
concentration and on multivariate analysis, this again associated with poor survival.

Only one paper investigating the relationship betwpre-operative C-reactive
protein and survival in gastric cancer could banided from the literature, published
in 1983. De Mello et al looked at 100 patientdwgastric cancer and found that an
elevated C-reactive protein concentration > 20nweglls associated with more advanced
TNM stage and an increased likelihood of inopergitie Mello et al., 1983].

However C-reactive concentration protein, did moleipendently predict survival on
multivariate analysis. The relevance of this stbhdwever, in the context of current

staging and operative practice is questionable.
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1.9 Aims

The overall aim of the thesis was to examine titerirelationships between
local and systemic inflammatory responses and capaific survival, in patients with
gastro-oesophageal cancer.
More specifically:
To determine how markers of the systemic inflammatesponse might be used to
predict outcome, independent of tumour stage amer @tatient related factors, in
patients undergoing treatment for operable anddaraigle gastro-oesophageal cancer.
To examine the relationship between local and syistenflammatory responses and
outcome in patients undergoing potentially curatesection.
To examine how such information might be used engte-treatment clinical staging of

patients with gastro-oesophageal cancer
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CHAPTER 2: AN ELEVATED C-REACTIVE PROTEIN
CONCENTRATION, PRIOR TO SURGERY, PREDICTS POOR CANCER
SPECIFIC SURVIVAL IN PATIENTS UNDERGOING RESECTION FOR

GASTRO-OESOPHAGEAL CANCER

2.1 Introduction

In patients with gastro-oesophageal cancer, syigmifers the greatest chance
of long-term cure but is associated with appreeabbrbidity and mortality. As a
consequence, potentially curative surgery is camwig relatively infrequently. The
prognosis for patients who undergo potentially tiuearesection, is influenced by
various pathologic characteristics of the resetuetbur specimen. In particular,
residual tumour (R), lymph node status and the m@itpositive to total lymph nodes
sampled have been shown to have independent prtogxakie [Roder et al.,

1994;Siewert et al., 1998].

It is increasingly recognised that it is not orthe tintrinsic properties of tumour
cells which determine tumour spread but also thet idlammatory response [Balkwill
and Mantovani, 2001;Coussens and Werb, 2002]. ebhdéhe systemic inflammatory
response, as evidenced by elevated circulatingecarations of C-reactive protein, has
been shown to be a disease independent prognastar in a variety of tumours, when
resections are carried out with curative intent fMan et al., 2003;Jamieson et al.,
2005;Hilmy et al., 2005].

An elevated serum C-reactive protein concentratiomor to surgery, has

previously been shown to have independent progneatue in patients with resectable
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oesophageal cancer [Nozoe et al., 2001;lkeda et2803;Shimada et al., 2003].
However, some of these studies included patiernts mvetastatic disease at the time of
surgery and used variable C-reactive protein tloleésh To date, the prognostic value
of C-reactive protein has not been examined irep&iundergoing potentially curative
resection for gastric cancer.

The aim of the present study was to examine tlagioalship between clinico-
pathologic status, C-reactive protein concentratn@asured prior to surgery and cancer
specific survival, in patients selected for potalhficurative resection of gastro-

oesophageal cancer.

2.2 Patients and methods

2.2.1 Patients

Patients selected for potentially curative resectibgastro-oesophagezdncer
(between January 1996 and December 2004) and wha pee-operative measurement
of C-reactive protein were included in the stuéiar gastric cancers, TNM stage | to 1l
tumours were considered to be amenable to curstirgical resection. For
oesophageal cancers, TNM stage | to Il tumourslueing T4, were considered to be
amenable to curative surgical resection. Measuné&rad haemoglobin, white cell,
lymphocyte and platelet counts, albumin and C-reagirotein were carried out prior to
staging laparoscopy or surgery. All patients un@eit en-bloc resection with
lymphadenectomy (median 20, range 3-55 nodes exhechll patients were treated in
the upper Gl surgical unit at Glasgow Royal Infirgnand survived at least 30 days
following surgery. Patients undergoing neo-adjucd@emotherapy or radiotherapy

were excluded.
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Data for 1996-1998 (n= 16) were collected retrospely and that for 1999-2004 (n=
104) prospectively.
The study was approved by the Research Ethics Cueaaf Glasgow Royal

Infirmary.

2.2.2 Methods

The extent of tumour spread was recorded usind i stage. Tumours of
the gastro-oesophageal junction were further dladsaccording to site, using the
Siewert system [Siewert and Stein, 1998]; typed 2tesions of the gastro-
oesophageal junction were designated as cancéne oesophagus. Type 3 tumours of

the cardia were designated gastric cancers.

Routine pre-operative laboratory measurementshafmain and C-reactive
protein were carried out. The coefficient of vadatfor this method, over the range of
measurement, was less than 5% as established tayeroguality control procedures.
The limit of detection of the assay is a C-reacpivatein concentration of less than
5mg/l with the upper limit of normal values beingjOmg/l Based on previous work
[O'Gorman et al., 2000;McMillan et al., 2001a] ad€active protein concentration of
greater than 10mg/l was considered to indicatgthsence of a systemic inflammatory

response.
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2.2.3 Statistics

Data are presented as median and range. Compabstwsen groups of
patients were carried out using contingency tabiyasis () as appropriate.
Grouping of the laboratory variables haemoglobihitevcell, lymphocyte and platelet
counts, albumin and C-reactive protein, protein easied out using standard
thresholds [O'Gorman et al., 2000;McMillan et 2001a;lkeda et al., 2002;Maltoni et
al., 2005;Shen et al., 2005]. Survival (cancercsj@@ analysis of the group variables
was performed using the Cox proportional hazardehoBeaths up to the end of
February 2006 have been included in the analydigtivariate survival analysis,
including all covariates that were significant anivariate analysis, was performed
using a stepwise backward procedure to derivead firodel of the variables that had a
significant independent relationship with survived remove a variable from the
model, the corresponding P-value had to be grétader0.10. Analysis was performed

using SPSS software (SPSS Inc., Chicago, IL, USA).

2.3 Results

Baseline clinicopathological characteristics of plagients (n= 120) studied are
shown in Table 2.1. The majority of patients werae, under 65 years and had
adenocarcinoma. The majority of patients had Isedldisease with clear resection
margins and therefore underwent potentially cueasrgery (n= 99). Of the remaining
21 patients, 3 patients were found to have metasathshe time of surgery; 1 patient
with a small bowel deposit, 1 patient with a singter deposit and 1 patient with
metastatic disease affecting the terminal ileunafadimg colon. The remaining 18

patients had positive circumferential resectiongirer of the oesophagus (tumour
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<1mm from resection margin). No patients had peesiongitudinal margin

involvement.

The majority of patients had laboratory based megsimcluding haemoglobin,
white cell, lymphocyte and platelet counts, albumia C-reactive protein
concentrations in the normal range. Fifteen p&i€l3%) had an elevated circulating

C-reactive protein concentration (>10mg/l) priostogery.

During the follow-up period 60 (50%) patients di&8;of their disease. The
median follow-up of the survivors was 55 months1 Uivariate analysis, pTNM stage
(p<0.01), lymph node status (p<0.01), positiveotaltlymph node ratio (p<0.001) and
pre-operative C-reactive protein (p<0.001) weraisicantly associated with survival
(Table 2.1). On multivariate analysis of thesengigant variables, positive to total
lymph node ratio (HR 2.02, 95%CI 1.44-2.84, p<0,(gure 2.1) and pre-operative
C-reactive protein (HR 3.53, 95%CI 1.88-6.64, p€Q.,CFigure 2.2) retained

independent significance.

The pre-operative values of C-reactive proteinhat thresholds of >5mg/l and
>10mg/l were compared in multivariate survival gsa. In this analysis, the
prognostic significance of the threshold of >10n{gA40.013) was greater than >5mg/I
(p= 0.559).

The relationship between the presence of an eleévate-operative C-reactive
protein concentration and clinicopathological clktgastics are shown in Table 2.2.
There was no significant difference in age, semadur site, tumour type, pTNM stage,
presence of positive resection margins, lymph reidtis, positive to total lymph node
ratio, haemoglobin, white cell, lymphocyte and glet counts and albumin groupings

between the inflammatory and non-inflammatory gsoupiIn contrast, a greater
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proportion of patients had a lower haemoglobin (pSD and percentage lymphocyte
counts (p<0.001) in the elevated systemic inflanomyatesponse group.

The patient group with no evidence of a pre-opeeatiystemic inflammatory
response (C-reactive proteiri@mg/l) had a median survival of 79 months compared
with 19 months in the elevated systemic inflammatesponse group (p<0.001). The 1
and 2 year survival rates in the patient group with evidence of a pre-operative
systemic inflammatory response were 83% and 72%eotively compared with 67%

and 33% respectively in the elevated systemicnmfteatory response group.

2.4 Discussion

Surgical resection remains the best prospect fog kerm survival in patients
with gastro-oesophageal cancer. Currently, inepédi undergoing surgery, prognostic
factors are based on the pathological findings ftberresected tumour. However, this
means that the assessment of prognosis occursaafitejor operation with significant
morbidity and mortality. Therefore, it is of ingst that in the present study an elevated
circulating concentration of C-reactive protein Qrig/l) measured pre-operatively, was
associated with poor survival, independent of thth@logical positive to total lymph
node ratio or pTNM stage. In contrast, neither eama, leukocytosis,
lymphocytopaenia or thrombocytosis predicted swviin this group of patients
undergoing resection for gastro-oesophageal cancer.

There have been 3 previous studies from Japarhtha shown the prognostic
value of an elevated C-reactive protein concemnatn patients undergoing resection
for oesophageal cancer. However, in contrast with present study, they included
patients with primarily (>90%) squamous tumours @ et al.,, 2001;lkeda et al.,

2003;Shimada et al., 2003], patients receiving agjavant treatment [Nozoe et al.,
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2001;lkeda et al., 2003], patients who had advamiisehase prior to surgery [Nozoe et
al., 2001;lkeda et al., 2003], they used a threklioi C-reactive protein of >5mg/I
[Nozoe et al., 2001;lkeda et al., 2003] and thatpesto total lymph node ratio was not
assessed [Nozoe et al., 2001;lkeda et al., 2008 et al., 2003].

In contrast to the above studies the majority digpés in the present study had
adenocarcinoma, reflecting the prevailing typehia Western World. Also, only those
patients who underwent potentially curative resgcand did not receive neo-adjuvant
treatment were included in the present study. hese patients the positive to total
lymph node ratio was prognostic independent of #&vated C-reactive protein
concentration, prior to surgery.

Therefore, the results of the present study arsistant with C-reactive protein,
measured prior to surgery, having prognostic vaindependent of established
pathological criteria in patients with resectablesaphageal cancer [Nozoe et al.,
2001;lkeda et al., 2003;Shimada et al., 2003]. a&dwer, we have shown that an
elevated C-reactive protein concentration, priorstogery, is associated with poor
cancer specific survival in patients undergoingeptally curative resection for gastro-
oesophageal adenocarcinoma.

It was of interest that the threshold for C-reaztigrotein (>10mg/l) which we

established in previous studies in patients witstrgaintestinal cancer [O'Gorman et al.,
2000;McMillan et al., 2001a;McMillan et al., 2008ps superior to that (>5mg/l) used
in previous prognostic studies in oesophageal cajiezoe et al.,, 2001;lkeda et al.,
2003]. Moreover, compared with patients underggatentially curative resection for
colorectal cancer in the same institution [McMillat al., 2003], the proportion of
patients who had an elevated circulating conceatraif C-reactive protein (>10mg/l)

pre-operatively was lower in the present study (2928%). This probably reflects,
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given the increased morbidity and mortality asdedavith gastro-oesophageal surgery,
a more selective approach than that in colorecacer. The use of an elevated C-
reactive protein concentration as a poor progndatitor, in this highly selected cohort,
is therefore only relevant in 13% of cases.

Nevertheless, taken together these results showtility of C-reactive protein
in the pre-operative assessment of patients unogygmtentially curative surgery for
gastrointestinal cancer. Indeed, the combinatibpathological stage and C-reactive
protein has recently been used to improve the giiedi of outcome in patients who
underwent potentially curative resection for cotbaé cancer [Canna et al., 2004].

The basis of the independent relationship betweeslevated C-reactive protein
concentration and poor survival in gastro-oesopalacgncer is not clear. There are a
number of possible explanations. Firstly, thaebavated C-reactive protein identifies
those patients with an impaired T-lymphocytic resg® since poor infiltration of
gastrointestinal tumours appears to be associatedoaor outcome [Schumacher et al.,
2001;Ali et al., 2004] and an elevated C-reactikegin concentration has recently been
shown to be inversely associated with T-lymphosytleset infiltration [Canna et al.,
2005]. Indeed, in the present study an elevatedaCtive protein concentration was

associated with greater proportion of patients iglymphocytopenia.

An alternative explanation is that an elevated &:tige protein concentration
may identify those patients with a pro-angiogemeie®nment, since angiogenesis is
associated with poor outcome in patients with gastestinal tumours [Tanigawa et al.,
1997;Fondevila et al., 2004] and circulating coniions of vascular endothelial
growth factor are directly associated with C-reactprotein [Xavier et al., 2006].

Clearly, both these mechanisms may be related aothqgte unrestrained tumour
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growth and the dissemination required for the greatalignant potential associated

with an elevated C-reactive protein concentration.

This is a relatively small study in a single centred requires verification in
large cohorts in other centres. If an elevatede&ttive protein concentration is
confirmed to predict a poorer prognosis, it mayhee case that patients staged to have
potentially resectable gastro-oesophageal cane¢rayigh inflammatory profile pre-
operatively, should not undergo surgery as a sekdrhent. It may be that future trials
of neoadjuvant or adjuvant chemo-radiotherapy, adoutilise measurement of C-
reactive protein concentration as a selection raiteAlternatively, modulation of the
systemic inflammatory response may be a usefulogmprin these patients in the peri-

operative period.

In summary, the results of the present study inditdaat, in patients, selected to
undergo potentially curative resection for gastesaphageal cancer, the presence of an
elevated C-reactive protein concentration pre-apalg (>10mg/l) is an independent

predictor of poor cancer specific survival.
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Table 2.1. Characteristics of patients selectedf@otentially curative resection for

gastro-oesophageal cancer: Univariate survival amgsis

Age (<65/ 65-74/ ¥5 years)
Sex (m/ 1)

Tumour site
(Oesophageal/ gastric)
Tumour type
(adenocarcinoma/ squamous)
pTNM Stage (I/ Il/ 11/ 1V)
Resection margin RO/ R1
Lymph node status (-/ +)
Positive to total lymph
node ratio (0/ 8.2/ >0.2)
Haemoglobin

(>12/ <12 g/l)

White cell count

(<8.5/ 8.5-11.0/ >11.0 £0)
Lymphocyte percentage
(20-40/ 12-19.9/ 0-11.9%)
Platelets (<400/ 400 10/1)
Albumin (>35/ <35g/l)

C-reactive protein_(¥0/ >10mg/l)

Patients Hazard ratio (p-value)
(n=120) (95% CI)
60/ 47/ 13 1.34 (0.92-1.95) 0.132
80/ 40 1.18 (0.69-2.04) 0.543
60/ 60 1.28 (0.76-2.14)  0.358
100/ 20 1.24 (0.63-2.47)  0.530
32/35/49/ 4  1.59 (1532.21) 0.006
99/ 19 1.49 (0.79-2.83) 18.2
441 74 2.84 (1.49-5.41) 00Q.
44/ 41/ 33 2.03 (1.45-2.86) <0.001
95/ 23 1.42 (0.76-2.65)  0.267
79/ 30/ 9 1.05 (0.70-1.58)  0.800
97/ 17/ 4 1.38 (0.83-2.30) 0.211
110/ 7 0.69 (0.22-2.23) 0.541
117/ 2 0.96 (0.13-7.00) 0.970
105/ 15 3.51 (1.89-6.53) <0.001
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Table 2.2. The relationship between the presencé @ pre-operative systemic

inflammatory response and tumour characteristics ofjastro-oesophageal cancer.

Age (<65/ 65-74/ X5 years)
Sex (m/ 1)

Tumour site
(Oesophageal/ gastric)

Tumour type

(adenocarcinoma/ squamous)

pTNM Stage (I/ Il/ 11/ 1V)
Resection margin RO/ R1
Lymph node status (-/ +)
Positive to total lymph
node ratio (0/ 8.2/ >0.2)
Haemoglobin

(>12/ <12 g/l)

White cell count

(<8.5/ 8.5-11.0/ >11.0 £0)
Lymphocyte percentage
(20-40/ 12-19.9/ 0-11.9%)
Platelets (<400/400 10/1)
Albumin (>35/ <35g/l)

Survival (months)*

C-reactive protein C-reactive protein

<10mg/l (n=105) > 10mg/l (n= 15)

54/ 39/ 12

72/ 33

54/ 51

88/ 17

31/ 29/ 41/ 4

88/ 15

39/ 64

39/ 35/ 29

86/ 17

71/ 2517

90/ 11/ 2

96/ 6

102/ 2

79.2 (53.8-104.6)
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6/8/1

8/7

6/ 9

12/ 3

1/6/ &

11/ 4

5/ 10

5/6/ 4

9/ 6

8/ 5/ 2

7/ 6/ 2

14/ 1

15/0

19.4 (15.3493.

(p-value)

0.721

0.244

0.410

0.712

0.223

0.235

0.736

0.891

0.033

0.204

<0.001

0.905

0.590

<0.001
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Figure 2.1. The relationship between the positivi® total lymph node ratio (of
<0.2/ >0.2 from top to bottom) and cancer specifiausvival in patients undergoing

resection for gastro-oesophageal cancer.

74




CRP<10mg/

Cumulative survival
(6)]

21 CRP> 10ma/

0 12 24 36 48 60

Survival (months)

Figure 2.2. The relationship between the systeminflammatory response  (<10/
>10mg/l from top to bottom) and cancer specific swival in patients undergoing

resection for gastro-oesophageal cancer.
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CHAPTER 3: THE RELATIONSHIP BETWEEN THE SYSTEMIC
INFLAMMATORY RESPONSE, TUMOUR PROLIFERATIVE ACTIVIT Y,
LEUCOCYTE AND MACROPHAGE INFILTRATION AND SURVIVAL IN
PATIENTS SELECTED FOR POTENTIALLY CURATIVE RESECTIO N FOR

GASTRO-OESOPHAGEAL CANCER.

3.1 Introduction

A number of criteria based on the resected specpregtict long-term survival
in patients undergoing potentially curative surgerygastro-oesophageal cancer.
These include pTNM stage, lymph node metastasigg(iticular the ratio of involved
nodes to the total number of nodes removed andifeel), clear resection margins (RO
resection) and tumour differentiation [Siewert let 998;Roder et al., 1994;Shiu et al.,
1989;Robey-Cafferty et al., 1991;Khan et al., 2004]

High tumour proliferative activity has also beankkd with aggressive
malignancy [Rosenwald, 2004] and Ki-67, a nucleatgn associated with cell
division, expression has been associated with psorival in a number of tumours
[Brown and Gatter, 2002]. Few studies have exadthe relationship between Ki-67
expression and survival in patients with gastrospbageal cancer. Solcia and co-
workers [Solcia et al., 2009] reported that, in p@dients undergoing resection for
gastric cancer, increased Ki-67 expression wascagsd with poorer survival. Also, in
a study of patients with squamous and adenocar@rafrthe oesophagus undergoing
chemo-radiotherapy, increased expression of Ki-&3 associated with greater tumour

response [Ressiot et al., 2008].
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It is becoming increasingly clear that tumour agged inflammatory responses,
both local and systemic, are important indepenthatbrs in tumour progression and
metastases [McMillan, 2009;Colotta et al., 2009;Rogh and McMillan, 2010]. There
is evidence that in patients with gastro-oesopHageer, pronounced leucocyte
infiltration of the tumour, on haematoxylin and eostaining of sections, is associated
with improved survival [Ma et al., 1994]. Furthesre, the type, density, and location
of immune cells in gastro-oesophageal tumours nmayigle prognostic information,
independent of tumour staging [Lee et al., 2008Kkdgami et al., 2008;0hno et al.,
2003;Cho et al., 2003;Schumacher et al., 2001]].

Recently, Klintrup and coworkers simplified the mdbive assessment of the
tumour inflammatory infiltrate by including all wiei blood cell types and classifying
the inflammatory infiltrate as either low or highade [Klintrup et al., 2005]. They
showed that a high-grade inflammatory infiltratesvessociated with improved survival
in patients undergoing potentially curative resetof colorectal cancer. This approach
has been validated in a separate cohort of patiemisrgoing curative resection for
colorectal cancer [Roxburgh et al., 2009b;Roxbwegal., 2009a]. To date, the
prognostic value of this simple scoring systemrasbeen examined in patients
undergoing potentially curative resection for gastesophageal cancer.

In terms of systemic inflammation, there is now gewidence that a systemic
inflammatory response, as evidenced by elevatedlating concentrations of C-
reactive protein and hypoalbuminaemia and combimedsimple objective score
(Glasgow prognostic score, mGPS), is independastgpciated with poor cancer
specific survival in patients with operable gastesophageal cancer [Nozoe et al.,

2001;Shimada et al., 2003;lkeda et al., 2003;Goekal., 2006;Kobayashi et al., 2008].
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The aim of the present study was to examine tlagioalship between the
systemic inflammatory response, tumour prolifetetivity, leucocyte and
macrophage infiltration and survival in patientslergoing potentially curative

resection for gastro-oesophageal cancer.

3.2 Patients and methods

3.2.1 Patients

One hundred patients selected for potentially crgatsection of gastro-
oesophagealancer (between January 1996 and December 20849 upper Gl
surgical unit at Glasgow Royal Infirmary were stdli The patients studied were the
same as in Chapter 2. However, the availabilitggropriate blocks to make blank
sections for immune-staining limited the numbepafients to 100Patients who died
within 30 days of surgery and patients receiving-adjuvant chemotherapy were
excluded.

For gastric cancers, TNM stage | to Ill tumourseveonsidered amenable to
curative surgical resection. For oesophageal cant&lM stage | to Il tumours,
excluding T4, were considered amenable to curativgical resection. Tumours of the
gastro-oesophageal junction were further classd@mbrding to site, using the Siewert
system; type 1 and 2 lesions of the gastro-oes@athfgnction were regarded as
cancers of the oesophagus. Type 3 tumours ofdttkacwere designated gastric
cancers [Siewert et al., 1998].

The study was approved by the Research Ethics Cueaaf Glasgow Royal

Infirmary.
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3.2.2 Methods

Sections from a representative tumour block weite(4um) and mounted on
slides coated with aminopropyltriethoxysilane. t®ets were dewaxed and rehydrated
for immunohistochemistry of Ki67 (tumour proliferg index) and CD 68+ (tumour

associated macrophages).

3.2.2.1 Immunohistochemistry

Appropriate positive controls were included in eash. Negative controls were
omission of the primary antibody. Sections werenumostained using the peroxidise
based Envision technique (Dako, Cambridgeshire, TH® primary antibody for Ki-67
was mouse monoclonal antibody (Dako) at a dilutbri:500. The primary antibody

for CD68 was mouse monoclonal antibody (Dako) ditwion of 1:200

3.2.2.2 Morphometry

Ki-67

The percentages of Ki-67-reactive tumour cells wevaluated with a light
microscope at x 400 magnification (Figure 3.1). 18 x 10 square grid eyepiece
graticule was used and the percentage of Ki67 ikeacells counted over ten fields as
previously described [Going, 1994]. Only fieldsntaining tumour were counted and

any normal tissue on the slide was excluded fragratialysis.
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CD-68

Quantitive analysis of the tumour associated mdwagps (CD68) was
performed using a point counting method, with adman sampling technique (Figure
3.2). With this method the volume occupied by giwen component (volume density)
Is expressed as a percentage of the total voluntieeafissue. A 100 point ocular grid
was used at x 400 magnification and 30 fields wevented per case. Only fields
containing tumour were counted and any normal ¢éissuthe slide was excluded from

the analysis.

3.2.2.3 Assessment of inflammatory infiltrate

Haematoxylin and eosin slides from the resectedisyns were retrieved and
scored as described by Klintrup and colleaguesfKlp et al., 2005]. Briefly, tumours
were scored according to a four-point score. Scamere based on the appearances of
tumour invasion at the deepest area. A scoreimdifated that there was no increase in
the inflammatory cells at the deepest point ofttheours invasive margin; score 1
denoted a mild and patchy increase in the inflaronyatells; score 2 denoted a
prominent inflammatory reaction forming a continadaand at the invasive margin with
some evidence of destruction of cancer cell islamdsscore 3 denoted a florid ‘cup-
like’ inflammatory infiltrate at the invasive edgeth frequent destruction of cancer cell
islands. These scores were then subsequentlyfeddsas low grade (scores 0 and 1) or
high grade (scores 2 and 3) figures 3.3 and 3pectvely.

All cases were counted by the author (AC) and thesee used in the data
analysis. For the purpose of assessing inter-sbsegproducibility, as second observer

(MH, SD and JG) independently scored the slideKiéi7, CD 68+ and Klintrup local
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inflammatory infiltrate respectively. The inters#yver intraclass correlation
coefficient values were 0.77 for Ki67, 0.71 for GB6and 0.77 for Klintrup local
inflammatory infiltrate (inter-observer intraclag®rrelation coefficient values 0>7
were considered acceptable). The observers werdddlito the clinical outcome of the
patients.

The mGPS was calculated as previously described/iNén, 2008] . Briefly,
patients with an elevated C-reactive protein cotraéion (>10 mg/L) and a decreased
albumin concentration (<35 g/L) score 2. Thoséep#t with an elevated C-reactive
protein concentration (>10mg/L) score 1 and pasievith a C-reactive protein

concentration of <10mg/L and any albumin conceiatnascore O.

3.2.3 Statistics

Data are presented as median (range). Groupitigeofariables was carried out
using standard thresholds. Interrelationships éehwariables were assessed using
contingency table analysis with thé %ést for trend as appropriate. Univariate and
multivariate survival analysis and calculation akhrd ratios (HR) were performed
using a Cox proportional- hazards model. A stepwigckward procedure was used to
derive a final model of the variables with a sigraht independent relationship with
survival. To remove a variable from the model, ¢berespondind® value had to be
greater than 0.05. Deaths up to the end of Aug@8® have been included in the

analysis. Analysis was performed using SPSS soft{&PSS Inc., Chicago, IL, USA).
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3.3 Results

One hundred patients undergoing potentially cueatdsection for gastro-
oesophageal cancer were studied (Table 3.1). Hjerity of patients were older than
65 years (51%), male (63%), had oesophageal céb2%) and had adenocarcinomas
(81%). The majority of patients had pathologicBlM stage (pTNM) I-1l disease
(59%), clear resection margins (85%), positive Iyimpde ratio 8.2 (71%) and well-
moderate differentiated tumours (57%). Thirteetepds had an elevated mGPS
(13%), 19 patients had high grade local inflammatofiltrate according to Klintrup
criteria (19%) and the median values for CD68+ KnR@7 were 5% and 2.7%
respectively. Patients with an R1 resection weretd positive circumferential margin
involvement (<1mm). No patient had positive londihal margin involvement.

The inter-relationship between the clinic-pathotadjicharacteristics are shown
in Table 3.2. Increased age was associated vgtkeater proportion of females and
gastric cancers (both p<0.05). Oesophageal caveerassociated with a greater
proportion of squamous carcinomas (p<0.001) andipesesection margins (p<0.05).
Higher pTNM stage was associated with positiveatise margins (R1) and an
increased lymph node ratio (both p<0.001). Pasitesection margins (R1) were
associated with a greater lymph node ratio (p<0.0Ah increased lymph node ratio
was associated with poor tumour differentiationq0%), low grade Klintrup criteria
(p<0.005) and low tumour proliferative activity @85). An increased white cell count
was associated with an increased neutrophil cq#@.001).

During the follow-up period 55 patients died; 5ltlodir disease. The minimum
follow-up was 59 months and the median follow-upwivivors was 100 months. On

univariate survival analysis, pTNM stage (p<0.00rmph node ratio (p<0.001),
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tumour differentiation (p<0.01 figure 3.5), mGPS@01), Klintrup score (p<0.05
figure 3.6) and Ki-67 (p<0.01 Figure 3.7) were #igantly associated with cancer
specific survival (Table 3.3). On multivariate wwual analysis, lymph node ratio (HR
1.63, 95% CI 1.11-2.40, p<0.05), tumour differetitia (HR 2.63, 95% Cl 1.45-4.77,
p=0.001), mGPS (HR 3.91, 95% CI 1.96-8.11, p<0.0Rlintrup score (HR 3.47, 95%
Cl 1.14-10.55, p<0.05) and Ki-67 (HR 0.67, 95% Q@IM0.96, p<0.05) remained

independently associated with cancer specific satvi

34 Discussion

The present study, to our knowledge, shows fofiteetime the
interrelationships between tumour proliferativenatst, local peritumoral inflammatory
response (Klintrup criteria), the systemic inflamarg response (GPS criteria) and
cancer-specific survival, in patients undergointgptially curative resection for gastro-
oesophageal cancer. These results indicate tvatuimour proliferative activity, a
local low grade inflammatory infiltrate and an edésd systemic inflammatory response
are all associated with, independent of tumouristagpoorer cancer specific survival.

Although the results of the present study show kw7 labelling index was
independently associated with cancer specific sahwn patients with gastro-
oesophageal cancer, paradoxically an elevated Kalialling index was associated
with better cancer specific survival in these pasie Furthermore, low tumour cell
proliferation was associated with a greater ratipasitive to resected nodes. These
results appear contrary to the results of Solcthatleagues [Solcia et al., 2009] who
reported that, in 294 patients undergoing resedtogastric cancer, increased Ki-67

expression was associated with poorer survivalwéder, in a study of patients with
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squamous and adenocarcinoma of the oesophagusyjomdgechemo-radiotherapy,
increased expression of Ki-67 was associated wehtgr tumour response [Ressiot et
al., 2008].

It is of particular interest that the present pasachl relationship between the
Ki67 proliferation index and cancer specific sualias recently been reported by Lee
and colleagues in 245 patients with gastric cafie et al., 2010]. Moreover, a low
Ki67 proliferation index was also significantly asgated with the presence of lymph
node metastases. Similarly, Lee and colleaguegested that a high proliferation rate
may be associated with a better response to chenagpjn

Irrespectively, to further examine the basis ofrétlationship between elevated
Ki-67 labelling index and better cancer specificvstal in gastro-oesophageal, cancer it
will be important to carry out further observaticaarsd detailed survival analysis in
gastric and oesophageal cancers, adeno and squaarousmas and in hode positive
and node negative disease. The relatively smatloaus of observations in the present
study precludes such detailed analysis.

In the present study it was of interest that alltma& grade inflammatory
infiltrate was associated with, independent of tungiaging, poorer cancer specific
survival in patients with gastro-oesophageal canédso, low grade Klintrup criteria,
was also associated with a greater nodal burdéesdresults are consistent with those
previously observed in relatively large studiepafients undergoing potentially
curative resection for colorectal cancer (Klintetml., 2005; Roxburgh et al., 2009a,;
Roxburgh et al., 2009c). Therefore, it was ofries¢ that Klintrup criteria and Ki-67
labelling index were not associated. This miglggast that the local immune response
is not stimulated directly by increased tumour fechtion and may be a more passive

response to production of local, pro-inflammatoyto&ines. Alternatively, as
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suggested above, that there may be unknown confagfactors associated with the
present analysis of Ki-67 labelling index in gastesophageal cancer.

Nevertheless, the results of the present studydweudigest that a high-grade
local immune response represents an effectivedatisiar immune response preventing
further tumour dissemination and progression. Harrmhore, the results of the present
study are consistent with the concept that theitleasd location of a variety of
immune cells, and not an individual immune celletypre important independent
determinants of cancer-specific survival in pasenith gastro-oesophageal cancer. In
this context it was of interest to note that a gpesubset of the local inflammatory
response (tumour associated macrophages, CD 6B} wele not associated with
cancer specific survival, in the present studyis Twould suggest that other immune
cell-types are important in determining tumour pesgion and cancer specific survival
in patients with gastro-oesophageal cancer.

The systemic inflammatory response is now an astad indicator of poor
prognosis in a variety of human cancers [McMilla@08;McMillan, 2009]. However,
it remains to be determined which components oktfstemic inflammatory response
play pivotal roles. Of these, the value of C-reacprotein is most recognized as being
associated with cancer cachexia [Morley et al. 626€aron et al., 2006], compromised
cell-mediated immunity [Du Clos and Mold, 20@G#]d upregulation of growth factors
and angiogenesis [Krzystek-Korpacka et al., 2008}vertheless, the mechanisms
underlying the relationship between local and sygtenflammatory responses and
cancer-specific survival are likely to be compléhese include extrinsic pathways
such as nutritional and functional decline, immdgsfunction and tumour
angiogenesis, growth, and dissemination. Receahtias been proposed that there are

also intrinsic pathways involved in cancer-relatgthmmation, such as the induction
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of genetic instability by inflammatory mediatorsating to the accumulation of genetic
alterations in cancer cells and progressive turgoonwth and dissemination. Indeed, a
recent review proposes that cancer-related inflaiomas the seventh ‘hallmark’ of
cancer [Colotta et al., 2009].

With reference to tumour proliferation, Klintrupatg and the mGPS, such
routinely available measures offer a new approadtaging the biologic phenotype of
the tumour and, together with TNM tumour staginfgroa more sophisticated and
accurate approach to outcome prediction in patwittsprimary operable gastro-
oesophageal cancers.

In summary, the results of the present study statvtumour proliferation rate
and local and systemic inflammatory responsesnapeitant independent predictors of
cancer specific survival in patients undergoingepaglly curative surgery for gastro-
oesophageal cancer. These scores may be combithetdimour based factors to

improve prediction of outcome in these patients.
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Table 3.1. Clinico-pathological characteristics irpatients selected for potentially
curative resection for gastro-oesophageal cancer.

Patients (n= 100)

Age (<65/ 65-74/ F5 years) 49/ 41/ 10
Sex (m/f) 63/ 37
Tumour site (oesophageal/ gastric) 52/ 48
Tumour type (adenocarcinoma/ squamous) 81/ 19
PTNM Stage (I/ II/ 11I/ 1V) 28/ 31/ 38/ 3
Resection margin (R0O/ R1) 85/ 15
Positive to total lymph node ratio (002/ >0.2) 41/ 30/ 29
Tumour differentiation (Well-moderate/ poor) 5% 4
mGPS (0/ 1) 87/ 13
Klintrup score (High / low grade) 19/ 81
CD68 Tertiles 1* 1.5(0.2- 2.3)
2* 5.0 (2.4- 6.4)
3* 9.5 (6.5- 21.3)
Ki67 Tertiles 1* 0.3 (0-1.4)
2% 2.7 (1.5- 4.5)
3* 10.9 (4.7- 48.1)

Alive 45
Cancer related death 51
Non-cancer related death 4

* median (range)
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Table 3.2. Interrelationships between pathologicadnd biochemical criteria in patients selected fopotentially curative resection for gastro-oesophage cancer

Sex Tumour Tumour PTNM Resect LNR Differen mGPS White cell| Neutro Lymph Klintrup CD68 Ki67
site type Stage margin Tiation count Count count Criteria (tertiles 1, | (tertiles
2,3) 1,2,3)

Age in years 0.045 0.043 0.321 0.364 0.950 0.902 0.880 0.632 440.4 0.099 0.066 0.821 0.666 0.088
(<65/ 65-74/ ¥5 years )
Sex (m/ f) 0.921 0.119 0.228 0.403 0.392 0.200 0.180 0.106 | 12€0. 0.402 0.987 0.131 0.229
Tumour site <0.001 0.942 0.019 0.366 0.813 0.297 0.854 0.159 | 1.00 0.113 0.813 0.224
(Oesophageal/ gastric)
Tumour type 0.375 0.915 0.255 0.702 0.689 0.766 0.615 0.294 | 0.369 0.655 0.846
(adenocarcinoma/ squamous)
pTNM Stage <0.001 <0.001 0.123 0.320 0.106 0.270 0.640 790.0 0.922 0.145
7 /vy
Resection margin (RO/ R1) 0.009 0.772 0.967 0.798 0.429 1.00 0.189 0.916 | 0.918
Positive to total LNR 0.032 0.875 0.538 0.378 0.622 0.003 0.737 42.0
(0/ <0.2/ >0.2)
Tumour differentiation 0.419 0.298 0.691 1.00 0.371 0.580 0.544
Well-moderate/ poor
mGPS (0/ 1/ 2) 0.497 0.947 0.231 0.689 0.393 0.121
White cell count <0.001 0.192 0.382 0.928 0.799
(<8.5/ 8.5-11/ >11 1%)
Neutrophil count 1.00 0.609 0.346 0.733
(<7.5/>7.5 181
Lymphocyte count 0.304 0.995 0.318
(<1/1-3/ >3 181)
Klintrup score (High / low grade) 0.148 0.258
CD68 (tertiles 1, 2, 3) 0.650
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Table 3.3. The relationship between clinico-pathobical factors and survival, in
patients selected for potentially curative resectio for gastro-oesophageal cancer

Age (<65/ 65-74/ F5yrs)
Sex (m/f)

Tumour site (Oesophageal/ gastric)

Tumour type (adenocarcinoma/ squamous)

pTNM Stage (I/ I/ I/ 1V)
Resection margin (R0/ R1)

Positive to total lymph node ratio (002/>0.2)
Tumour differentiation (Well-moderate/ poor)

mGPS (0/ 1)

Klintrup score (High / low grade)
CD68 (tertiles 1, 2, 3)
Ki67 (tertiles 1, 2, 3)

89

Patients Univariate P value
n= 100 analysis
HR (95% CI)
49/ 41/ 10 1.09 (0.70-1.60)  0.789
63/ 37 1.17 (0.66- 2.07) 0.589
52/ 48 1.387¢@.31)  0.307
81/ 19 (0.B®-2.47)  0.490
28/31/38/3 1.80 (a7-2.55) 0.001
85/ 15 1.23 (0.60-2.52)0.581
41/ 30/ 29 2.06 (1.45-2.91)  <0.00:
53 4 2.40 (1.35-4.18) 0.003
87/ 13 3.41 (1.74-6.64)  <0.00:
19/ 81 3.74 (:B3.41) 0.012
30/ 32/ 32 0.84 (0.59-1.21)0.351
32/ 32/ 34 0.57 (0.40- 0.81 0.002



Figure 3.1. Ki67 immunohistochemical staining (hig power)

Figure 3.2. CD 68+ immunohistochemical staining (lgh power)

90



Figure 3.3. Example of “low grade” local tumor irfflammatory infiltrate (low

power and high power view).

Figure 3.4. Example of “high grade” local tumorinflammatory infiltrate (low

power and high power view).
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Figure 3.5. The relationship between tumour diffeentiation (well-moderate/ poor,
from top to bottom) and cancer specific survival inpatients undergoing resection

for gastro-oesophageal cancer.
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low grade, from top to bottom) and cancer specifisurvival in patients undergoing

resection for gastro-oesophageal cancer.
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CHAPTER 4: EVALUATION OF AN INFLAMMATION-BASED
PROGNOSTIC SCORE (GPS) IN PATIENTS WITH INOPERABLE GASTRO-

OESOPHAGEAL CANCER.

4.1 Introduction

Overall survival in patients with gastro-oesophdgaacer is poor, with the
majority of patients presenting with advanced, graple disease and less than 15%
surviving 5 years [Cancer Research UK Informati@s®&turce Centre, 2004]. Despite
an often short median and poor overall survivarehis marked heterogeneity in the
duration of survival amongst patients. Thereftitere is continuing interest in
prognostic factors to permit more accurate pasémttification and which will improve
clinical decision making, and possibly contribudentore rational study design and
analysis [Allgayer et al., 1997]. A small proportiof patients with inoperable, but
localized oesophageal cancers may be suitableotenpally curative non-surgical
treatment with (chemo) radiation therapy howevesinfiequently these modalities are
used in palliation. Whilst such palliative treatmhenay confer a small survival
advantage over best supportive care it is primaliflgcted towards symptom relief
[Pyrhonen et al., 1995]. This however may somedifmeat the expense of toxicity
[Ross et al., 2002] and therefore the approprialiecson of patients, most likely to
benefit is of considerable importance. Previousliss have indicated that weight loss
or performance status may be associated with tesgtoutcome and survival in
inoperable oesophago-gastric cancer [Chau et@04]2 However, the use of weight

loss as a prognostic factor remains problematioakst is often not well defined and
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subject to bias [Morgan et al., 1980;Rowland, 1990Jrthermore performance status is
recognised to be subjective [Ando M, 2001].

There is increasing evidence that the presence systemic inflammatory
response, as evidenced by elevated concentratiddige@active protein, is a prognostic
factor independent of stage, performance status va@ight loss in patients with
advanced cancer [Mahmoud and Rivera, 2002;0'Goehah, 2000;Scott et al., 2002].
Recently, we have shown that an elevated C-reagtigiein and hypoalbuminaemia
(using standardised assays and accepted thredool@sreactive protein and albumin
concentrations), may be combined to form a scdre, Glasgow Prognostic score
(GPS), which has prognostic value, independenttagesand performance status, in
patients with inoperable non-small cell lung canj¢arrest et al., 2004;Forrest et al.,
2003].

The aim of the present study was to assess th#redhip between the GPS and

survival in patients with inoperable gastro-oesagah cancer.

4.2 Patients and methods

42.1 Patients

Patients diagnosed with inoperable gastro-oesoplhagecinoma, attending the
upper Gl surgical unit in the Royal Infirmary, Ggasv between the*1January 2000
and the 3% December 2004 and who had a pre-treatment measotehC-reactive
protein and albumin were studied. Patients wiargesl using a combination of

endoscopy, CT scan of chest and abdomen, laparpsomapendoscopic ultrasound, in
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addition to clinical assessment. The specific Usbase modalities was dependent upon
the clinical tumour features and where appropriassessment of fithess, cardiac and
lung function testing was also performed.

The extent of tumour spread was recorded usingTthi®l stage. Tumours
around the gastro-oesophageal junction were fuklassified according to site, using
the Siewert system [Siewert and Stein, 1998]; t§pand 2 lesions of the gastro-
oesophageal junction were designated as cancéng okesophagus. Type 3 tumours of
the cardia were designated gastric cancers.

Patients identified as being suitable for resectmnradical, non surgical
treatment given with curative intent were excludiean this analysis, as were patients
who had any form of chronic inflammatory diseasgy.(&asculitis, connective tissue
disorders, rheumatological conditions) and thoseh wancers arising in other organs.
Therefore, the study group comprised patients taiskai for either surgical resection or
radical, non-surgical treatment.

Patients who underwent palliative chemotherapyligiale radiotherapy or
endoscopic laser were considered to have had &ctreatment. Patients receiving
palliative care (symptom control) were consideredave had “supportive” treatment.
The *“active” treatment group was further subdividedo: chemotherapy based
(chemotherapy +/- radiotherapy +/- endoscopic tneat), radiotherapy based
(radiotherapy +/- endoscopic treatment) and endosdaser (laser +/- stent).

The study was approved by the Research Ethics Ctiearof Glasgow Royal

Infirmary.
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4.2.2 Methods

Routine laboratory measurements of C-reactive prapd albumin at the time
of diagnosis were carried out. The limit of deiactof the C-reactive protein assay was
<émg/l. The coefficients of variation of these hwats, over the range of
measurements, was less than 5% as establisheditinyerquality control.

The GPS was constructed as previously describeudsicet al., 2004;Forrest et
al., 2003]. Briefly, patients with both an elevét€-reactive protein (>10 mg/l) and
hypoalbuminaemia (<35g/l) were allocated a scor2.oPatients in whom only one of
these biochemical abnormalities was present wdoeadaed a score of 1. Patients in

whom neither of these abnormalities was preseng akocated a score of 0.

4.2.3 Statistics

Data are presented as median and 95% CIl. Grougfinge variables was
carried out using standard thresholds. Univasateival analysis was performed using
the Kaplan—Meier method with the logrank test. Maltiate survival analysis and
calculation of hazard ratios (HR) were performedngisa Cox regression model
including all covariates that were significant amvariate analysis. Deaths up to 30th
June 2005 were included in the analysis. Analysis performed using SPSS software

(SPSS Inc., Chicago, IL, USA).
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4.3 Results

The characteristics and survival analysis of p#ienith inoperable gastro-
oesophageal cancer (n= 258) are shown in TableThd majority were male, over the
age of 65 years, had stage IV disease and had tsmbthe oesophagus. Patients with
stage | and Il disease were not considered suitlivlesurgery or radical chemo-
radiation due to co-morbidity. The majority of jgaits had an abnormal GPS. Of the
52 patients with hypoalbuminaemia, 45 (86%) hadetsvated C-reactive protein
concentration. One hundred and ninety five pati€ii6%) received active treatment
and the remainder received supportive care only.

The minimum follow-up was 6 months or until datedefath; the median follow-
up of the survivors was 12 months. During thisiqee211 (82%) patients died, 202
patients of their cancer and 9 of intercurrentakge On univariate analysis, tumour site
(p<0.05), stage (p<0.001), alkaline phosphatas®.(}%, the GPS (p<0.001, Figure
4.1) and treatment (p<0.001) and were significaatiigtors of cancer specific survival.
On multivariate analysis, age (p<0.05), stage @D, the GPS (p<0.001) and
treatment (p<0.001) were significant independeptjtors of cancer specific survival
(Table 4.2).

The characteristics and survival analysis of thps#ients receiving active
treatment (n= 195) are shown in Table 4.3. On irariate analysis, stage (p<0.001),
the GPS (p<0.001, Figure 4.2) and treatment (p3Ovddre significant independent

predictors of cancer specific survival.
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The characteristics and survival analysis of thosgents receiving supportive
treatment (n= 63) are shown in Table 4.4. On mailtate analysis, only stage (p<0.05)
was a significant independent predictor of canpecsic survival.

The relationship between stage, the GPS and thmealh survival rate in those
patients receiving active treatment is shown inlddb. Twelve month cancer specific
survival in patients with stage I/ Il disease reo®j active treatment was 67% and 60%
for a GPS of 0 and 1 respectively. For stage Wldisease, 12 months cancer specific

survival was 57%, 25% and 12% for a GPS of 0, 12Zarespectively.

4.4 Discussion

In the present study the presence of a systemanmiatory response, reflected
in the GPS predicts cancer specific survival, irseent of tumour stage, in patients
with inoperable gastro-oesophageal cancer. Moreave have shown how the GPS
might be used in combination with stage to imprtwe prediction of survival. It may
be this simply-derived inflammation-based scord & a useful tool in the prediction
of survival and possible stratification, at diagsp®f patients with inoperable gastro-
oesophageal cancer.

It was of interest that, in the present study, ofily(14%) patients had
hypoalbuminaemia in the absence of an elevatech€iive protein concentration. This
is consistent with the concept that the developn@nhypoalbuminaemia is often
secondary to an on-going systemic inflammatory aesp [Al Shaiba et al.,

2004;McMillan et al., 2001b]. GPS may thus reflboth the presence of an ongoing
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systemic inflammatory response (C-reactive proteindl the progressive nutritional
decline (albumin) of the patient with advanced eanc

The mechanism by which a systemic inflammatory easp might influence
cancer survival in these patients is not clearweiceer, it may be that the presence of a
systemic inflammatory response and the associategdional decline [McMillan et al.,
1998;Scott et al., 2002] influences tolerance aothgliance with active treatment
[Forrest et al., 2004;Bromwich et al., 2004]. ladeAndreyev and coworkers (1998)
reported that the poorer outcome of chemotherapdiranced gastrointestinal cancer
patients with weight loss appeared to be as atresuéceiving less chemotherapy, due
to toxicity, rather than poorer tumour responsediyev et al., 1998].
When the relationship between the GPS and 12 msuntvival rate was examined in
patients with stage Ill/ IV disease receiving agtiveatment there was approximately a
5 fold decrease in the survival rate between tipadgients with a GPS of 0 (57%) and
those with a GPS of 2 (12%). This suggests, theetis a sub-group of patients who
derive little survival benefit from active treatnten The division of patients into
“active” and “supportive” groups was to enable th&erentiation of patients who
(using conventional assessment tools) were feltatlee poor life expectancy and were
therefore treated symptomatically and conservativ@upportive group) to those
patients who were felt to have greater life expacyaand were therefore treated more
aggressively (active group). When the active amppertive groups were included
together the GPS was a significant independentigioedf survival. Figure 4.1, Table
4.2

However, it is important to remember that treatmenthese patients is given

with palliative intent and survival data do notleet endpoints of palliation. This
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aspect is being explored further in ongoing wokyaver the identification of a patient
sub-group with limited prognosis, through the usa simple reliable prognostic score,
may aid the treatment decision-making process. pémticular it would seem

inappropriate to subject such patients to potdptiakic treatments if simpler palliative
options exist.

In summary, the prognosis for patients diagnoseth wmnoperable gastro-
oesophageal cancer, even with active treatmentairsmpoor. The presence of a
systemic inflammatory response (an elevated GPfg¢ap to be a useful indicator of
outcome amongst these patients, independent oé.stdgoreover, the GPS has the

advantage of being simple to measure, routinelylabla and well standardised.
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Table 4.1 Clinical characteristics and cancer spée survival in patients with
inoperable gastro-oesophageal cancer: Univariateissival analysis

Patients Survival (months) P value
258 (100%) Median (95% CI)
Age <65 yrs 91 (35) 8.0 (7.0-9.0)
65-74yrs 64 (25) 6.6 (2.5-10.8)
>75 yrs 103 (40) 7.4 (4.8-10.1) 0.664
Sex Male 166 (64) 7.4 (5.7-9.1)
Female 92 (36) 8.0 (6.2-9.9) 0.728
Tumour type Adenocarcinomal87 (73) 8.2 (6.2-9.6)
Squamous 71 (27) 6.6 (4.9-8.3) 0.979
Tumour site  Oesophagus 142 (55) 8.9 (6.8-11.1)
Gastric 116 (45) 6.6 (4.0-9.3) 0.042
TNM Stage | 29 (11) 20.5 (13.3-27.7)
I 27 (11) 11.8 (8.3-15.3)
1 64 (25) 9.8 (8.1-11.5)
v 138 (53) 4.5 (2.4-6.5) <0.001
Alkaline phosphatase (U/l)
Tertile 1 (n=85) 145 (19-176)* 8.4 (6.7-10.2)
Tertile 2 (n=85) 199 (176-233) 8.9 (6.8-11.1)
Tertile 3 (n=84) 325 (235-2396) 5.0 (2.1-7.9) 0.050
GPS O 92 (36) 13.6 (9.2-18.1)
1 121 (47) 6.3 (4.2-8.5)
2 45 (17) 2.4 (0.5-4.4) <0.001
Treatment Active 195 (76) 10.1 (8.6-11.6)
Supportive 63 (24) 2.1 (1.3-2.8) <0.001

*Median (range)
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Table 4.2 Clinical characteristics and cancer spefic survival in patients with

inoperable gastro-oesophageal cancer: Multivariatsurvival analysis

Patients Hazard ratio P value
(n=258) (95%CI)
Age
(<65/ 65-74/ >75 yrs) 91/ 64/ 103 1.22 (1.02-1.46) 0.032
Sex
(male/ female) 166/ 92 1.07 (0.80-1.45) 0.642
Tumour type
(adenocarcinoma/ squamous) 187/ 71 1.28 (0.87-1.89) 0.210
Tumour site
(oesophagus/ gastric) 142/ 116 1.36 (0.96-1.92) 0.087
TNM Stage
(7 i/ /) 29/ 27/ 64/ 138 1.55 (1.30-1.83) <0.001
GPS
0/ 1/ 2) 92/121/45  1.51(1.22-1.86) <0.001
Alkaline phosphatase (U/l)
(Tertiles 1/ 2/ 3) 85/ 85/ 84 1.10(0.92-1.32)  0.300
Treatment
(active/ supportive) 195/ 63 2.53 (1.80-3.56) <0.001
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Table 4.3 Clinical characteristics and cancer spé@ survival in patients with

inoperable gastro-oesophageal cancer receiving aoti treatment:

survival analysis

Patients
(n=195)
Age 74/ 49/ 72
(<65/ 65-74/ >75 yrs)
Sex
(male/ female) 129/ 66

Tumour type

(adenocarcinoma/ squamous) 142/ 53
Tumour site

(oesophagus/ gastric) 114/ 81

TNM Stage

(7107 m/ 1v) 27/ 20/ 51/ 97
GPS

(07 1/ 2) 78/ 89/ 28
Alkaline phosphatase (U/l)

(Tertiles 1/ 2/ 3) 67/ 64/ 60

Treatment
(Chemotherapy/ Radiotherapy 102/ 33/ 60
/ Endoscopic)
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Hazard ratio
(95%Cl)

1.13 (0.88-1.45)

1.14 (0.80-1.65)

1.39 (0.89-2.17)

1.27 (0.85-1.89)

1.66 (1.36-2.03)

1.75 (1.35-2.26)

0.97 (0.78-1.21)

1.48 (1.15-1.90)

Multivariate

P value

0.354

0.465

0.154

0.249

<0.001

<0.001

0.788

0.003



Table 4.4 Clinical characteristics and cancer spé@ survival in patients with
inoperable  gastro-oesophageal cancer receiving sumpive treatment:

Multivariate survival analysis

Patients Hazard ratio P value
(n=63) (95%Cl)
Age
(<65/ 65-74/ >75 yrs) 17/ 15/ 31 0.87 (0.61-1.25)  0.449
Sex
(male/ female) 37/ 26 1.17 (0.67-2.05) 0.579
Tumour type
(adenocarcinoma/ squamous) 45/ 18 0.89 (0.39-2.04) 0.785
Tumour site
(oesophagus/ gastric) 28/ 35 0.77 (0.36-1.63)  0.492
TNM Stage
(7 i/ /) 2/ 7/ 13/ 41 1.68 (1.08-2.64) 0.023
GPS
(0/ 1/ 2) 14/ 32/ 17 1.04 (0.72-1.51)  0.824
Alkaline phosphatase (U/l)
(Tertiles 1/ 2/ 3) 18/ 21/ 24 1.36 (0.94-1.98)  0.105
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Table 4.5 The relationship between stage, the GPShd the 12 month cancer
specific survival rate in patients with inoperable gastro-oesophageal cancer

receiving active treatment (n= 195).

Stage | + 1l Stage Il + IV Stage I-IV
GPS O 67% (n=31) 57% (n=47) 61 % (n=78)
GPS 1 60% (n=10) 25% (n=79) 29% (n=89)
GPS 2 0% (n=6) 12 % (n=22) 16% (n=28)
GPS 0-2 62% (n=47) 33% (n=148) 40% (n=195)
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Figure 4.1 The relationship between an inflammatio based prognostic score

(GPS, 0, 1, 2 from top to bottom) and survival in gtients with inoperable gastro-

oesophageal cancer.
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Figure 4.2 The relationship between an inflammatio based prognostic score
(GPS, 0, 1, 2 from top to bottom) and survival in gtients with inoperable gastro-

oesophageal cancer receiving active treatment.
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CHAPTER 5: COMPARISON OF AN INFLAMMATION-BASED
PROGNOSTIC SCORE (GPS) WITH PERFORMANCE STATUS (ECOG-PS) IN
PATIENTS RECEIVING PALLIATIVE CHEMOTHERAPY FOR GAST RO-

OESOPHAGEAL CANCER.

51 Introduction

A small proportion of patients with inoperable, hntalised oesophageal
cancers may be suitable for potentially curative-sorgical treatment with chemo-
radiation therapy. Most frequently however, theselalities are used in palliation for
patients with gastro-oesophageal cancer. Whildt palliative treatment may confer a
small survival advantage over best supportive ¢er@rimary aim is the relief of
symptoms. [Pyrhonen et al., 1995;Murad et al., 1@83inger et al., 1999]

Such palliation may however be gained at the expehtoxicity. Therefore,
selection of patients most likely to benefit (agddt vulnerable to side-effects) is of
considerable importance. [Ross et al., 2002;Blgile¢al., 1997] Previous studies in
patients undergoing chemotherapy for gastro-oegmaizancer have indicated
patient’s performance status to be associatedtrattiment outcome and survival
[Polee et al., 2003;Yoshida et al., 2004] and #isisessment is commonly used by many
clinicians when selecting treatment options.

The GPS has been shown to have prognostic valepémdlent of stage and
performance status in patients with inoperable sioal cell lung cancer. [Forrest et al.,
2004;Forrest et al., 2003] Furthermore, the GPS avaore accurate predictor of

survival than performance status in those patierusiving platinum based
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chemotherapy. [Forrest et al., 2004] Recentlyhaxe shown that the GPS predicts
survival, independent of stage, in an unselectéoitaf patients with inoperable
gastro-oesophageal cancer undergoing a varied muhbeatments (see chapter 4).
The aim of the present study was to compare theewvai the GPS and ECOG-
ps, in evaluating the response to palliative, plati based treatment and survival, in

patients with advanced gastro-oesophageal cancer.

5.2 Patients and methods

5.2.1 Patients

Sixty five patients presenting with gastro-oesogahgarcinoma to the upper
Gl surgical unit in the Royal Infirmary, Glasgowtween January 1999 and December
2005 and who received platinum based chemothenaplattnum based chemo-
radiotherapy with palliative intent, were studi@tie specific palliative regimes of the
study group are shown in Table 5.1. Patients guieg chemo-radiotherapy for
oesophageal lesions, (stage I-lll, excluding T4bles) with curative intent were
excluded. Patients treated with curative interidally received 50GY radiotherapy

with concomitant cisplatin + 5FU chemotherapy.
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Patients were staged using a combination of enggs€I scan of chest and
abdomen, laparoscopy and / or endoscopic ultrasenradidition to clinical
assessment. The specific use of these modaliaedependent upon the clinical
features of the cancer and where appropriate nadicaissessment of fitness, (cardiac
and lung function testing) was also performed.

ECOG-ps, haemoglobin, white cell and lymphocytentsuC-reactive protein
and albumin were recorded at the time of diagno3ike extent of tumor spread was
recorded using the TNM stage. Tumors around Hstrg-esophageal junction were
further classified according to site, using thewi&ig system [Siewert and Stein, 1998];
type 1 and 2 lesions of the gastro-esophageal inmatvere designated esophageal
cancers. Type 3 tumors of the cardia were desgngdstric cancers.

Thirty eight patients received platinum-based chi@@py alone and 27
patients received platinum-based chemotherapyaeitttomitant radiation therapy. The
number of patients receiving each specific regimshiown in Table 5.1 Toxicity was
recorded using the Common Toxicity Criteria (CTOKgnN et al., 1982] and treatment
response was assessed radiologically with CT sogramd clinically, based on control
of symptoms.

The study was approved by the Research Ethics Ctiearof Glasgow Royal

Infirmary.

5.2.2 Methods

Routine laboratory measurements of haemoglobiitevaell and lymphocyte

counts, C-reactive protein and albumin were carmigidat the time of diagnosis. The
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limit of detection of the C-reactive protein assas <6mg/l with the upper limit of
normal values being <10 mg/l. The coefficientyafiation of these methods, over the
range of measurements, was less than 10% as sktblby routine quality control.

The GPS was derived as previously detailed.[Fbetsal., 2004;Forrest et al.,
2003] Briefly, patients with both an elevated dagative protein (>10 mg/l) and
hypoalbuminaemia (<35g/l) were allocated a scor2.oPatients in whom only one of
these biochemical abnormalities was present wdoeaded a score of 1. Patients in

whom neither of these abnormalities was preseng akocated a score of 0.

5.2.3 Statistics

Data are presented as hazard ratios (HR) and 95% @hparisons between
groups of patients were carried out using contiogdable analysis (X2) as appropriate.
Grouping of the laboratory variables (haemoglohihite cell and lymphocyte counts,
C-reactive protein and albumin) was carried oubgistandard thresholds.[O'Gorman et
al., 2000;McMillan et al., 2001a;Maltoni et al.,@8) Survival (cancer-specific)
analysis of the group variables was performed ugiagCox proportional hazards
model. Deaths up to the end of January 2007 heee imcluded in the analysis.
Multivariate survival analysis, including all covates on univariate analysis, was
performed using a stepwise backward procedurerivada final model of the variables
that had significant independent relationship wgitinvival. To remove a variable from
the model, the corresponding p-value had to betgréaan 0.10. Analysis was

performed using SPSS software (SPSS Inc., ChidagtdSA).
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53 Results

The characteristics of the 65 patients who receptatinum-based treatment with
palliative intent, are shown in Table 5.2. The onig&y were male, under the age of 65
years and had metastatic disease. Thirty-sevéenpgahad disease arising in the
esophagus and 28 arising from the stomach. Therityapf patients had an abnormal
GPS (1-2, 60%) but a good ECOG-ps (0-1, 92%). h@fx patients with
hypoalbuminaemia, 8 had an elevated C-reactiveeprabncentration.

Comparison of patients with either gastric or esgaal cancer showed no
significant differences in age distribution, gendamor stage, ECOG-ps, haemoglobin,
white cell and lymphocyte counts, survival or theS5 In contrast, the esophageal
cancer group included patients with squamous ¢sdlage and patients receiving
radiotherapy. The relationship between the GPSchnido-pathological
characteristics, including radiotherapy, in pasemceiving platinum-based treatment is
shown in Table 5.3. Age, sex, tumour type and 3iéM stage, whether radiotherapy
was given and performance status was similar betweeGPS groups. In contrast,
haemoglobin concentrations (p<0.10) and lymphopgteentages (p<0.01) were lower
and white cell counts (p<0.05) were higher withrareasing GPS score. During the
follow-up period 59 (91%) of patients died. The oray (58 patients) died from their
cancer, but 1 patient died of intercurrent disease.

On univariate and multivariate analysis only theSGiPR 1.65, 95%CI 1.10-
2.47, p<0.05) was a significant predictor of cangeecific survival (Table 5.4). It is
recognised that squamous cell carcinomas are welatimore sensitive to chemo-

radiation therapy [Geh, 2002]. Therefore, we earrout a subset analysis of those
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patients with adeno-carcinomas (Table 5.5). Onvarate survival analysis,
lymphocyte percentage (p<0.05) and the GPS (p<Gn@tg significant predictors of
cancer specific survival. On multivariate survialalysis, only the GPS (HR 1.69,
95%CI 1.00-2.86, p=0.05) remained an independemdigior of survival. The
relationship between the GPS and response to tesétin those patients receiving
palliative treatment (n= 65) is shown in Table 5@nly 8 patients had a GPS of 2 and
patients with a GPS of 1 or 2 were therefore grdupPatients grouped according to
their GPS were similar in terms of tumor site, EG@s&Gand CT assessed response.
However, in comparison with patients with GPS afh@se patients with a GPS score of
1 or 2 required more frequent chemotherapy dosectih (p<0.05), were less likely to

exhibit a clinical response to treatment (p<0.0%) had shorter survival (p<0.05).

54 Discussion

Amongst patients with advanced inoperable maligpatie decision whether to
offer active treatment is based on a number obfadhcluding an assessment of patient
fithess, encapsulated in the performance statusgcsystem. However, the
assessment of performance status is subjectivéhartkvelopment of more objective
assessment of outcome through a laboratory basetigsystem thus remains
appealing. [Maltoni et al., 2005] This may be artpdue to the subjective nature of the
assessment of performance status and that it tefi@actional status at a specific point
in time. In contrast, the GPS, based on the poesehongoing systemic inflammatory
response and hypoalbuminaemia, reflects the prodeist drives the progressive

nutritional decline of the patient with advancedaar. [McMillan et al.,
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1998;McMillan et al., 2001a;Scott et al., 2002]isTis consistent with our findings of
an elevated C-reactive protein in 8 out of 9 pasievith hypoalbuminaemia. The
independent prognostic value of an elevated C-raaptotein concentration and
hypoalbuminaemia and their combination, in the fofthe GPS, has been established
in a variety of advanced solid tumours [Forrestlet2003;Ramsey et al., 2007;Al
Murri et al., 2006;Glen et al., 2006]. In the metsstudy, similar to TNM stage, we
have not examined the independent prognostic \altiee individual components of
these prognostic systems.

In this small study, but with mature follow-up, mflammation-based
prognostic score, the GPS, appeared to be superibe clinician assessment of
performance status in predicting both responseettirnent and survival amongst
gastro-oesophageal cancer patients receiving fpadliplatinum-based chemotherapy or
chemo-radiation. The median difference in suryibaetween those patients with an
elevated GPS (1, 2) and a normal GPS (0), althsiggfificant was small,
approximately 2 monthsin addition, there were only 8 patients with a Gi*3 and
therefore caution must be used in interpretingdhesults. However, there were also
significant differences in dose reduction and cliiresponse which are likely to have
impacted on quality of life of these patients. @akogether, the positive impact of
palliative chemotherapy is likely to be substahfigteater in those patients with a
normal GPS.

A limitation of the study is the marked heterogéneif the tumours studied.
The cohort includes oesophageal tumours (both @decimomas and squamous
carcinomas), gastro-oesophageal junctional tumaunds gastric cancers. Due to the

relatively small number of patients in this stutheaningful analysis of each anatomical
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and histological tumour subgroup is not possiblel dhe tumour biology and
characteristics may vary between these groups. rétcognised however, that squamous
cell carcinomas are relatively more sensitive tensb-radiation therapy [Geh, 2002]
and we therefore, we carried out a subset analysithose patients with adeno-
carcinomas (Table 5.5).

Previous work has shown that an increasing GPSagsaciated with poorer
cancer specific survival, independent of stageniniselected cohort of patients with
inoperable gastro-oesophageal cancer (see chgptar the present study we confirm
that the GPS predicts the response to platinumebelsemotherapy or chemo-
radiotherapy, independent of the stage of diseadé¢he treatment given.

It remains unclear why an ongoing systemic inflanranaresponse should
produce decreased tolerance of cytotoxic chemaqtlgerRecent work has shown the
activity of the enzyme cytochrome P450 3A, (invalve the biotransformation of
several cytotoxics), to be compromised in patients an elevated C-reactive protein
concentration [Rivory et al., 2002;Slaviero et 2003;Baker et al., 2004] and activation
of the systemic inflammatory response (as evidehgetie GPS) increases activity of
y-glutamyl transferase and alkaline phosphatas@wBret al., 2006] However the
relation of these events to the specific metabob$mplatinum compounds or
fluoropyrimidines is unclear. Irrespective of timechanisms involved, we believe the
presence or absence of a systemic inflammatoryprssp as measured by the GPS,
should be evaluated as a possible influence oromean future trials of chemotherapy
in patients with advanced cancer and may be ustwistratification of patients in such

trials.
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In summary, the presence of a systemic inflammatesponse, as evidenced by
the GPS, appears to be superior to the subjecsgesament of performance status
(ECOG-ps) in predicting the response to platinursebatreatment in patients with

advanced gastro-oesophageal cancer.
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Table 5.1. Number of patients in each chemotherapyadiotherapy regime.

Chemotherapeutic Radiotherapy | Radiotherapy | Radiotherapy | Radiotherapy
agents Dose Dose Dose Dose

0 Gy 20 Gy 30 Gy 0-30 Gy
Epirubcin +
Cisplatinum + 25 3 11 39
5-Fluoro-uracil
Cisplatinum +
5-Fluoro-uracil 4 1 10 15
Mitomycin +
Cisplatinum + 3 1 1 5
5-Fluoro-uracil
Others 6 0 0 6
All regimes 38 5 22 65
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Table 5.2. Baseline clinicopathological charactestics in patients with advanced
gastro-oesophageal cancer, receiving platinum bas#éeatment.

Age (<65/ 65-75/ >75 years)

Sex (m/ 1)

Tumour type

(adenocarcinoma/ squamous)

TNM Stage (11l 1IV)
Radiotherapy (Y/ N)
ECOG-ps (0/ 1/ 2)
Haemoglobin

(>12/ <12 g/

White cell count

(<8.5/ 8.5-11.0/ >11.0 109/I)
Lymphocyte percentage
(20-40/ 12-19.9/ 0-11.9%)

GPS (0/ 1/ 2)

Survival (months)*

Gastric
(n=28)
18/9/1

19/ 9

28/ 0

6/ 22

3/ 25

14/ 12/ 2

20/ 8

12/11/5

11 14/ 3

11/ 15/ 2

11.0 (8.8-13.2)

Oesophageal
(n=137)
16/ 17/ 4

31/6

24/ 13

12/ 25

24/ 13

15/ 18/ 3

30/ 6

21/ 6/9

16/ 13/ 7

15/ 16/ 6

8.8 (5.1-12.5)

(p-value)

0.07

0.134

<0.001

0.330

<0.001

0.549

0.257

0.683

0.844

0.643

31

*Median (95%Cl), GPS Glasgow Prognostic score; EQi3&astern Co-operative

Oncology Group.
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Table 5.3. Relationship between the GPS and bagwdi clinicopathological

characteristics in patients with gastro-oesophagealancer, receiving platinum

based treatment.

Age (<65/ 65-75/ >75 years)

Sex (m/ 1)

Tumour type

GPS O

(n=26)

13/ 11/ 2

20/ 6

(adenocarcinoma/ squamous) 22/ 4

Tumour site

(oesophageal/gastric)

TNM Stage (IlI/ 1IV)
Radiotherapy (Y/N)
ECOG-ps (0/ 1/ 2)
Haemoglobin

(>12/ <12 g/

White cell count

(<8.5/ 8.5-11.0/ >11.0 109/)
Lymphocyte percentage

(20-40/ 12-19.9/ 0-11.9%)

ECOG-ps Eastern Co-operative Oncology Group.

15/ 11

8/ 18

9/ 17

13/11/1

21/ 4

17/ 6/ 2

16/ 6/ 3

121

GPS 1
(n=31)
18/ 10/ 3

26/ 5

247

16/ 15

8/ 23

14/ 17

13/ 14/ 4

25/ 6

13/ 10/ 8

9/19/3

GPS 2  (p-value)

(n=8)
5/30 0.993
4/ 4 0.346
6/ 2 0.461
6/ 2 0.643
2/ 6 0.676
4]/ 4 0.354

3/5/0 0.435

4/ 4 0.094
3/1/ 4 0.011
2/ 2/ 4 0.006



Table 5.4. Clinical characteristics and cancer sp#ic survival in patients with

gastro-oesophageal cancer, receiving platinum

survival analysis
Univariate
HR (95% ClI)
Age (<65/ 65-75/ >75) 0.68 (0.43-1.10)
Sex (male/ female) 1.06 (0.58-1.93)
Tumour type
(adenocarcinoma/ squamous) 0.89 (0.45-1.78)
Tumour site
(Gastric/ Oesophageal) 1.31 (0.78-2.20)
TNM Stage (11l 1IV) 1.22 (0.68-2.19)
Radiotherapy (Y/ N) 1.24 (0.73-2.09)
ECOG-ps (0/ 1/ 2) 0.92 (0.62-1.40)
Haemoglobin
(>12/ <12 g/l) 1.66 (0.90-3.09)
White cell count
(<8.5/ 8.5-11.0/ >11.0 109/) 1.24 (0.90-1.72)
Lymphocyte percentage
(20-40/ 12-19.9/ 0-11.9%)  1.24 (0.90-1.80)

GPS (0/ 1/ 2) 1.65 (1.10-2.47)

basetteatment:

p-value

0.114

0.860

0.746

0.313

0.504

0.424

0.675

0.107

0.196

0.173

0.015

Univariate

GPS Glasgow Prognostic score; ECOG-ps Eastern €mtiyve Oncology Group.
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Table 5.5. Clinical characteristics and cancer sp#ic survival in patients with

gastro-oesophageal

Univariate survival analysis.

Age (<65/ 65-75/ ¥5)

Sex (male/ female)
Tumour site

(Gastric/ Oesophageal)
TNM Stage (11l 1IV)
Radiotherapy (Y/ N)
ECOG-ps (0/ 1/ 2)
Haemoglobin

(>12/ <12 g/)

White cell count

(<8.5/ 8.5-11.0/ >11.0 109/I)
Lymphocyte percentage
(20-40/ 12-19.9/ 0-11.9%)

GPS (0/ 1/ 2)

adeno-carcinoma,

Univariate
HR (95% CI)
0.71 (0.42-1.19)

0.97 (0.50-1.88)

1.31 (0.74-2.32)

1.17 (0.60-2.27)

1.15 (0.63-2.11)

0.84 (0.54-1.30)

1.60 (0.84-3.05)

1.17 (0.81-1.68)

1.53 (1.04-2.24)

1.84 (1.16-2.90)

receiving platim based

treatment:

p-value

0.194

0.932

0.352

0.639

0.644

0.424

0.154

0.403

0.030

0.009

GPS Glasgow Prognostic score; ECOG-ps Eastern €mtiyve Oncology Group.
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Table 5.6. The relationship between the GPS and sponse to palliative

chemotherapy in patients with gastro-oesophageal naer.

GPS O
(n=26)
Tumour site
(Gastric/ Oesophageal) 11/ 15
ECOG-ps (0/ 1/ 2) 13/11/1
Chemo dose reduction (no/ yes) 16/ 10
Toxicity (CTC) (0-2/ 3-4) 17/ 7
Clinical response
(improved/ static-progressive) 17/9
CT response
(improved/ static/ progressive) 14/ 8/ 3
Survival (months)* 11.9 (10.1-13.7)

GPS 1-2

(n=39)

17/ 22

16/ 19/ 4

13/ 26

22/ 17

14/ 25

13/11/3

(p-value)

0.919

0.286

0.026

0.256

0.021

0.717

9.5 (7.6-11.4)0.020

*Median (95%Cl), GPS Glasgow Prognostic score; EG&3&astern Co-operative

Oncology Group.
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CHAPTER 6: IS HYPOALBUMINAEMIA, AN INDEPENDENT

PROGNOSTIC FACTOR IN PATIENTS WITH GASTRIC CANCER?

6.1 Introduction

Each year in the UK, there are approximately 800 cases of gastric cancer
and over 5,500 deaths attributable to the dise2aarder Research UK Information
Resource Centre, 2004]. Despite this often shediam and poor overall survival,
there is marked heterogeneity in the duration ofigal amongst patients. Surgery
confers the greatest chance of long-term curesbassociated with appreciable
morbidity and mortality. As a consequence, potgiytcurative surgery is carried out
relatively infrequently and most patients are weatalliatively. Whilst such palliative
treatment may confer a small survival advantage begst supportive care, it is
primarily directed towards symptom relief [Pyrhoredral., 1995]. Treatment, in
particular with chemotherapy, may sometimes baaekpense of toxicity [Ross et al.,
2002]. Therefore, the appropriate selection oigpds most likely to benefit is of
considerable importance.

A number of recent studies have indicated that B§poninaemia is
independently associated with survival in gastanaer, whether operable [Lien et al.,
2004;0nate-Ocana et al., 2007] or inoperable [Adtcal., 2006;0Onate-Ocana et al.,
2007;Lee et al., 2007]. Onate-Ocana and cowoi(28@7), in 1023 gastric cancer
patients, showed that lower levels of albumin predi poorer survival independent of

TNM stage and whether or not patients underwerdtug resection. Furthermore, the
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same group reported that hypoalbuminaemia predpted survival in patients with T4
gastric cancer [Onate-Ocana et al., 2008].

However, there is increasing evidence that thermstic value of alboumin may
be secondary to an ongoing systemic inflammata@goese, as evidenced by elevated
concentrations of C-reactive protein, in a var@tpdvanced cancers [McMillan et al.,
2007;Al Murri et al., 2006;Forrest et al., 2003;5kt al., 2006;McMillan et al., 2001b].
If this were the case in patients with gastric @nthen it might be expected that the
prognostic significance of hypoalbuminaemia woutddependent on the presence of a
systemic inflammatory response.

The aim of the present study was to assess theredhip between
hypoalbuminaemia, an elevated C-reactive protethsamvival in patients with gastric

cancer.

6.2 Patients and methods

6.2.1 Patients

Patients diagnosed with gastric carcinoma, attenthia upper Gl surgical unit in the
Royal Infirmary, Glasgow between April 1997 and Beder 2005 and who had a pre-
treatment measurement of alboumin and C-reactiviejpravere studied. Patients were
staged using a combination of endoscopy, CT scahedt, abdomen and pelvis,
laparoscopy and endoscopic ultrasound, in additarinical assessment. The specific
use of these modalities was dependent upon thiealitmmour features and where

appropriate, assessment of fitness, cardiac amgdfiunction testing was also performed.
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The extent of tumour spread was recorded usind i stage. Tumours
around the gastro-oesophageal junction were fudiassified according to site, using
the Siewert system [Siewert and Stein, 1998]; tyjaad 2 lesions of the gastro-
oesophageal junction were designated as cancéne oesophagus and were therefore
excluded. Type 3 tumours of the cardia were deseghgastric cancers.

Patients who had any form of chronic inflammatoigedse (e.g. vasculitis,
connective tissue disorders, rheumatological cans) and those with cancers arising
in other organs were excluded from the analyseieRts with stage I - Il disease with
significant co-morbidity were not considered suiggfior curative surgery.

In the non-operable group, patients who underwaliggive chemotherapy,
radiotherapy, endoscopic laser or palliative byspaggery were considered to have had
“active” treatment. Patients receiving palliatoare (symptom control) were
considered to have had “supportive” treatment.

The study was approved by the Research Ethics Ctieaaf Glasgow Royal

Infirmary.

6.2.2 Methods

Routine laboratory measurements of C-reactive prard albumin at the time

of diagnosis were carried out. The limit of def@ctof the C-reactive protein assay was

<émg/l. The coefficients of variation of these hwas, over the range of

measurements, was less than 5% as establisheditiyerquality control.
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6.2.3 Statistics

Comparisons between groups of patients were caotiedsing the Mantel-
Haenszel (X2) test for trend and Spearman ranletaimon as appropriate. Grouping of
the laboratory variables albumin and C-reactivaginowas carried out by using
standard thresholds.[Maltoni et al., 2005] Surk{eancer-specific) analysis of the
group variables was performed using a Cox propaatihazards model. Deaths up to
the end of April 2007 were included in the analy¥ultivariate survival analysis,
including all covariates that were significant anivariate analysis, was performed
using a stepwise, backward procedure to derivea fhodel of the variables that had a
significant independent relation with survival. fienove a variable from the model,
the corresponding P value had to be >.10. Analysze performed using SPSS

software (SPSS Inc., Chicago, IL).

6.3 Results

The baseline characteristics of patients with gasancer (n=217), grouped
according to the albumin concentration, are showhable 6.1. The majority were
male, over the age of 65 years, had stage lll/ipéase and received palliative
treatment. The majority of patients had albumid @areactive protein concentrations
in the normal range and on follow-up, died of thaincer.

Patients were grouped according to the absenceesempce of
hypoalbuminaemia (Table 6.1). Patients with hypoalinaemia were older (p<0.01),

had more advanced disease (p<0.01), had highead@ire protein concentrations
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(p<0.0001), more likely to receive palliative tneant (p<0.0001) and die on follow-up
(p<0.01) compared with patients who had albumirceatrations in the normal range.
The minimum follow-up was 15 months; the mediamofetup of the survivors was 31
months. During this period 157 (72%) patients aiétheir cancer and a further 5
patients died of intercurrent disease.

Survival analysis is shown in Table 6.2. On uriatar analysis, age (p<0.10),
tumour site (p<0.01), clinical stage (p<0.0001) &nedtment (p<0.001) were significant
predictors of cancer specific survival. Also, wiet treated as continuous or
categorical variables, albumin (p<0.0001) and tiea protein (p<0.0001) were
significant predictors of cancer specific survivaDn multivariate analysis, clinical
stage (p<0.0001) and treatment (p<0.0001) remasiggdficant independent predictors
of cancer specific survival. Also, whether treaésdcontinuous or categorical variables,
C-reactive protein (p<0.0001) remained a significaaependent predictor of cancer
specific survival. Albumin, however, was no longam independent predictor of
survival (Table 6.2).

The relationship between log10 C-reactive proteith @bumin concentrations
(rs= 0.47, p<0.001) is shown in Figure 6.1. THatrenship between C-reactive protein
(<10mgl/l, >10mg/l) and cancer specific survival (38@1) in patients with gastric
cancer and a normal albumin concentratia8b@/1) is shown in Figure 6.2. The
relationship between C-reactive proteid@ng/l, >10mg/l) and cancer specific survival
(p=0.0023) in patients with gastric cancer and layipaminaemia (<35g/l) is shown in

Figure 6.3.
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6.4 Discussion

The results of the present study confirm the wdrrevious authors that low
albumin concentrations, either as a continuousitggorical variable, are significantly
associated with poorer survival in patients witktga cancer [Lien et al., 2004;Alici et
al., 2006;0nate-Ocana et al., 2007;Lee et al., ZD@ate-Ocana et al., 2008]. However,
the results of the present study show that theaedisect relationship between an
elevated C-reactive protein concentration and hjjumainaemia. Moreover, both
hypoalbuminaemia and C-reactive protein predictigal in patients with gastric
cancer and the prognostic value of hypoalbuminaésdagraded by the inclusion of
C-reactive protein. Therefore, the current vieeldby many clinicians) that
hypoalbuminaemia reflects poor nutritional staisidikely to be an over simplification
and the relationship between hypoalbuminaemia aod gurvival in patients with
gastric cancer is more complex. Indeed, Ellegadia-workers have recently
concluded that although several biochemical maraergrequently used to monitor
nutritional status, including subnormal serum lewaf albumin, transferrin, and
transthyretin, systemic inflammation is centraieight loss in cancer, explaining
variations in body composition [Ellegard and Bosga@008]. Furthermore, they
conclude that the most important biochemical intdelBe measured in malignant
disease is the assessment of systemic inflammedsppnse. It is of interest therefore,
that Onate- Ocana and co-workers (2007) previaeslggnised that there may be a
number of potential confounding factors respondibtehe association between

hypoalbuminaemia and poor survival in gastric canddey identified the systemic
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inflammatory response as a plausible confoundintpfaconsistent with the present
results.

In patients with gastric cancer it is recogniseat there may be reduced caloric
intake due to stenosis of the cardia or pylorusweler the results of the present and
these previous studies are consistent with thethgse that the systemic inflammatory
response plays a major role in the progressivetiunal and functional decline in
patients with cancer [McMillan, 2008]. Indeed, m@@ment of the systemic
inflammatory response, in particular C-reactivetgirg has been included in the
definition of cancer cachexia, together with weilgisis and reduced calorie intake
[Morley et al., 2006;Fearon et al., 2006]. Therefdaken together with the results of
the present study, it would appear that the ralatigp between hypoalbuminaemia and
poor cancer specific survival, is secondary to tidhe systemic inflammatory
response, in patients with gastric cancer.

The basis of the systemic inflammatory respongmatrents with gastric cancer
is not clear. It may be due to the increased prtdn of pro-inflammatory cytokines
by the tumour or in response to bacterial infectiod tissue necrosis. Indeed there is
some evidence of increased production of interte@kilL-6), a primary mediator of
increased C-reactive protein concentration, frostrgatumours [Ashizawa et al.,
2005;Liao et al., 2008]. In addition, serum ILe&éls have been shown to be closely
correlated with C-reactive protein concentrationpatients with gastric cancer
[Ikeguchi et al., 2009;Kim et al., 2009]. Incresstumour size and the degree of
tumour ulceration has also been shown be associatieghoor prognosis in patients
with gastric cancer [Xu et al., 2009]. Howeveéreimains to be determined whether

tumour expression of IL-6, tissue necrosis or thst hesponse, is responsible for
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elevated C-reactive protein concentrations and alguminaemia in patients with
gastric cancer.

The mechanism by which an elevated C-reactive pratancentration is related
to poorer survival is similarly not clear. It mhg that an elevated systemic
inflammatory response is associated with a poot, hasal immune response to the
tumour and therefore increased lymph node spreddratastases. Alternatively, it
may be that an elevated C-reactive protein conagoiris associated with increased
vascular invasion or angiogenesis, thus again gongenetastatic potential. However
the tumour/ host interaction and its relationsbiphte systemic inflammatory response
and survival, is likely to be complex.

Measurement of C-reactive protein in patients wdbtric cancer may be used
to better predict patient outcome, improving shidtion of patients and therefore
ensuring allocation of the most appropriate treatnmost likely to benefit. Indeed,
measurement of C-reactive protein (as part of infleation based prognostic scores)
has been shown to improve clinical staging in pasievith gastro-oesophageal cancer
and can be incorporated into current staging algms [Deans et al., 2007].
Furthermore, measurement of C-reactive proteirtegyis inflammation-based markers
and prognostic scores not only identify patientsskt of a poor outcome, but may also
provide well-defined therapeutic targets for clalitrials.

In summary, the results of the present study sthathe systemic
inflammatory response is a major confounding fattdhe relationship between low
albumin concentrations and poorer cancer speaifiggal. Accordingly, C-reactive
protein should be measured in addition, to albumidefine baseline risk in patients

with gastric cancer.
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Table 6.1 The relationship between hypoalbuminaeraj clinicopathological

characteristics, systemic inflammatory response andurvival in patients with

gastric cancer (n=217).

Age (<65/ 65-74/ 25years)

Sex (male/ female)

Tumour site (proximal/ body/ antrum/35/ 41/ 48/ 33/ 14

overlapping/ not defined)
Clinical TNM Stage (I/ 1Il/ 1I/ 1V)

C-reactive protein (mgA)

C-reactive protein_(¥0/ >10mg/l)

Albumin >35g/I
(n=171)
71/ 50/ 50
111/ 60

42/ 34/ 26/ 69

<6 (<6-190)
110/ 61

Treatment (surgery/ palliative-active/

palliative-supportive)

Alive
Dead
Cancer

Non-cancer

#median (range)

68/ 83/ 20

50

119

133

Albumin <35g/l
(n= 46)
11/ 7/ 28
27/ 19
8/ 10/ 10/ 14/ 4

6/ 4/ 6/ 30

28 (<6-253)
12/ 34

3/ 30/ 13

38

P-value

0.001

0.438

0.316

0.004

<0.001

<0.001

<0.001

0.003



Table 6.2 Clinicopathological characteristics anadancer specific survival in

patients with gastric cancer (n=217): Survival analsis

Univariate survival

Multivariate survival

Analysis analysis
Patients | Hazard ratio P- value | Hazard ratio P- value
217 (%) | (95%) C.1) (95%) C.1)
Age < 65 years 82 (38) 1 1
65-74 years 57 (26) | 0.81(0.53-1.23) | 0.324 0.98 (0.64-1.50) | 0.925
>75 years 78 (36) 1.42 (0.99-2.04) | 0.058 1.11 (0.72-1.71) | 0.642
Sex Male 138 (64) | 1
Female 79 (36) 1.23 (0.89-1.70) | 0.219
Tumour site  proximal 43 (20) 1 1
body 51 (24) | 0.97 (0.60-1.58) | 0.903 1.19 (0.72-1.96) | 0.508
antrum 58 (27) 1.04 (0.65-1.65) | 0.874 2.31(1.38-3.86) | 0.001
overlapping 47 (22) | 2.07 (1.30-3.32) | 0.002 1.46 (0.90-2.36) | 0.128
not defined 18 (8) 0.58 (0.29-1.18) | 0.134 1.57 (0.73-3.37) | 0.245
TNM stage I 48 (22) 1 1
Il 38 (17) 1.43 (0.78-2.64) | 0.243 1.31 (0.70-2.48) | 0.392
11 32 (15) | 2.50(1.38-4.52) | 0.002 2.05(1.11-3.81) | 0.023
v 99 (46) | 8.06 (4.89-13.30)| <0.001 | 4.50 (2.50-8.11) | <0.001
Treatment Surgery 71 (33) 1 1
Palliative-active | 113 (52) | 4.48 (2.90-6.91) | <0.001 | 2.44 (1.38-4.32) | 0.002
Palliative- 33(15) | 8.71(5.14-14.73)| <0.001 | 3.28 (1.61-6.72) | <0.001
supportive
Albumin (g/l) 217 0.93 (0.91-0.95) | <0.001 1.00 (0.96-1.03)| 0.802
C-reactive protein (mgA) 217 5.09 (3.59-7.22) | <0.001 2.57 (1.70-3.87)| <0.001
Albumin _385¢l/l 171 (79) |1 1
<354l 46 (21) | 2.17 (1.49-3.15) | <0.001 | 1.13(0.76-1.69) | 0.545
C-reactive protein 40mg/I 122 (56) | 1 1
> 10mgl/l 95 (44) | 3.97 (2.84-5.54) | <0.001 | 2.37 (1.65-3.40) | <0.001

#log10 C-REACTIVE protein
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Figure 6.1 The relationship between C-reactive pitein and albumin in
patients with operable (top line) and inoperable (bttom line) gastric

cancer.
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CHAPTER 7: COMPARISON OF PRE-TREATMENT CLINICAL
PROGNOSTIC FACTORS IN PATIENTS WITH GASTRO-OESOPHAG EAL

CANCER AND PROPOSAL OF A NEW STAGING SYSTEM.

7.1 Introduction

Currently, clinical staging in patients with gasttesophageal cancer, is based
on measures of the burden of disease (CT, lapgrgsaoad Endoscopic Ultrasound) and
the fitness of the patient (weight loss and perforoe status). However, neither weight
loss or performance status are objectively def{@edio M, 2001;Morley et al.,
2006;Fearon et al., 2006], and as a consequengetdcurately stratify patient
outcomes and responses to the treatment. Cl@aoig accurate assessment of patient
fitness will improve the allocation of treatmentaherefore outcomes for all patients
with gastro-oesophageal cancer.

In addition, the use of neoadjuvant chemo and tadiapy has increased the
need for more accurate clinical staging methodspakticular, following neoadjuvant
therapy pathologic staging of the tumour specingamot as informative as in untreated
patients. Therefore, clinical staging is of crb@@portance in determining the likely
benefit of treatment, in terms of subsequent gualitife and survival.

Recently, the pre-treatment clinical factors; dalistage, weight loss,
performance status and an elevated C-reactiveiprcd@centration, have been shown
to independently predict survival in patients ugéng clinical staging for gastro-
oesophageal cancer [Deans et al., 206#wever, this has not to date been

prospectively validated.
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Also, the selective combination of C-reactive piotnd albumin (termed the
Glasgow Prognostic score, GPS) has been shownaghegnostic factor, independent
of tumour stage, in a variety of gastrointestirataers [McMillan, 2008] including
gastro-oesophageal cancer [Kobayashi et al., 2008].

The aim of the present study was to examine tlaioalship between pre-
treatment clinical prognostic factors and cancecsje survival in an unselected cohort

of patients with gastro-oesophageal cancer.

7.2 Patients and methods

7.2.1 Patients

Two hundred and seventeen patients, undergoinggtawestigations for
gastro-oesophageedncer (between January 2002 and December 2084¢ upper Gl
surgical unit at Glasgow Royal Infirmary, were saat

For gastric cancers, TNM stage | to 11l tumours eveonsidered to be amenable
to curative surgical resection. For oesophageaters, TNM stage | to 11l tumours,
excluding T4, were considered to be amenable tatiegrsurgical resection.

The study was approved by the Research Ethics Ctieaaf Glasgow Royal

Infirmary.
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7.2.2 Methods

The extent of tumour spread was recorded usind i stage. Tumours of
the gastro-oesophageal junction were further dladsaccording to site, using the
Siewert system; type 1 and 2 lesions of the gassmphageal junction were designated
as cancers of the oesophagus. Type 3 tumour afitdia were designated gastric
cancers [Siewert and Stein, 1998].

Routine pre-operative laboratory measurementshafnain and C-reactive
protein were carried out prior to staging lapar@scoThe coefficient of variation for
these methods, over the range of measurementeas$ian 10% as established by
routine quality control procedures. The limit @ftection of the assay was a C-reactive
protein concentration of less than 5mg/l with tipper limit of normal values being
<10mgl/l.

The Edinburgh Clinical Risk Score (ECRS) was cartséd as previously
described [Deans et al., 2007]. An elevated Ctreaprotein concentration (>5mg/l)
scores 20, rate of weight loss of > 2.75% per mentres 20, Karnofsky PS of <60
scores 68, 60-70 scores 32 and 80-100 scores @Jiaidl stage IV scores 94, I
scores 46, Il scores 30 and | scores 0 (Table 7.1).

The mGPS was calculated as previously described/[iNé, 2008]. Briefly,
patients with an elevated C-reactive protein cotre¢ion (>10 mg/L) and a decreased
albumin concentration (<35 g/L) score 2. Thoséep#t with an elevated C-reactive
protein concentration (> 10mg/L) score 1 and padinth a C-reactive protein

concentration of < 10mg/L and any albumin concéiamascore O (Table 7.1).
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7.2.3 Statistics

Deaths up to the end of July 2008 have been indludéhe analysis. Univariate
survival analysis and calculation of hazard rafléR) were performed using Cox
proportional hazard model on age, sex, tumour Biggological tumour type, clinical
TNM stage (cCTNM), weight loss, Karnofsky performarstatus, C-reactive protein
concentration, Edinburgh Clinical Risk Score mGIR8 tieatment. Multivariate
survival analysis, including all covariates thatesignificant on univariate analysis,
was performed using a stepwise backward proceduterive a final model of the
variables that had a significant independent m@atiip with survival. To remove a
variable from the model, the corresponding P-vhlag to be greater than 0.10.

Analysis was performed using SPSS software (SP&S@hicago, IL, USA).

7.3 Results

The characteristics of patients, undergoing stafpngastro-oesophageal cancer
are shown in Table 7.2. The majority of patienesevmale, greater than 65 years, had
adenocarcinomas and had clinical TNM stage (cTNMJisease. Thirty eight patients
underwent surgery with curative intent, 14 patigateived radical chemo-
radiotherapy, 91 patients received chemo/radioflygr@b patients were treated with
laser, 5 underwent palliative by-pass surgery ahgaients underwent stenting or
received palliative care only. One hundred andotients had an elevated C-reactive
protein concentration (>10mg/l). Of the 38 patsanith hypo-albuminaemia, 32 (84%)

had an elevated C-reactive protein concentratiarrg/l).
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During the follow-up period 188 (87%) patients di&@8 of their disease. The
minimum follow-up was 46 months and the mediarofwHup of the survivors was 65
months. On univariate analysis, age (p<0.05), tumsde (P<0.01), cTNM stage
(p<0.001), weight loss (p<0.01), C-reactive protmncentration >5mg/l (p<0.001),
ECRS (p<0.001), mGPS (p<0.001) and treatment (840, Qvere significantly
associated with cancer specific survival (Tablg.7.2

On multivariate survival analysis of the signifitéactors, excluding treatment;
age (HR 1.41, 95% CI 1.17-1.69, p< 0.001), tumasitipn (HR 1.49, 95% CI 1.10-
2.01, p= 0.010), cTNM stage (HR 1.90, 95% CI 1.5282p< 0.001) and mGPS (HR
2.07, 95%Cl 1.67-2.58, p<0.001), were independeagbociated with cancer specific
survival (Table 7.3).

When treatment was included in the multivariateysis, only cTNM stage
(HR 1.84, 95% CI 1.56-2.17, p< 0.001), treatmerR (412, 95% CI 1.73-2.60, p<
0.001) and mGPS (HR 1.67, 95% CI 1.35-2.07, p<1).0&re independently
associated with cancer specific survival (Tablg.7.3

When those patients who underwent surgery weredestependently (n=38)
to establish prognostic variables, on univariateysis only C-reactive protein <5mg/I
(p<0.01) and mGPS (p<0.01) were associated witheraspecific survival. On
multivariate analysis, only the mGPS was signifttaassociated with cancer specific
survival HR 4.34, 95%Cl 1.44-13.13, p=0.009).

Patients with clinical stage 11l disease are thetnaballenging group in which
to allocate the treatment, from which they are nlisty to benefit. Figure 7.1
demonstrates how the mGPS can be used to provitigonal prognostic information

to aid decision making, along with clinical stag#R(1.89, 95% CI 1.17-3.06, p= 0.01).
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Figures 7.2-7.3 demonstrate the relationship betw@®M stage and survival, in
patients with an mGPS of 0 and 1 respectively.

The relationship between the patient clinical cbhiastics and the mGPS is
shown in Table 7.4. An elevated mGPS was assadlcidte advanced cTNM stage (p<
0.001), poor performance status (p<0.05), an eteMBCRS (p< 0.001) and more

conservative treatment (p< 0.001).

7.4 Discussion

In the present study of a comparison of pre-treatraknical prognostic factors
in patients with gastro-oesophageal cancer, oitycell TNM stage, treatment and the
MGPS were shown to have independent prognostidiseme. These results suggest
that the systemic inflammatory response, as evielbby the mGPS, is the most
important patient related factor in determiningamme in patients with gastro-
oesophageal cancer. Therefore, a measure of shensig inflammatory response, in
particular the mGPS, should be included in thetpratment assessment of these
patients, and subsequent discussion at a multiptlisary team meeting.

In the present study C reactive protein and alburoircentrations were
measured at the time of diagnosis, prior to staipgroscopy. Serial measurements
were not performed and it is unclear whether lardiital measurement of the mGPS
throughout treatment, would have added additionagmostic information. However,
this may be particularly relevant in patients si&lddor neo-adjuvant treatment.

In the present study 18% of patients underwentctese This may appear low

compared with the resection rate in other counthiesvever, in the UK the majority of
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patients with gastro-oesophageal cancer presehtagitanced, inoperable disease.
Moreover in recent years there has been a decire#ise resection rate for gastric and
oesophageal cancer with the recognition that ahdbe resection rate was
approximately 40% only 60% of operations were ader®d to be curative by the
surgeon [ISD Scotland, 2005]. With the advent O8Eand high resolution CT in more
recent years, accurate clinical staging has impt@ve the percentage of patients
selected for potentially curative surgery has tfogeedecreased.

In the present study the aim was to compare pegrarent prognostic variables
which may useful in informing treatment decisionsl gherefore clinical TNM (CTNM)
staging was used in all patients. This reflectsdituation faced by clinicians at
multidisciplinary team meetings. Neverthelesiai$ long been recognised that the
level of concordance between pre-operative clirstade and post-operative
pathological stage is sub-optimal even with enhdmegging techniques [Ziegler et al.,
1993;Kelly et al., 2001;Blackshaw et al., 2003;ltdgde and Kulkarni, 2005]. In the
present study the numbers of patients who understegery and had pathological
stage was small 38 (18%) and therefore it remaitetdetermined whether the mGPS
improves the prediction of pathological TNM stageatients with gastro-oesophageal
cancer.

Similarly, the assessment of patient fithess byaifneunt of weight loss or
performance status is known to be suboptimal. ekample, there remains controversy
about what weight loss (the amount of and over wkeabd) significantly impacts on
outcome [Morley et al., 2006;Fearon et al., 2008[so, differences in the assessment

of performance status have been reported betwemiamists, nurses and patients,
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oncologists being the most optimistic in their asseent and patients the least [Ando
M, 2001].

It is of note that the 2 year survival of the graapeiving endoscopic/
symptomatic treatment and who had a mGPS of 0 gnester than the 2 year survival
of patients receiving palliative chemo/radiotheragho’s mGPS was greater than 0.
Thus, it would appear that according to survivaine patients may have received more
aggressive treatment without necessarily benefitiegh and conversely, some patients
may have been denied more aggressive treatmerdhwiay have prolonged their life.

In contrast to the mGPS, the ECRS comprises 4bhlaga2 of which are
subjective; performance status and weight lossesé&ltwo subjective variables account
for almost half of the possible risk score andchia present study did not retain
independent significance when compared with the B1GRIthough both scores have
incorporated C-reactive protein, in the ECRS C4ieagrotein can account for a score
of 20 out of a possible 202 (10%). In contraste@etive protein can account for a
score of 1 out of a possible 2 (50%). In additiarthe present study the C reactive
protein threshold of >5 mg/I did not retain indegent significance when compared
with the mGPS.

Therefore, the mGPS offers a simple to performeatije and well standardised
pre-treatment assessment to guide treatment. Xaon@e, since an elevated pre-
treatment mGPS identifies patients at high riskyhg of their disease, they should be
offered low morbidity treatment tailored to symptatia control. Indeed, recent
evidence from surgical and chemoradiotherapy ssualie consistent with this approach
[Kobayashi et al., 2008;lkeda et al., 2003]. He present study, it would appear that in

those patients with evidence of an elevated systexflammatory response, clinical
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stage performs less well in predicting cancer dpesurvival (figures 7.2-7.3) It is
important to note however, that there are relagifelv patients in this cohort with a
MGPS of 2 and clinical stage I-lll disease anddftge some caution is necessary in
interpreting results in this sub-group of patients.

In summary, the pre-treatment measurement of thE #iGiproves clinical
staging in patients with gastro-oesophageal cantkerefore, it is likely to aid clinical

decision making for these difficult to treat patgn
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Table 7.1. Prognostic scoring systems in patientgth gastro-oesophageal cancer.

Edinburgh Clinical Risk Score Score| modified Glasgow Prognostic ScoreScore

(ECRS) (mGPS)
CRP < 5mg/l 0 CRP <10mg/ 0
CRP > 5mg/I 20

Rate of weight loss
<2.75 (% per month) 0 CRP >10 mg/L 1

>2.75 (% per month) 20

Karnofsky Score

80-100 0 CRP >10 mg/L
60-70 32 Albumin <35g/I 2
<60 68

Clinical stage (cTNM)
I 0
Il 30

1 46
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Table 7.2. Pre-treatment clinical characteristicand cancer specific survival rates
of patients with gastro-oesophageal cancer: Univate survival analysis

Patients 2 year 3 year P-value
n=217  survival survival (log rank)
(%) rate % (SE) rate % (SE)
Age <65 years 87 (40) 40 (5) 29 (5)
65-74years 53(24) 57 (7) 32 (6)
X5 years 77 (36) 33 (5) 12 (4) 0.017
Sex male 49 (69) 43 (4) 24 (4)
Female 68 (31) 35 (6) 21 (5) 0.546
Site oesophageal 121 (56) 45 (5) 26 (4)
Gastric 96 (44) 35 (5) 20 (4) 0.057
Type adenocarcinoma 160 (74) 41 (4) 23 (3)
Squamous 57 (26) 39 (7) 24 (6) 0.796
Edinburgh clinical risk score
Clinical TNM Stage | 29 (13) 75(8) 54 (9)
Il 31(14) 70(8) 57 (9)
1] 60 (28) 46 (6) 24 (6)
v 97 (45) 17 (4) 3(2) <0.001
Weight loss No 83(38) 52 (6) 34 (5)
Yes 134 (62) 33 (4) 16 (3) 0.003
Karnofsky PS 80-100 203 (93) 39 (3) 24 (3)
60-70 12 (6) 58 (14) 22 (12)
<60 2 (1 50 (35) 0 (0) 0.978
C-reactive protein_smg/I 86 (40) 64 (5) 44 (5)
>5mg/l 131 (60) 25 (4) 10 (3) <0.001
Edinburgh clinical risk score (tertiles) 58 (27) 79 (5) 59 (7)
102 (47) 32 (5) 14 (3)
57 (26) 16 (5) 3(3) <0.001
mGPS (0/ 1/ 2) 107 (49) 63 (5) 42 (5)
78 (36) 21 (5) 5(3)
32 (15) 11 (6) 7 (5) <0.001
Treatment
Surgery 38 (18) 87 (6) 73 (7)
Chemoradiotherapy with curative intentl4 (6) 64 (13) 50 (13)
Palliative chemotherapy / radiotherapy91 (42) 33 (5) 11 (3)
Stent/dilatation/laser/by-pass/ 74 (34) 21(5) 7 (3) <0.001

symptomatic
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Table 7.3. Pre-treatment clinical characteristicand cancer specific survival of

patients with gastro-oesophageal cancer:
Multivariate survival analysis
excluding treatment

Age (<65/ 65-74/ X5 years)
Site (oesophageal/ gastric)
Clinical TNM Stage (I/ I/ I/ 1V)
Weight loss (no/ yes)
C-reactive protein _(57 >5mg/l)
mGPS (0/ 1/ 2)

Multivariate survival analysis
Including treatment

Age (<65/ 65-74/ 5 years)
Site (oesophageal/ gastric)
Clinical TNM Stage (I/ I/ I/ 1V)
Weight loss (no/ yes)

mGPS (0/ 1/ 2)

Treatment

(Surgery/ Chemoradiotherapy with curative

intent/ Palliative chemotherapy / radiotherapy/

Patients Survival P-value
n=217 HR (95% ClI)
87/ 53/ 77 1.41(1.17-1.69) <0.001
121/ 96 1.49 (1.1m)2. 0.010

29/ 31/ 60/ 97 1.90 (1.59-2.28) <0.001

83/ 134 1.32(0.95-1.82) 98.0
86/ 131 1.07 (0.68-1.67) 0.777
107/ 78/ 32 2.07 (1.67-2.58) <0.00
87/53/ 77 1.08 (0.89-1.32) 0.430
121/ 96 1.15 (0.88)1. 0.387

29/ 31/ 60/ 97 1.84 (1.56-2.17) <0.001

83/ 134 1.21(0.87-1.68) 68.2

107/ 78/ 32 1.67 (1.35- 2.07) <0.00

Stent,dilatation, laser, by-pass, symptomatic) 38/ 14/91/ 74 2.12 (1.73- 2.60) <0.001
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Table 7.4. Relationship between clinical charactestics and the mGPS

Age (<65/65-74/ F5 years)

Sex (male/ female)

Site (oesophageal/ gastric)

Type (adenocarcinoma/ squamous)
cTNM Stage (I/ I/ 11I/ 1V)

Weight loss (no/ yes)

Karnofsky PS (80-100/ 60-70/ <60)
ECRS (tertiles)

Treatment

Surgery

Chemoradiotherapy with curative intent

Palliative chemotherapy / radiotherapy

mGPS 0
(n=107)
43/ 28/36
74/ 33
63/ 44
83/ 24
22/ 22/ 35/ 28 41 6/21/ 47  3/3/4] 22
49/ 58
103/ 3/ 1

48/ 54/ 5

36

9

35

Stent/dilatation/laser/by-pass/ Symptomati7

2 year survival rate % (SE)
Surgery
Chemoradiotherapy with curative intent

Palliative chemotherapy / radiotherapy

77 (7)
56 (17)

21 (7)

Stent/dilatation/laser/by-pass/ Symptomaticl6 (7)

150

mGPS 1 mGPS 2 P value

(n=78) (n=32)
36/ 15/ 27 8/10/ 14 0.30
52/ 26 23/ 9 0.92
45/ 33 13/19 0.122
53/ 25 8 24/ 0.430
<0.001
21/ 57 13/ 19 0.15

7404 26/ 5/1 0.018

7/35/36  3/18/1 <0.001
2 0
5 0
44 12
27 20 <0.001
0 (0)
40 (22)
5 (3) 13 (10)
0(0) 5(5)
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CHAPTER 8: DISCUSSION AND FUTURE WORK

The overall aim of the thesis was to examine titerirelationships between
local and systemic inflammatory responses and capeeific survival, in patients with

gastro-oesophageal cancer.

The results of the work presented in this theaisetdemonstrated that, in
particular, the presence of an elevated systerflammmatory response predicts poor
survival, independent of stage and treatment receivm patients with operable and
inoperable gastro-oesophageal cancer. The mechsibig which the systemic

inflammatory response impacts on cancer specifid\&l is, however, still unclear.

There are a number of potential mechanisms;
It is possible that the presence of an elevatetesys inflammatory response may
represent occult metastasis and therefore undgingtaf patients. Since work began
on this thesis, there has been an increase instn®fUPET CT, in the staging of gastro-
oesophageal cancer. Indeed, the use of PET Cbdwsshown to alter clinical stage
and subsequent management decisions in approxim@@¥o of patients with
oesophageal cancer [Gilles et al 2010, Williamal &009]. It remains to be seen if the
increased diagnosis of metastatic disease by tbigalty (in patients that previously
would have been deemed to have local, operableask3}eis associated with the
presence of a systemic inflammatory response. Mewmyethis theory of occult
metastasis is unlikely to explain the ability o&thystemic inflammatory response (as

evidenced by the mGPS) to consistently and indegrghdpredict poor cancer survival
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in a number of tumour types and at different stagésdisease [McMillan,
2009;Roxburgh and McMillan, 2010]. From these répand the results of the present
study, it is more likely that the presence of aexysc inflammatory response enhances
the malignant potential of the tumour.

In chapter 3, it was of interest that a local lgrnede inflammatory infiltrate was
associated with, independent of tumour stagingrgramancer specific survival in
patients with gastro-oesophageal cancer. Alsd/|dnagrade Klintrup criteria was also
associated with a greater nodal burden. Thesésese consistent with those
previously observed in relatively large studiepafients undergoing potentially
curative resection for colorectal cancer [Klintretpal., 2005;Roxburgh et al.,
2009b;Roxburgh et al., 2009a]. Therefore, it wiaisiterest that Klintrup criteria and
Ki-67 labelling index were not associated. Thigimisuggest that the local immune
response is not stimulated directly by increasetbtur proliferation and may be a more
passive response to production of local, pro-inffaatory cytokines. Alternatively, as
suggested above, that there may be unknown conifogifetctors associated with the
present analysis of Ki-67 labelling index in gastesophageal cancer.

Nevertheless, the results of the present studgarsistent with the concept that
a high-grade local immune response representdectieé host cellular immune
response preventing further tumour disseminatiahpangression. Furthermore, the
fact that the Klintrup score had superior progroogéilue to that of tumour macrophage
infiltrate is also consistent with the concept tiegt density and location of a variety of
immune cells, and not an individual immune cellelypre important independent
determinants of cancer-specific survival in pasenith gastro-oesophageal cancer.

Also, it would suggest that other immune cell-types important in determining
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tumour progression in these patienf&irther detailed analysis of mediators of the local
and systemic inflammatory responses such as tedeokins e.g. IL-4, IL-6 and IL-10
and chemokines e.g. MCP-1, MIP-1 and IL-8 wouldMaeranted to explain how these
local and systemic inflammatory responses are tinke

Another potential mechanism linking the systemitammatory response to
malignant potential is the inflammation driven pgss of angiogenesis/ vascular
invasion and its associated dissemination of theotur at an early stage of disease.
Examining the relationship between angiogenesstwar invasion, the local and
systemic inflammatory responses and survival wbelén important area for future
work. In the present thesis tumour macrophagénation, although reported to be
linked to angiogenesis/ vascular invasion [Murraket 2008] was not associated with
local or systemic inflammatory responses and didonedict cancer specific survival
(Chapter 3). Further detailed analysis of theti@hahip between local and systemic
inflammatory responses and angiogenesis/ vasauasion is warranted to investigate
this potential mechanism.

At the time of this thesis, the treatment algaritfor patients with operable
disease did not routinely include neo-adjuvant abtberapy. However, as a result of
the MAGIC trial, patients are now routinely treateith neoadjuvant chemotherapy
[Cunningham et al., 2006]. Although this enableel analysis of tumour proliferation,
macrophage and inflammatory infiltrate and pathmlalgfactors in “native” tumours we
were unable to examine the relationship betweesyhemic inflammatory response
and response to neoadjuvant chemotherapy. Nelesthdét was of interest that, in
chapter 5, the presence of an elevated GPS impatiadergoing palliative

chemotherapy was associated with poorer survivéllia@ need for dose reduction.
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These results are consistent with the recent reépatrthe GPS predicts poor survival in
patients undergoing neoadjuvant chemo-radiothei@pyesophageal squamous cancer
[Kobayashi et al., 2008]. It would therefore begportant for future work to assess the
relationship between the systemic inflammatory oesp, tolerance and response to
neo-adjuvant chemotherapy and survival in patiesitis oesophageal and gastric
adenocarcinoma.

As discussed in chapter 7, we believe that the $§1&#®uld now be
incorporated into staging of patients and therefaatment allocation. The clinical
utility of measures of the systemic inflammatorgpense (such as the mGPS) is an
important area for further study. Whether its ealill be greater in the initial staging
of patients or in guiding the use anti-inflammattgatment, remains to be determined.
Indeed, an area not addressed in the thesis ihvarhet not the systemic inflammatory
response (as evidenced by the mGPS) can be mad#iedmportant area for future
work would therefore be to assess whether treatmightanti-inflammatory agents can
down regulate the systemic inflammatory responskverether such anti-inflammatory
treatment can improve long term survival for pasenith operable and inoperable
gastro-oesophageal cancer. Finally, it remaineteden whether the mGPS is of value
in monitoring such a process.

In conclusion, measurement of the systemic inflatonyaesponse (as
evidenced by the mGPS) provides additional prognasfiormation in patients with
gastro-oesophageal cancer, it can improve clisizaing and help predict patients less
likely to benefit from high morbidity treatment&urthermore, it is an objective
measure which is well standardised and easily cemible and can be readily included

in the clinical staging of all patients with gastresophageal cancer.
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APPENDIX 1: DATABASE FOR CHAPTER 2:

AN ELEVATED C-REACTIVE PROTEIN CONCENTRATION,
PRIOR TO SURGERY, PREDICTS POOR CANCER SPECIFIC
SURVIVAL IN PATIENTS UNDERGOING RESECTION FOR

GASTRO-OESOPHAGEAL CANCER
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Patient | mOfl | age | agecd Dateop site | positcd | histolog | typecd | T n m tnmstcd posnodes lymphcd
1 0.00 |63 | 0.00 18-Apr-2001 0 0.00 squam 1.00 1 0.00 0 1.00 0.00 0.00
2 000 |77 | 200 01-Sep-1996 g 1.00 adeno 0.00 3 0.00 0 2.00 0.00 0.00
3 1.00 |34 |0.00 16-Jul-1997 G 1.00 AD 0.00 3 1.00 0 3.00 3.00 1.00
4 000 |73 | 100 08-Jun-1998 0 0.00 adeno 0.00 3 0.00 0 2.00 0.00 0.00
5 000 |72 | 100 21-Oct-1998 g 1.00 adeno 0.00 3 0.00 0 2.00 0.00 0.00
6 1.00 |73 | 100 28-Oct-1998 0 0.00 adeno 0.00 2 0.00 0 1.00 0.00 0.00
7 000 |59 |0.00 29-Mar-1999 g 1.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
8 000 |51 |0.00 07-Apr-1999 0 0.00 squam 1.00 3 1.00 0 3.00 7.00 1.00
9 000 |66 | 100 05-Jul-1999 g 1.00 adeno 0.00 3 0.00 0 2.00 2.00 1.00
10 1.00 |58 |0.00 16-Jul-1999 0 0.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
11 000 |49 |0.00 09-Aug-1999 0 0.00 squam 1.00 2 1.00 0 2.00 4.00 1.00
12 1.00 |77 | 200 23-Aug-1999 0 0.00 squam 1.00 3 1.00 0 3.00 5.00 1.00
13 1.00 |67 | 100 28-Sep-1999 0 0.00 squam 1.00 2 1.00 0 2.00 1.00 1.00
14 000 |59 |0.00 03-Nov-1999 0 0.00 adeno 0.00 1 0.00 0 1.00 5.00 1.00
15 000 |71 | 100 24-Nov-1999 0 0.00 squam 1.00 2 0.00 0 2.00 0.00 0.00
16 0.00 |48 | 0.00 01-Dec-1999 g 1.00 adeno 0.00 2 0.00 0 1.00 1.00 1.00
17 000 |74 | 100 26-Jan-2000 0 0.00 squam 1.00 1 0.00 0 1.00 0.00 0.00
18 1.00 |69 | 1.00 14-Feb-2000 0 0.00 squam 1.00 1 0.00 0 1.00 0.00 0.00
19 000 |72 | 100 16-Feb-2000 0 0.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
20 1.00 |61 |0.00 01-Mar-2000 0 0.00 squam 1.00 2 1.00 0 2.00 2.00 1.00
21 1.00 |55 |0.00 15-Mar-2000 0 0.00 adeno 0.00 2 0.00 0 2.00 0.00 0.00
22 000 |61 | 0.00 22-May-2000 g 1.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
23 1.00 |59 |0.00 29-May-2000 g 1.00 adeno 0.00 2 0.00 0 1.00 0.00 0.00
24 0.00 |47 | 0.00 30-Aug-2000 0 0.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
25 000 |75 | 200 08-Nov-2000 G 1.00 adeno 0.00 2 0.00 0 1.00 0.00 0.00
26 000 |61 | 0.00 20-Dec-2000 g 1.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
27 000 |64 |0.00 10-Jan-2001 g 1.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
28 1.00 |72 |1.00 11-Apr-2001 G 1.00 adeno 0.00 2 0.00 0 1.00 0.00 0.00
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Patient | mOfl | age | agecd dateop site | positcd | histolog | typecd |t n m tnmstcd posnodes Lymphcd
29 000 |71 |1.00 16-May-2001 g 1.00 adeno 0.00 1 0.00 0 1.00 1.00 1.00
30 0.00 |52 | 0.00 11-Jul-2001 G 1.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
31 1.00 |52 |0.00 29-Aug-2001 0 0.00 squam 1.00 1 0.00 0 1.00 1.00 1.00
32 1.00 |41 |0.00 14-Nov-2001 g 1.00 adeno 0.00 3 0.00 0 2.00 7.00 1.00
33 000 |72 |1.00 09-Jan-2002 g 1.00 adeno 0.00 3 0.00 0 2.00 0.00 0.00
34 0.00 |64 | 0.00 06-Mar-2002 0 0.00 adeno 0.00 3 0.00 0 2.00 0.00 0.00
35 000 |70 | 1.00 17-Apr-2002 g 1.00 adeno 0.00 2 0.00 0 1.00 0.00 0.00
36 100 |73 |1.00 24-Apr-2002 0 0.00 adeno 0.00 2 0.00 0 2.00 0.00 0.00
37 0.00 |59 | 0.00 29-May-2002 g 1.00 adeno 0.00 2 0.00 0 1.00 0.00 0.00
38 100 |72 |1.00 29-May-2002 g 1.00 adeno 0.00 2 0.00 0 1.00 0.00 0.00
39 0.00 |58 | 0.00 25-Jul-2002 0 0.00 adeno 0.00 3 0.00 0 2.00 0.00 0.00
40 0.00 |68 | 1.00 02-Oct-2002 0 0.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
41 000 |70 |1.00 01-Nov-2002 g 1.00 adeno 0.00 3 0.00 0 2.00 0.00 0.00
42 0.00 |61 | 0.00 04-Dec-2002 0 0.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
43 0.00 |59 | 0.00 17-Mar-2003 0 0.00 squam 1.00 3 0.00 0 2.00 0.00 0.00
44 1.00 |65 |1.00 08-May-2003 g 1.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
45 000 |76 | 2.00 11-Jun-2003 g 1.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
46 100 |71 |1.00 25-Jun-2003 0 0.00 squam 1.00 3 1.00 0 3.00 1.00 1.00
47 0.00 |55 | 0.00 10-Sep-2003 0 0.00 adeno 0.00 3 1.00 0 3.00 1.00 1.00
48 1.00 |80 |200 11-Feb-2004 0 0.00 adeno 0.00 3 0.00 0 2.00 0.00 0.00
49 1.00 |58 |0.00 21-Apr-2004 0 0.00 squam 1.00 1 0.00 0 1.00 0.00 0.00
50 0.00 |58 | 0.00 28-Apr-2004 0 0.00 squam 1.00 2 1.00 0 2.00 1.00 1.00
51 0.00 |52 | 0.00 10-May-2004 g 1.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
52 100 |71 |1.00 12-May-2004 0 0.00 squam 1.00 1 0.00 0 1.00 0.00 0.00
53 1.00 |46 |0.00 17-Jun-2004 0 0.00 squam 1.00 3 1.00 0 3.00 1.00 1.00
54 0.00 |68 | 1.00 30-Jun-2004 g 1.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
55 0.00 |42 | 0.00 18-Aug-2004 g 1.00 adeno 0.00 1 0.00 0 1.00 0.00 0.00
56 0.00 |51 | 0.00 22-Dec-2004 0 0.00 squam 1.00 3 1.00 0 3.00 8.00 1.00
57 0.00 |56 | 0.00 07-Jan-1998 g 1.00 adeno 0.00 3 1.00 0 3.00 2.00 1.00
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Patient | mOfl | age | agecd dateop site | positcd | histolog | typecd |t n m tnmstcd posnodes Lymphcd
58 1.00 |59 |0.00 14-Jan-2004 g 1.00 adeno 0.00 2 1.00 1 4.00 6.00 1.00
59 0.00 |56 | 0.00 15-Jan-2003 0 0.00 adeno 0.00 3 1.00 0 3.00 4.00 1.00
60 0.00 |67 | 1.00 24-Jan-2001 g 1.00 adeno 0.00 2 1.00 0 2.00 4.00 1.00
61 000 |69 |1.00 04-Feb-2004 0 0.00 adeno 0.00 2 1.00 0 2.00 4.00 1

62 0.00 |52 | 0.00 11-Feb-2002 0 0.00 adeno 0.00 3 1.00 0 3.00 5.00 1

63 0.00 |60 | 0.00 09-Mar-1998 0 0.00 adeno 0.00 3 1.00 0 3.00 7.00 1

64 0.00 |68 | 1.00 03-Mar-2003 0 0.00 adeno 0.00 2 1.00 0 2.00 5.00 1

65 1.00 |73 |1.00 26-Mar-2001 G 1.00 adeno 0.00 3 2.00 1 4.00 7.00 1

66 1.00 |77 |200 24-Mar-2003 G 1.00 adeno 0.00 3 2.00 0 3.00 16.00 1

67 0.00 |68 | 1.00 20-Mar-2002 g 1.00 adeno 0.00 3 1.00 0 3.00 5.00 1

68 000 |76 | 2.00 03-May-2000 g 1.00 adeno 0.00 3 1.00 0 3.00 5.00 1

69 1.00 |63 |0.00 06-May-1999 g 1.00 adeno 0.00 2 1.00 0 2.00 6.00 1

70 0.00 |65 |1.00 09-May-2001 0 0.00 adeno 0.00 3 1.00 0 3.00 7.00 1

71 0.00 |65 |1.00 17-May-2000 0 0.00 adeno 0.00 3 1.00 0 3.00 6.00 1

72 1.00 |67 |1.00 01-Jun-2000 g 1.00 adeno 0.00 3 2.00 0 3.00 9.00 1

73 0.00 |62 | 0.00 21-May-2003 0 0.00 adeno 0.00 4 1.00 0 4.00 1.00 1

74 0.00 |66 | 1.00 11-Jun-2001 G 1.00 adeno 0.00 2 1.00 0 2.00 3.00 1

75 1.00 |77 |200 17-May-2004 g 1.00 adeno 0.00 3 2.00 0 3.00 10.00 1

76 0.00 |60 | 0.00 30-Jun-1997 g 1.00 adeno 0.00 3 1.00 0 3.00 2.00 1

77 0.00 |56 | 0.00 21-Jun-2000 g 1.00 adeno 0.00 3 2.00 0 3.00 8.00 1

78 1.00 |66 |1.00 22-Jul-1996 g 1.00 adeno 0.00 3 1.00 0 3.00 5.00 1

79 0.00 |68 | 1.00 03-Jun-2002 0 0.00 adeno 0.00 2 2.00 0 3.00 8.00 1

80 0.00 |46 | 0.00 26-Jun-2003 0 0.00 adeno 0.00 2 1.00 0 2.00 1.00 1

81 0.00 |68 | 1.00 24-Jun-2002 g 1.00 adeno 0.00 2 1.00 0 2.00 1.00 1

82 0.00 |63 | 0.00 19-Aug-1996 0 0.00 adeno 0.00 3 1.00 0 3.00 5.00 1

83 0.00 |62 | 0.00 26-Jun-2002 0 0.00 adeno 0.00 3 1.00 0 3.00 4.00 1

84 0.00 |44 | 0.00 09-Aug-2000 0 0.00 adeno 0.00 3 1.00 0 3.00 0.00 0

85 1.00 |48 |0.00 03-Jul-2002 G 1.00 adeno 0.00 2 1.00 0 2.00 2.00 1

86 1.00 |88 |200 12-Aug-1999 g 1.00 adeno 0.00 2 1.00 1 4.00 3.00 1
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Patient | mOfl | age | agecd dateop site | positcd | histolog | typecd |t n m tnmstcd posnodes Lymphcd
87 0.00 |56 | 0.00 16-Aug-2000 0 0.00 adeno 0.00 3 1.00 0 3.00 3.00 1
88 0.00 |41 | 0.00 17-Aug-2000 G 1.00 adeno 0.00 3 1.00 0 3.00 5.00 1
89 0.00 |66 |1.00 04-Aug-2003 0 0.00 adeno 0.00 3 1.00 0 3.00 2.00 1
90 000 |75 | 200 21-Aug-2000 0 0.00 adeno 0.00 3 1.00 0 3.00 4.00 1
91 1.00 |38 |0.00 13-Aug-2003 0 0.00 adeno 0.00 3 1.00 0 3.00 10.00 1
92 000 |70 |1.00 20-Aug-2003 g 1.00 adeno 0.00 3 1.00 0 3.00 1.00 1
93 000 |73 |1.00 01-Aug-2002 0 0.00 adeno 0.00 3 1.00 0 3.00 1.00 1
94 000 |59 |0.00 27-Aug-2003 0 0.00 adeno 0.00 3 1.00 0 3.00 7.00 1
95 000 |51 |0.00 16-Sep-1998 g 1.00 adeno 0.00 3 1.00 0 3.00 2.00 1
96 100 |73 [1.00 14-Aug-2002 0 0.00 adeno 0.00 2 1.00 0 2.00 2.00 1
97 000 |74 |1.00 10-Sep-2003 g 1.00 adeno 0.00 3 2.00 0 3.00 9.00 1
98 000 |73 |1.00 13-Oct-1999 g 1.00 adeno 0.00 3 2.00 0 3.00 9.00 1
99 000 |75 |200 03-Sep-2002 g 1.00 adeno 0.00 3 1.00 0 3.00 4.00 1
100 1.00 |59 [0.00 23-Oct-2000 0 0.00 adeno 0.00 3 1.00 0 3.00 6.00 1
101 000 |61 |0.00 10-Nov-1999 0 0.00 adeno 0.00 3 1.00 0 2.00 1.00 1
102 000 |59 |0.00 05-Dec-2001 G 1.00 adeno 0.00 3 1.00 0 3.00 2.00 1
103 0.00 |60 | 0.00 06-Oct-2004 g 1.00 adeno 0.00 3 1.00 0 3.00 2.00 1
104 1.00 |68 |1.00 16-Jun-1997 G 1.00 ADE 0.00 3 1.00 0 3.00 2.00 1
105 0.00 |60 | 0.00 14-Apr-1999 0 0.00 adeno 0.00 2 0.00 0 2.00 0.00 0
106 1.00 |65 [1.00 11-Oct-1999 0 0.00 squam 1.00 3 0.00 0 2.00 0.00 0
107 000 |74 |1.00 03-Apr-2000 0 0.00 adeno 0.00 2 0.00 0 2.00 0.00 0
108 000 |54 |0.00 05-Sep-2000 0 0.00 squam 1.00 3 0.00 0 2.00 0.00 0
109 0.00 |60 | 0.00 06-Nov-2000 g 1.00 adeno 0.00 2 0.00 0 1.00 0.00 0
110 1.00 |61 |0.00 28-Nov-2001 0 0.00 squam 1.00 2 1.00 0 2.00 3.00 1
111 1.00 |70 [1.00 25-Mar-2003 0 0.00 adeno 0.00 3 0.00 0 2.00 0.00 0
112 000 |34 |0.00 22-Mar-2000 G 1.00 adeno 0.00 3 2.00 0 3.00 11.00 1
113 100 |74 [1.00 28-Apr-1997 g 1.00 adeno 0.00 3 1.00 0 3.00 1.00 1
114 000 |58 |0.00 03-May-2001 0 0.00 adeno 0.00 3 1.00 0 3.00 1.00 1
115 1.00 |75 [200 31-May-2001 g 1.00 adeno 0.00 3 1.00 0 3.00 4.00 1
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Patient | mOfl | age | agecd dateop site | positcd | histolog | typecd |t n m tnmstcd posnodes Lymphcd
116 1.00 |65 |1.00 09-Oct-1996 o/g | 1.00 adeno 0.00 3 1.00 0 3.00 2.00 1
117 0.00 |64 | 0.00 05-Sep-2002 G 1.00 adeno 0.00 2 1.00 0 2.00 2.00 1
118 1.00 |78 |200 11-Dec-1995 g 1.00 adeno 0.00 3 2.00 0 3.00 9.00 1
119 000 |71 |1.00 16-Nov-2000 g 1.00 adeno 0.00 2 2.00 0 3.00 29.00 1
120 0.00 |68 | 1.00 31-Dec-1997 g 1.00 adeno 0.00 3 1.00 0 3.00 4.00 1
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Patient | totalnod | nodratio | Ratiocd | r a0cln2 | doffu survmths | crpgre5 crpfinal cfinaled | albfina Albfincd
1 9.00 0.00 0.00 0.00 1.00 07-Dec-2001 7.77 0.00 5.00 0.00

2 5.00 0.00 0.00 0.00 1.00 12-Jan-2001 53.13 0.00 5.00 0.00 41.00 0.00
3 27.00 0.11 1.00 0.00 0.00 28-Feb-2006 104.97 0.00 5.00 0.00 43.00 0.00
4 20.00 0.00 0.00 1.00 1.00 28-Jul-2002 50.37 0.00 5.00 0.00 36.00 0.00
5 10.00 0.00 0.00 0.00 1.00 29-Nov-2004 74.37 0.00 5.00 0.00 46.00 0.00
6 22.00 0.00 0.00 0.00 0.00 28-Feb-2006 89.33 0.00 5.00 0.00 43.00 0.00
7 17.00 0.00 0.00 0.00 0.00 28-Feb-2006 84.27 0.00 5.00 0.00 45.00 0.00
8 28.00 0.25 2.00 0.00 1.00 16-Nov-2001 31.80 0.00 5.00 0.00 41.00 0.00
9 14.00 0.14 1.00 0.00 1.00 14-Feb-2003 44.00 0.00 5.00 0.00 42.00 0.00
10 19.00 0.00 0.00 0.00 0.00 28-Feb-2006 80.63 0.00 5.00 0.00 43.00 0.00
11 16.00 0.25 2.00 0.00 1.00 29-Aug-2001 25.03 0.00 5.00 0.00 42.00 0.00
12 35.00 0.14 1.00 1.00 0.00 28-Feb-2006 79.37 0.00 5.00 0.00 43.00 0.00
13 13.00 0.08 1.00 0.00 1.00 09-Nov-1999 1.40 0.00 5.00 0.00 42.00 0.00
14 20.00 0.25 2.00 0.00 1.00 20-Oct-2000 11.73 0.00 5.00 0.00 44.00 0.00
15 10.00 0.00 0.00 0.00 0.00 28-Feb-2006 76.27 1.00 5.00 0.00 42.00 0.00
16 18.00 0.06 1.00 0.00 0.00 28-Feb-2006 76.03 0.00 5.00 0.00 41.00 0.00
17 34.00 0.00 0.00 0.00 0.00 28-Feb-2006 74.17 0.00 5.00 0.00 37.00 0.00
18 12.00 0.00 0.00 0.00 0.00 28-Feb-2006 73.53 1.00 7.00 0.00 45.00 0.00
19 16.00 0.00 0.00 0.00 0.00 28-Feb-2006 73.47 0.00 5.00 0.00 44.00 0.00
20 11.00 0.18 1.00 0.00 0.00 28-Feb-2006 73.00 0.00 5.00 0.00 44.00 0.00
21 14.00 0.00 0.00 0.00 0.00 28-Feb-2006 72.53 1.00 10.00 0.00 36.00 0.00
22 25.00 0.00 0.00 0.00 0.00 28-Feb-2006 70.27 0.00 5.00 0.00 43.00 0.00
23 16.00 0.00 0.00 0.00 0.00 28-Feb-2006 70.03 0.00 5.00 0.00 42.00 0.00
24 21.00 0.00 0.00 0.00 0.00 28-Feb-2006 66.93 0.00 5.00 0.00 43.00 0.00
25 23.00 0.00 0.00 0.00 0.00 28-Feb-2006 64.60 0.00 5.00 0.00 44.00 0.00
26 0.00 0.00 0.00 1.00 16-Dec-2003 36.37 1.00 9.00 0.00 40.00 0.00
27 17.00 0.00 0.00 0.00 0.00 28-Feb-2006 62.50 1.00 7.00 0.00 42.00 0.00
28 21.00 0.00 0.00 0.00 0.00 28-Feb-2006 59.47 1.00 8.00 0.00 44.00 0.00
29 30.00 0.03 1.00 0.00 0.00 28-Feb-2006 58.30 0.00 5.00 0.00 37.00 0.00

187




Patient | totalnod | nodratio | Ratiocd | r a0cln2 | doffu survmths | crpgre5 crpfinal cfinaled | albfina albfincd
30 0.00 0.00 0.00 0.00 1.00 31-Mar-2002 8.77 0.00 5.00 0.00 42.00 0.00
31 15.00 0.07 1.00 0.00 1.00 31-Mar-2002 7.13 0.00 5.00 0.00 43.00 0.00
32 20.00 0.35 2.00 0.00 1.00 08-Oct-2002 10.93 0.00 5.00 0.00 43.00 0.00
33 19.00 0.00 0.00 0.00 0.00 28-Feb-2006 50.37 0.00 5.00 0.00 41.00 0.00
34 33.00 0.00 0.00 0.00 0.00 28-Feb-2006 48.50 0.00 5.00 0.00 39.00 0.00
35 10.00 0.00 0.00 0.00 0.00 28-Feb-2006 47.10 0.00 5.00 0.00 43.00 0.00
36 0.00 0.00 0.00 0.00 28-Feb-2006 46.87 0.00 5.00 0.00 43.00 0.00
37 9.00 0.00 0.00 0.00 0.00 28-Feb-2006 45.70 0.00 5.00 0.00 42.00 0.00
38 22.00 0.00 0.00 0.00 0.00 28-Feb-2006 45.70 0.00 5.00 0.00 44.00 0.00
39 20.00 0.00 0.00 0.00 0.00 28-Feb-2006 43.80 0.00 5.00 0.00 47.00 0.00
40 34.00 0.00 0.00 0.00 0.00 28-Feb-2006 41.50 0.00 5.00 0.00 42.00 0.00
41 9.00 0.00 0.00 0.00 1.00 13-Jul-2005 32.83 0.00 5.00 0.00 39.00 0.00
42 8.00 0.00 0.00 0.00 0.00 28-Feb-2006 39.40 1.00 7.00 0.00 46.00 0.00
43 21.00 0.00 0.00 0.00 0.00 28-Feb-2006 35.97 0.00 5.00 0.00 45.00 0.00
44 16.00 0.00 0.00 0.00 1.00 18-Nov-2004 18.67 0.00 5.00 0.00 42.00 0.00
45 3.00 0.00 0.00 0.00 0.00 28-Feb-2006 33.10 0.00 5.00 0.00 41.00 0.00
46 18.00 0.06 1.00 1.00 0.00 28-Feb-2006 32.63 0.00 5.00 0.00 40.00 0.00
47 27.00 0.04 1.00 0.00 0.00 28-Feb-2006 30.07 0.00 5.00 0.00 37.00 0.00
48 13.00 0.00 0.00 0.00 0.00 28-Feb-2006 24.93 0.00 5.00 0.00 42.00 0.00
49 22.00 0.00 0.00 0.00 1.00 13-Sep-2004 4.83 0.00 5.00 0.00 42.00 0.00
50 14.00 0.07 1.00 0.00 0.00 28-Feb-2006 22.37 0.00 5.00 0.00 39.00 0.00
51 29.00 0.00 0.00 0.00 1.00 25-Nov-2004 6.63 0.00 5.00 0.00 42.00 0.00
52 27.00 0.00 0.00 0.00 0.00 28-Feb-2006 21.90 0.00 5.00 0.00 44.00 0.00
53 29.00 0.03 1.00 0.00 0.00 28-Feb-2006 20.70 1.00 8.00 0.00 36.00 0.00
54 8.00 0.00 0.00 0.00 0.00 28-Feb-2006 20.27 0.00 5.00 0.00 45.00 0.00
55 35.00 0.00 0.00 0.00 0.00 28-Feb-2006 18.63 0.00 5.00 0.00 46.00 0.00
56 37.00 0.22 2.00 1.00 1.00 10-Dec-2005 11.77 0.00 5.00 0.00 49.00 0.00
57 21.00 0.10 1.00 0.00 2.00 12-Feb-1998 1.20 0.00 5.00 0.00 38.00 0.00
58 18.00 0.33 2.00 1.00 1.00 06-Jun-2004 4.80 1.00 7.00 0.00 37.00 0.00
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Patient | totalnod | nodratio | Ratiocd | r a0cln2 | doffu survmths | crpgre5 crpfinal cfinaled | albfina albfincd
59 33.00 0.12 1.00 1.00 0.00 28-Feb-2006 38.00 0.00 5.00 0.00 47.00 0.00
60 17.00 0.24 2.00 0.00 0.00 28-Feb-2006 62.03 0.00 5.00 0.00 41.00 0.00
61 32.00 0.13 1.00 0.00 1.00 10-Aug-2004 6.27 0.00 5.00 0.00 41.00 0.00
62 24.00 0.21 2.00 1.00 0.00 28-Feb-2006 49.27 0.00 5.00 0.00 42.00 0.00
63 40.00 0.18 1.00 1.00 1.00 24-Sep-2005 91.87 0.00 5.00 0.00 44.00 0.00
64 17.00 0.29 2.00 0.00 0.00 28-Feb-2006 36.43 0.00 5.00 0.00 43.00 0.00
65 16.00 0.44 2.00 1.00 1.00 26-Aug-2001 5.10 1.00 8.00 0.00 35.00 0.00
66 43.00 0.37 2.00 0.00 1.00 01-Sep-2003 5.37 0.00 5.00 0.00 41.00 0.00
67 15.00 0.33 2.00 0.00 1.00 22-Mar-2003 12.23 1.00 9.00 0.00 45.00 0.00
68 16.00 0.31 2.00 0.00 1.00 30-Apr-2001 12.07 0.00 5.00 0.00 40.00 0.00
69 17.00 0.35 2.00 0.00 0.00 28-Feb-2006 83.00 0.00 5.00 0.00 37.00 0.00
70 28.00 0.25 2.00 1.00 0.00 28-Feb-2006 58.53 0.00 5.00 0.00 40.00 0.00
71 39.00 0.15 1.00 1.00 1.00 16-Nov-2001 18.27 0.00 5.00 0.00 43.00 0.00
72 25.00 0.36 2.00 0.00 1.00 08-Feb-2001 8.40 0.00 5.00 0.00 39.00 0.00
73 34.00 0.03 1.00 1.00 0.00 28-Feb-2006 33.80 0.00 5.00 0.00 40.00 0.00
74 22.00 0.14 1.00 0.00 1.00 18-Aug-2002 14.43 0.00 5.00 0.00 43.00 0.00
75 39.00 0.26 2.00 0.00 0.00 28-Feb-2006 21.73 0.00 5.00 0.00 37.00 0.00
76 17.00 0.12 1.00 0.00 0.00 28-Feb-2006 105.50 0.00 5.00 0.00 43.00 0.00
77 37.00 0.22 2.00 0.00 1.00 01-Jan-2005 55.17 1.00 9.00 0.00 38.00 0.00
78 23.00 0.22 2.00 0.00 0.00 28-Feb-2006 116.93 0.00 5.00 0.00 43.00 0.00
79 15.00 0.53 2.00 0.00 1.00 13-Nov-2003 17.60 0.00 5.00 0.00 41.00 0.00
80 16.00 0.06 1.00 0.00 0.00 28-Feb-2006 32.60 0.00 5.00 0.00 48.00 0.00
81 27.00 0.04 1.00 0.00 0.00 28-Feb-2006 44.83 1.00 7.00 0.00 44.00 0.00
82 24.00 0.21 2.00 1.00 1.00 20-Feb-2003 79.20 1.00 9.00 0.00 43.00 0.00
83 13.00 0.31 2.00 0.00 1.00 10-Sep-2003 14.70 1.00 8.00 0.00 46.00 0.00
84 32.00 0.00 0.00 0.00 0.00 28-Feb-2006 67.63 0.00 5.00 0.00 46.00 0.00
85 14.00 0.14 1.00 0.00 0.00 28-Feb-2006 44.53 0.00 5.00 0.00 45.00 0.00
86 11.00 0.27 2.00 1.00 1.00 05-Aug-2000 11.97 0.00 5.00 0.00 36.00 0.00
87 35.00 0.09 1.00 0.00 0.00 28-Feb-2006 67.40 0.00 5.00 0.00 41.00 0.00
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Patient | totalnod | nodratio | Ratiocd | r a0cln2 | doffu survmths | crpgre5 crpfinal cfinaled | albfina albfincd
88 35.00 0.14 1.00 0.00 0.00 28-Feb-2006 67.37 0.00 5.00 0.00 46.00 0.00
89 18.00 0.11 1.00 0.00 0.00 28-Feb-2006 31.30 0.00 5.00 0.00 43.00 0.00
90 30.00 0.13 1.00 0.00 1.00 04-Feb-2002 17.73 0.00 5.00 0.00 40.00 0.00
91 15.00 0.67 2.00 1.00 2.00 19-Jul-2005 23.53 0.00 5.00 0.00 38.00 0.00
92 22.00 0.05 1.00 0.00 1.00 25-Mar-2004 7.27 1.00 9.00 0.00 37.00 0.00
93 33.00 0.03 1.00 0.00 1.00 07-Jan-2005 29.67 0.00 5.00 0.00 44.00 0.00
94 19.00 0.37 2.00 0.00 1.00 18-Apr-2005 20.00 0.00 5.00 0.00 43.00 0.00
95 38.00 0.05 1.00 0.00 0.00 28-Feb-2006 90.73 0.00 5.00 0.00 44.00 0.00
96 19.00 0.11 1.00 0.00 1.00 06-Nov-2003 14.97 0.00 5.00 0.00 48.00 0.00
97 19.00 0.47 2.00 0.00 1.00 15-Dec-2005 27.57 0.00 5.00 0.00 39.00 0.00
98 32.00 0.28 2.00 0.00 1.00 14-Dec-2003 50.77 0.00 5.00 0.00 44.00 0.00
99 55.00 0.07 1.00 0.00 1.00 30-Jan-2004 17.13 0.00 5.00 0.00 41.00 0.00
100 26.00 0.23 2.00 0.00 1.00 22-Jun-2001 8.07 0.00 5.00 0.00 44.00 0.00
101 13.00 0.08 1.00 0.00 1.00 01-Aug-2002 33.17 1.00 7.00 0.00 42.00 0.00
102 20.00 0.10 1.00 0.00 0.00 28-Feb-2006 51.53 1.00 8.00 0.00 46.00 0.00
103 23.00 0.09 1.00 0.00 0.00 28-Feb-2006 17.00 0.00 5.00 0.00 41.00 0.00
104 25.00 0.08 1.00 0.00 1.00 08-Dec-1999 30.17 1.00 11.00 1.00 38.00 0.00
105 16.00 0.00 0.00 0.00 0.00 28-Feb-2006 83.73 0.00 5.00 0.00 31.00 1.00
106 7.00 0.00 0.00 0.00 1.00 22-Jun-2002 32.83 1.00 14.00 1.00 45.00 0.00
107 44.00 0.00 0.00 0.00 0.00 28-Feb-2006 71.90 1.00 11.00 1.00 37.00 0.00
108 17.00 0.00 0.00 0.00 1.00 22-Jul-2001 10.67 1.00 19.00 1.00 42.00 0.00
109 24.00 0.00 0.00 0.00 1.00 22-Sep-2001 10.67 1.00 36.00 1.00 37.00 0.00
110 26.00 0.12 1.00 0.00 1.00 14-Jul-2003 19.77 1.00 12.00 1.00 46.00 0.00
111 12.00 0.00 0.00 1.00 1.00 26-Oct-2004 19.37 1.00 19.00 1.00 44.00 0.00
112 15.00 0.73 2.00 0.00 1.00 04-Aug-2001 16.67 1.00 12.00 1.00 44.00 0.00
113 15.00 0.07 1.00 0.00 1.00 08-Oct-1999 29.77 1.00 21.00 1.00 36.00 0.00
114 13.00 0.08 1.00 1.00 1.00 06-Mar-2002 10.23 1.00 179.00 1.00 40.00 0.00
115 10.00 0.40 2.00 0.00 1.00 23-May-2002 11.90 0.00 5.00 0.00 34.00 1.00
116 20.00 0.10 1.00 0.00 1.00 18-Feb-1998 16.57 1.00 22.00 1.00 43.00 0.00
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Patient | totalnod | nodratio | Ratiocd | r a0cln2 | doffu survmths | crpgre5 crpfinal cfinaled | albfina albfincd
117 19.00 0.11 1.00 0.00 1.00 18-Jun-2003 9.53 1.00 19.00 1.00 35.00 0.00
118 10.00 0.90 2.00 1.00 1.00 15-Aug-1997 20.43 1.00 14.00 1.00 38.00 0.00
119 34.00 0.85 2.00 0.00 1.00 27-Oct-2001 11.50 1.00 17.00 1.00 38.00 0.00
120 19.00 0.21 2.00 1.00 1.00 26-Mar-2000 27.20 1.00 15.00 1.00 40.00 0.00
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Patient | wce wceed | hb hbcd plts pltscd neut lymph lymper lympercd nir nircd
1 5.80 0.00 13.20 0.00 229.00 0.00 3.50 1.80 31.03 0.00 1.94 0.00
2 6.70 0.00 13.50 0.00 165.00 0.00 3.90 2.20 32.84 0.00 1.77 0.00
3 8.60 1.00 13.30 0.00 416.00 1.00 6.00 2.00 23.26 0.00 3.00 0.00
4 8.70 1.00 15.70 0.00 332.00 0.00 6.00 2.10 24.14 0.00 2.86 0.00
5 13.40 2.00 13.80 0.00 302.00 0.00 10.50 1.90 14.18 1.00 5.53 1.00
6 5.30 0.00 13.50 0.00 204.00 0.00 3.40 1.30 24.53 0.00 2.62 0.00
7 6.20 0.00 16.30 0.00 188.00 0.00 3.90 1.60 25.81 0.00 2.44 0.00
8 9.00 1.00 15.70 0.00 291.00 0.00 5.20 2.90 32.22 0.00 1.79 0.00
9 6.60 0.00 13.30 0.00 254.00 0.00 4.50 1.30 19.70 1.00 3.46 0.00
10 5.90 0.00 12.80 0.00 279.00 0.00 2.40 2.80 47.46 0.00 0.86 0.00
11 7.80 0.00 17.50 0.00 230.00 0.00 5.90 1.50 19.23 1.00 3.93 0.00
12 5.30 0.00 12.10 0.00 290.00 0.00 3.40 1.50 28.30 0.00 2.27 0.00
13 5.70 0.00 13.60 0.00 272.00 0.00 3.50 1.60 28.07 0.00 2.19 0.00
14

15 9.80 1.00 16.00 0.00 351.00 0.00 6.90 2.20 22.45 0.00 3.14 0.00
16 6.10 0.00 15.60 0.00 232.00 0.00 3.60 2.00 32.79 0.00 1.80 0.00
17 10.30 1.00 14.50 0.00 7.90 1.50 14.56 1.00 5.27 1.00
18 8.40 0.00 13.00 0.00 300.00 0.00 5.80 2.00 23.81 0.00 2.90 0.00
19 7.50 0.00 12.80 0.00 195.00 0.00 4.30 2.30 30.67 0.00 1.87 0.00
20 5.90 0.00 13.30 0.00 410.00 1.00 3.50 1.80 30.51 0.00 1.94 0.00
21 6.00 0.00 11.50 1.00 338.00 0.00 3.90 1.70 28.33 0.00 2.29 0.00
22 5.50 0.00 15.40 0.00 218.00 0.00 3.40 1.40 25.45 0.00 2.43 0.00
23 6.10 0.00 11.80 1.00 251.00 0.00 3.40 2.30 37.70 0.00 1.48 0.00
24 8.20 0.00 15.90 0.00 224.00 0.00 5.00 2.20 26.83 0.00 2.27 0.00
25 5.70 0.00 15.40 0.00 162.00 0.00 3.60 1.60 28.07 0.00 2.25 0.00
26 11.40 2.00 11.10 1.00 515.00 1.00 5.50 4.20 36.84 0.00 131 0.00
27 7.60 0.00 14.30 0.00 182.00 0.00 3.80 2.90 38.16 0.00 131 0.00
28 9.00 1.00 7.20 1.00 467.00 1.00 5.80 2.40 26.67 0.00 2.42 0.00
29 7.80 0.00 15.20 0.00 227.00 0.00 5.10 1.80 23.08 0.00 2.83 0.00
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Patient | wce wceed | hb hbcd plts pltscd neut lymph lymper lympercd nir nircd
30 7.80 0.00 14.30 0.00 319.00 0.00 3.90 2.80 35.90 0.00 1.39 0.00
31 7.10 0.00 13.70 0.00 227.00 0.00 4.80 1.80 25.35 0.00 2.67 0.00
32 7.20 0.00 15.10 0.00 151.00 0.00 4.30 2.30 31.94 0.00 1.87 0.00
33 5.20 0.00 14.30 0.00 281.00 0.00 2.90 1.50 28.85 0.00 1.93 0.00
34 9.40 1.00 15.40 0.00 343.00 0.00 5.60 2.30 24.47 0.00 2.43 0.00
35 9.30 1.00 11.10 1.00 344.00 0.00 6.20 2.00 21.51 0.00 3.10 0.00
36 7.10 0.00 13.10 0.00 234.00 0.00 4.80 1.80 25.35 0.00 2.67 0.00
37 6.50 0.00 13.80 0.00 239.00 0.00 4.30 1.40 21.54 0.00 3.07 0.00
38 10.30 1.00 13.00 0.00 301.00 0.00 6.80 2.50 24.27 0.00 2.72 0.00
39 6.80 0.00 14.00 0.00 318.00 0.00 3.20 2.90 42.65 0.00 1.10 0.00
40 10.00 1.00 14.10 0.00 244.00 0.00 6.70 2.60 26.00 0.00 2.58 0.00
41 8.90 1.00 11.00 1.00 357.00 0.00 5.70 2.00 22.47 0.00 2.85 0.00
42 7.60 0.00 15.00 0.00 352.00 0.00 5.20 1.60 21.05 0.00 3.25 0.00
43

44 5.40 0.00 14.40 0.00 306.00 0.00 2.50 2.20 40.74 0.00 1.14 0.00
45 9.50 1.00 15.70 0.00 110.00 0.00 5.10 3.30 34.74 0.00 1.55 0.00
46 5.10 0.00 12.60 0.00 359.00 0.00 3.50 1.20 23.53 0.00 2.92 0.00
47 11.60 2.00 10.00 1.00 343.00 0.00 9.80 0.70 6.03 2.00 14.00 1.00
48 8.80 1.00 13.80 0.00 299.00 0.00 5.80 2.40 27.27 0.00 2.42 0.00
49 5.30 0.00 12.20 0.00 274.00 0.00 3.30 1.30 24.53 0.00 2.54 0.00
50 6.20 0.00 14.40 0.00 244.00 0.00 4.10 1.50 24.19 0.00 2.73 0.00
51 7.90 0.00 4.10 1.00 319.00 0.00 4.90 2.30 29.11 0.00 2.13 0.00
52 6.70 0.00 12.10 0.00 374.00 0.00 4.40 1.80 26.87 0.00 2.44 0.00
53 5.60 0.00 9.90 1.00 184.00 0.00 4.70 0.40 7.14 2.00 11.75 1.00
54 5.40 0.00 15.80 0.00 190.00 0.00 3.70 1.10 20.37 0.00 3.36 0.00
55 9.30 1.00 15.30 0.00 224.00 0.00 6.30 2.40 25.81 0.00 2.63 0.00
56 9.30 1.00 13.50 0.00 316.00 0.00 5.70 2.70 29.03 0.00 211 0.00
57 7.90 0.00 14.00 0.00 170.00 0.00 4.70 2.40 30.38 0.00 1.96 0.00
58 6.00 0.00 8.60 1.00 488.00 1.00 4.00 1.50 25.00 0.00 2.67 0.00
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Patient | wcc weeed | hb hbcd plts pltscd neut lymph lymper lympercd nir nircd
59 8.50 1.00 15.40 0.00 229.00 0.00 6.60 1.10 12.94 1.00 6.00 1.00
60 7.20 0.00 16.90 0.00 211.00 0.00 5.40 1.40 19.44 1.00 3.86 0.00
61 6.30 0.00 9.00 1.00 241.00 0.00 3.60 1.90 30.16 0.00 1.89 0.00
62 12.00 2.00 14.30 0.00 451.00 1.00 9.20 2.30 19.17 1.00 4.00 0.00
63 4.90 0.00 13.00 0.00 196.00 0.00 2.40 2.00 40.82 0.00 1.20 0.00
64 7.00 0.00 14.40 0.00 184.00 0.00 4.80 1.60 22.86 0.00 3.00 0.00
65 7.50 0.00 14.10 0.00 208.00 0.00 5.00 1.60 21.33 0.00 3.13 0.00
66 5.70 0.00 13.80 0.00 220.00 0.00 3.50 1.40 24.56 0.00 2.50 0.00
67 5.40 0.00 15.00 0.00 214.00 0.00 3.60 1.20 22.22 0.00 3.00 0.00
68 7.10 0.00 14.90 0.00 232.00 0.00 4.30 1.90 26.76 0.00 2.26 0.00
69 4.90 0.00 10.20 1.00 370.00 0.00 2.60 1.80 36.73 0.00 144 0.00
70 6.30 0.00 14.20 0.00 321.00 0.00 4.10 1.30 20.63 0.00 3.15 0.00
71 6.20 0.00 10.80 1.00 279.00 0.00 3.40 2.20 35.48 0.00 1.55 0.00
72 8.40 0.00 14.40 0.00 217.00 0.00 5.00 2.30 27.38 0.00 2.17 0.00
73 7.60 0.00 14.60 0.00 306.00 0.00 5.10 1.40 18.42 1.00 3.64 0.00
74 5.50 0.00 15.60 0.00 174.00 0.00 3.40 1.40 25.45 0.00 2.43 0.00
75 7.60 0.00 11.30 1.00 373.00 0.00 4.90 1.70 22.37 0.00 2.88 0.00
76 5.60 0.00 14.60 0.00 199.00 0.00 3.60 1.30 23.21 0.00 2.77 0.00
77 11.40 2.00 13.10 0.00 370.00 0.00 7.80 2.30 20.18 0.00 3.39 0.00
78 9.90 1.00 13.80 0.00 391.00 0.00 5.90 2.80 28.28 0.00 211 0.00
79 6.00 0.00 14.70 0.00 318.00 0.00 4.30 1.00 16.67 1.00 4.30 0.00
80 4.10 0.00 8.30 1.00 284.00 0.00 2.50 1.00 24.39 0.00 2.50 0.00
81 8.70 1.00 14.40 0.00 292.00 0.00 6.10 1.60 18.39 1.00 3.81 0.00
82 14.90 2.00 15.10 0.00 361.00 0.00 12.10 2.10 14.09 1.00 5.76 1.00
83 6.90 0.00 14.90 0.00 201.00 0.00 4.50 1.50 21.74 0.00 3.00 0.00
84 7.20 0.00 15.40 0.00 257.00 0.00 4.70 1.90 26.39 0.00 247 0.00
85 8.70 1.00 12.90 0.00 343.00 0.00 5.30 2.80 32.18 0.00 1.89 0.00
86 8.20 0.00 16.50 0.00 284.00 0.00 5.20 2.10 25.61 0.00 2.48 0.00
87 6.90 0.00 14.30 0.00 231.00 0.00 4.20 2.00 28.99 0.00 2.10 0.00
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Patient | wcc weeed | hb hbcd plts pltscd neut lymph lymper lympercd nir nircd
88 6.20 0.00 13.60 0.00 347.00 0.00 4.10 1.50 24.19 0.00 2.73 0.00
89 8.90 1.00 13.90 0.00 260.00 0.00 5.70 1.80 20.22 0.00 3.17 0.00
90 7.00 0.00 14.70 0.00 288.00 0.00 4.70 1.60 22.86 0.00 2.94 0.00
91 5.20 0.00 13.60 0.00 156.00 0.00 2.70 2.10 40.38 0.00 1.29 0.00
92 5.10 0.00 13.90 0.00 257.00 0.00 2.80 1.80 35.29 0.00 1.56 0.00
93 5.70 0.00 16.00 0.00 212.00 0.00 3.00 2.00 35.09 0.00 1.50 0.00
94 7.00 0.00 15.20 0.00 282.00 0.00 4.20 1.80 25.71 0.00 2.33 0.00
95 9.00 1.00 15.90 0.00 231.00 0.00 4.80 2.80 31.11 0.00 171 0.00
96 10.80 1.00 11.00 1.00 233.00 0.00 7.00 3.20 29.63 0.00 2.19 0.00
97 6.80 0.00 9.80 1.00 389.00 0.00 4.10 1.80 26.47 0.00 2.28 0.00
98 9.40 1.00 15.30 0.00 308.00 0.00 6.60 1.90 20.21 0.00 3.47 0.00
99 8.70 1.00 12.70 0.00 398.00 0.00 5.90 2.00 22.99 0.00 2.95 0.00
100 12.30 2.00 14.10 0.00 326.00 0.00 8.30 3.10 25.20 0.00 2.68 0.00
101 6.60 0.00 12.60 0.00 334.00 0.00 3.40 2.40 36.36 0.00 142 0.00
102 9.00 1.00 15.90 0.00 338.00 0.00 6.30 1.90 21.11 0.00 3.32 0.00
103 7.80 0.00 14.80 0.00 333.00 0.00 5.40 1.60 20.51 0.00 3.38 0.00
104 9.70 1.00 10.90 1.00 441.00 1.00 6.70 2.10 21.65 0.00 3.19 0.00
105 7.00 0.00 12.70 0.00 311.00 0.00 4.50 2.00 28.57 0.00 2.25 0.00
106 7.40 0.00 12.40 0.00 246.00 0.00 4.60 2.00 27.03 0.00 2.30 0.00
107 8.00 0.00 10.70 1.00 273.00 0.00 4.70 2.20 27.50 0.00 2.14 0.00
108 12.50 2.00 12.40 0.00 236.00 0.00 9.90 1.80 14.40 1.00 5.50 1.00
109 6.70 0.00 10.80 1.00 268.00 0.00 5.20 0.70 10.45 2.00 7.43 1.00
110 9.00 1.00 14.30 0.00 299.00 0.00 7.20 1.20 13.33 1.00 6.00 1.00
111 8.00 0.00 11.90 1.00 216.00 0.00 6.00 1.40 17.50 1.00 4.29 0.00
112 8.00 0.00 15.80 0.00 262.00 0.00 5.20 2.00 25.00 0.00 2.60 0.00
113 7.10 0.00 10.70 1.00 288.00 0.00 5.50 1.10 15.49 1.00 5.00 1.00
114 19.60 2.00 14.40 0.00 252.00 0.00 17.80 0.70 3.57 2.00 25.43 1.00
115 5.00 0.00 12.20 0.00 364.00 0.00 3.20 1.30 26.00 0.00 2.46 0.00
116 10.20 1.00 13.90 0.00 294.00 0.00 7.20 2.20 21.57 0.00 3.27 0.00
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Patient | wcc weeed | hb hbcd plts pltscd neut lymph lymper lympercd nir nircd
117 9.90 1.00 9.20 1.00 284.00 0.00 7.20 2.00 20.20 0.00 3.60 0.00
118 8.30 0.00 13.50 0.00 327.00 0.00 6.30 1.50 18.07 1.00 4.20 0.00
119 9.70 1.00 14.70 0.00 299.00 0.00 7.20 1.40 14.43 1.00 5.14 1.00
120 5.40 0.00 12.90 0.00 233.00 0.00 3.00 1.80 33.33 0.00 1.67 0.00
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APPENDIX 2: DATABASE FOR CHAPTER 3:

THE RELATIONSHIP BETWEEN THE SYSTEMIC
INFLAMMATORY RESPONSE, TUMOUR PROLIFERATIVE
ACTIVITY,LEUCOCYTE AND MACROPHAGE INFILTRATION
AND SURVIVAL IN PATIENTSSELECTED FOR POTENTIALLY
CURATIVE RESECTION FOR GASTRO-OESOPHAGEAL

CANCER.
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Patient | mOfl | ki67ac | ki67cd | Ki67mh | klinjjg | klinac | klincd | cd68 | cd68ter | cd68suma | age | agecd dateop posi positcd histolog | typecd
1 1.00 | 0.00 0.00 1.00 1.00 | 1.00 59 [0.00 14-Jan-2004 g 1.00 Adeno 0.00
2 1.00 | 0.30 0.00 1.00 1.00 | 1.00 65 | 1.00 08-May-2003 | g 1.00 Adeno 0.00
3 0.00 | 2.80 1.00 1.00 1.00 | 1.00 52 1 0.00 10-May-2004 | g 1.00 Adeno 0.00
4 0.00 | 4.50 1.00 1.00 1.00 | 1.00 61 | 0.00 22-May-2000 | g 1.00 Adeno 0.00
5 1.00 | 4.80 2.00 1.00 1.00 | 1.00 61 | 0.00 28-Nov-2001 | o 0.00 sguam 1.00
6 1.00 | 0.00 0.00 1.00 1.00 | 100 |0.20 |0.00 59 [0.00 23-Oct-2000 0 0.00 Adeno 0.00
7 1.00 | 140 0.00 1.00 1.00 | 100 |0.20 |0.00 74 100 28-Apr-1997 | g 1.00 Adeno 0.00
8 1.00 | 3.00 1.00 1.00 1.00 | 100 |0.30 |0.00 73 100 26-Mar-2001 | G 1.00 Adeno 0.00
9 1.00 | 1.30 0.00 1.00 1.00 | 100 |040 |0.00 65 | 1.00 09-Oct-1996 olg 1.00 Adeno 0.00
10 0.00 | 0.00 0.00 2.00 3.00 |000 |0.60 |0.00 73 | 100 01-Aug-2002 | o 0.00 Adeno 0.00
11 0.00 | 040 0.00 1.00 1.00 | 100 |0.70 |0.00 71 100 16-Nov-2000 | g 1.00 Adeno 0.00
12 0.00 | 15.00 2.00 1.00 1.00 | 100 |0.70 |0.00 4.00 70 |1.00 20-Aug-2003 | g 1.00 Adeno 0.00
13 0.00 | 240 1.00 1.00 1.00 | 100 |1.00 |0.00 2.60 77 | 200 01-Sep-1996 | g 1.00 Adeno 0.00
14 1.00 | 5.10 2.00 1.00 1.00 | 100 |1.10 |0.00 77 | 2.00 24-Mar-2003 | G 1.00 Adeno 0.00
15 1.00 | 0.00 0.00 1.00 000 |100 |120 |0.00 66 | 1.00 22-Jul-1996 g 1.00 Adeno 0.00
16 1.00 | 2.70 1.00 1.00 1.00 | 100 |120 |0.00 77 | 200 17-May-2004 | g 1.00 Adeno 0.00
17 0.00 | 14.30 2.00 1.00 1.00 | 100 |120 |0.00 49 | 0.00 09-Aug-1999 | o 0.00 sguam 1.00
18 0.00 | 33.70 2.00 1.00 1.00 | 100 |120 |0.00 4.50 54 |0.00 05-Sep-2000 | o 0.00 sguam 1.00
19 1.00 | 3.30 1.00 1.00 1.00 | 100 |1.30 |0.00 38 | 0.00 13-Aug-2003 | O 0.00 Adeno 0.00
20 1.00 | 3.50 1.00 1.00 1.00 | 100 |150 |0.00 3.50 73 | 100 28-Oct-1998 0 0.00 Adeno 0.00
21 0.00 | 39.00 2.00 1.00 1.00 | 100 |150 |0.00 52 |1 0.00 11-Feb-2002 | 0 0.00 Adeno 0.00
22 0.00 | 0.60 0.00 1.00 1.00 | 100 |160 |0.00 70 |1.00 01-Nov-2002 | g 1.00 Adeno 0.00
23 1.00 | 4.80 2.00 1.00 1.00 | 100 |1.60 |0.00 58 | 0.00 16-Jul-1999 0 0.00 Adeno 0.00
24 0.00 | 4.50 1.00 2.00 1.00 | 100 |1.70 |0.00 72 | 100 21-Oct-1998 g 1.00 Adeno 0.00
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Patient | mOfl | ki67ac | ki67cd | Ki67mh | klinjjg | klinac | klincd | cd68 | cd68ter | cd68suma | age | agecd dateop posi positcd histolog | typecd
25 0.00 | 6.90 2.00 13.50 1.00 1.00 | 100 |1.70 |0.00 70 | 1.00 17-Apr-2002 | g 1.00 Adeno 0.00
26 0.00 | 1.30 0.00 2.00 200 | 000 | 180 |0.00 71 | 100 24-Nov-1999 | o 0.00 sguam 1.00
27 0.00 | 0.00 0.00 1.00 1.00 | 100 |1.90 |0.00 75 | 2.00 08-Nov-2000 | G 1.00 Adeno 0.00
28 1.00 | 0.00 0.00 1.00 1.00 | 100 |1.90 |0.00 4.00 67 | 1.00 01-Jun-2000 g 1.00 Adeno 0.00
29 0.00 | 5.30 2.00 1.00 200 | 000 |2.00 |0.00 68 | 1.00 02-Oct-2002 0 0.00 Adeno 0.00
30 1.00 | 8.20 2.00 1.00 1.00 | 100 |200 |0.00 4.00 71 | 1.00 12-May-2004 | o 0.00 sguam 1.00
31 0.00 | 12.30 2.00 1.00 1.00 | 100 |210 |0.00 47 | 0.00 30-Aug-2000 | o 0.00 Adeno 0.00
32 1.00 | 2.20 1.00 1.00 1.00 | 100 |220 |0.00 41 | 0.00 14-Nov-2001 | g 1.00 Adeno 0.00
33 0.00 | 0.00 0.00 1.00 1.00 | 100 |230 |0.00 7.60 48 | 0.00 01-Dec-1999 | g 1.00 Adeno 0.00
34 1.00 | 0.00 0.00 2.00 200 | 000 |230 |0.00 65 | 1.00 11-Oct-1999 0 0.00 sguam 1.00
35 1.00 | 3.00 1.00 1.00 1.00 | 100 |230 |0.00 4.00 34 |0.00 16-Jul-1997 G 1.00 AD 0.00
36 0.00 | 0.10 0.00 1.00 1.00 | 100 |240 |1.00 46 | 0.00 26-Jun-2003 0 0.00 Adeno 0.00
37 1.00 | 1.80 1.00 1.00 1.00 | 100 |240 | 100 67 | 1.00 28-Sep-1999 | o 0.00 sguam 1.00
38 0.00 | 4.90 2.00 10.90 1.00 1.00 | 100 |240 | 1.00 59 | 0.00 29-May-2002 | g 1.00 Adeno 0.00
39 1.00 | 23.90 2.00 29.60 1.00 1.00 | 100 |240 | 100 72 | 100 11-Apr-2001 | G 1.00 Adeno 0.00
40 0.00 | 18.70 2.00 15.40 1.00 1.00 | 100 |250 | 1.00 64 | 0.00 06-Mar-2002 | o 0.00 Adeno 0.00
41 0.00 | 3.40 1.00 1.00 1.00 | 100 |260 | 100 60 | 0.00 09-Mar-1998 | o 0.00 Adeno 0.00
42 0.00 | 4.90 2.00 7.80 2.00 200 | 000 |260 |1.00 60 | 0.00 14-Apr-1999 | o 0.00 Adeno 0.00
43 0.00 | 1.20 0.00 1.00 1.00 | 100 |310 |1.00 58 | 0.00 28-Apr-2004 | o 0.00 sguam 1.00
44 0.00 | 5.40 2.00 1.00 1.00 | 100 |310 | 1.00 62 | 0.00 21-May-2003 | o 0.00 Adeno 0.00
45 0.00 | 5.60 2.00 1.00 1.00 | 100 |310 | 100 34 |0.00 22-Mar-2000 | G 1.00 Adeno 0.00
46 0.00 | 17.30 2.00 1.00 1.00 | 100 |320 | 100 14.00 51 | 0.00 22-Dec-2004 | o 0.00 sguam 1.00
47 1.00 | 25,50 2.00 1.00 1.00 | 100 |320 | 100 69 | 1.00 14-Feb-2000 | o 0.00 sguam 1.00
48 1.00 | 0.20 0.00 1.00 1.00 | 100 |4.00 |1.00 4.00 63 | 0.00 06-May-1999 | g 1.00 Adeno 0.00
49 0.00 | 0.30 0.00 1.00 1.00 | 100 |450 | 1.00 66 | 1.00 04-Aug-2003 | o 0.00 Adeno 0.00
50 1.00 | 8.60 2.00 1.00 1.00 | 100 |4.70 | 1.00 80 | 2.00 11-Feb-2004 | o 0.00 Adeno 0.00
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Patient | mOfl | ki67ac | ki67cd | Ki67mh | klinjjg | klinac | klincd | cd68 | cd68ter | cd68suma | age | agecd dateop posi positcd histolog | typecd
51 1.00 | 0.50 0.00 1.00 1.00 | 100 |5.00 | 100 6.00 46 | 0.00 17-Jun-2004 0 0.00 sguam 1.00
52 0.00 | 4.70 2.00 1.00 1.00 | 100 |5.00 | 100 52 | 0.00 11-Jul-2001 G 1.00 Adeno 0.00
53 0.00 | 5.70 2.00 1.00 1.00 | 100 |500 | 100 5.00 56 | 0.00 15-Jan-2003 0 0.00 Adeno 0.00
54 0.00 | 0.60 0.00 4.30 2.00 200 | 000 |5.00 |1.00 22.00 60 | 0.00 06-Nov-2000 | g 1.00 Adeno 0.00
55 0.00 | 1.50 1.00 3.00 200 | 000 |520 |1.00 13.00 74 |1.00 26-Jan-2000 0 0.00 sguam 1.00
56 0.00 | 0.00 0.00 1.00 1.00 | 100 |530 | 100 63 | 0.00 19-Aug-1996 | o 0.00 Adeno 0.00
57 0.00 | 2.90 1.00 2.00 200 | 000 |540 |1.00 14.00 61 | 0.00 04-Dec-2002 | o 0.00 Adeno 0.00
58 0.00 | 9.90 2.00 3.00 3.00 |000 |540 |1.00 10.00 59 | 0.00 29-Mar-1999 | g 1.00 Adeno 0.00
59 0.00 | 4.40 1.00 1.00 1.00 | 100 |550 | 1.00 62 | 0.00 26-Jun-2002 0 0.00 Adeno 0.00
60 0.00 | 2.70 1.00 2.00 200 | 000 |560 |1.00 69 | 1.00 04-Feb-2004 | o 0.00 Adeno 0.00
61 0.00 | 1.50 1.00 1.00 1.00 | 100 |570 | 1.00 7.00 63 | 0.00 18-Apr-2001 | o 0.00 sguam 1.00
62 0.00 | 1.60 1.00 6.00 1.00 1.00 | 100 |580 | 100 71 | 100 16-May-2001 | g 1.00 Adeno 0.00
63 1.00 | 0.90 0.00 1.00 1.00 | 100 |590 | 100 5.00 70 | 1.00 25-Mar-2003 | o 0.00 Adeno 0.00
64 1.00 | 3.20 1.00 1.00 1.00 | 100 |590 | 100 58 | 0.00 21-Apr-2004 | o 0.00 sguam 1.00
65 0.00 | 4.30 1.00 3.80 1.00 1.00 | 100 |590 | 100 9.00 59 |0.00 17-Mar-2003 | o 0.00 sguam 1.00
66 0.00 | 2.50 1.00 1.00 1.00 | 100 |6.10 | 1.00 4.00 60 | 0.00 06-Oct-2004 g 1.00 Adeno 0.00
67 0.00 | 5.10 2.00 8.60 1.00 1.00 | 100 |6.10 | 100 65 | 1.00 09-May-2001 | o 0.00 Adeno 0.00
68 1.00 | 0.70 0.00 1.00 1.00 | 100 |640 | 100 15.10 78 | 2.00 11-Dec-1995 | g 1.00 Adeno 0.00
69 0.00 | 2.20 1.00 1.00 1.00 | 100 |650 |200 42 | 0.00 18-Aug-2004 | g 1.00 Adeno 0.00
70 1.00 | 11.80 2.00 1.00 1.00 | 100 |6.80 | 200 75 | 200 31-May-2001 | g 1.00 Adeno 0.00
71 0.00 | 3.00 1.00 1.00 1.00 | 100 |7.10 | 200 72 | 100 16-Feb-2000 | o 0.00 Adeno 0.00
72 0.00 | 22.10 2.00 13.00 1.00 1.00 | 100 |710 | 200 6.00 55 | 0.00 10-Sep-2003 | o 0.00 Adeno 0.00
73 0.00 | 48.10 2.00 1.00 1.00 | 100 |730 |200 59 | 0.00 27-Aug-2003 | o 0.00 Adeno 0.00
74 1.00 | 2.00 1.00 4.40 2.00 200 | 000 |730 |200 61 | 0.00 01-Mar-2000 | o 0.00 sguam 1.00
75 0.00 | 1.30 0.00 1.00 1.00 | 100 |7.60 | 200 9.00 51 | 0.00 07-Apr-1999 | o 0.00 sguam 1.00
76 0.00 | 18.20 2.00 1.00 1.00 | 100 |7.60 | 200 72 | 100 09-Jan-2002 g 1.00 Adeno 0.00
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Patient | mOfl | ki67ac | ki67cd | Ki67mh | klinjjg | klinac | klincd | cd68 | cd68ter | cd68suma | age | agecd dateop posi positcd histolog | typecd
77 1.00 | 0.00 0.00 1.00 1.00 | 100 |7.80 | 200 73 | 1.00 14-Aug-2002 | o 0.00 Adeno 0.00
78 0.00 | 2.20 1.00 1.00 1.00 | 100 |7.80 | 200 68 | 1.00 03-Mar-2003 | o 0.00 Adeno 0.00
79 0.00 | 2.90 1.00 1.00 1.00 | 100 |7.90 |200 74 | 1.00 10-Sep-2003 | g 1.00 Adeno 0.00
80 1.00 | 14.40 2.00 19.00 2.00 200 | 000 |820 |200 73 | 1.00 24-Apr-2002 | o 0.00 Adeno 0.00
81 1.00 | 36.50 2.00 3.00 200 | 000 |870 | 200 19.00 55 | 0.00 15-Mar-2000 | o 0.00 Adeno 0.00
82 0.00 | 0.00 0.00 1.00 1.00 | 100 |880 |200 76 | 2.00 11-Jun-2003 g 1.00 Adeno 0.00
83 0.00 | 0.00 0.00 1.00 1.00 | 100 |930 |200 68 | 1.00 03-Jun-2002 0 0.00 Adeno 0.00
84 1.00 | 0.50 0.00 1.00 1.00 | 100 |940 | 200 68 | 1.00 16-Jun-1997 G 1.00 ADE 0.00
85 0.00 | 1.00 0.00 4,60 1.00 1.00 | 100 |950 | 200 11.00 59 | 0.00 03-Nov-1999 | o 0.00 Adeno 0.00
86 0.00 | 1.30 0.00 1.00 1.00 | 100 |9.80 | 200 18.00 75 | 200 03-Sep-2002 | g 1.00 Adeno 0.00
87 0.00 | 1.50 1.00 1.00 1.00 | 100 | 10.10 | 2.00 12.00 73 | 100 13-Oct-1999 g 1.00 Adeno 0.00
88 0.00 | 1.90 1.00 1.00 1.00 | 1.00 | 10.20 | 2.00 66 | 1.00 05-Jul-1999 g 1.00 Adeno 0.00
89 0.00 | 3.40 1.00 7.50 1.00 1.00 | 1.00 | 10.20 | 2.00 56 | 0.00 21-Jun-2000 g 1.00 Adeno 0.00
90 1.00 | 2.40 1.00 1.00 1.00 | 1.00 | 10.90 | 2.00 71 | 100 25-Jun-2003 0 0.00 sguam 1.00
91 0.00 | 2.30 1.00 1.00 1.00 | 100 | 11.00 | 2.00 64 | 0.00 05-Sep-2002 G 1.00 Adeno 0.00
92 0.00 | 40.10 2.00 3.00 3.00 | 000 | 11.00 | 2.00 68 | 1.00 24-Jun-2002 g 1.00 Adeno 0.00
93 0.00 | 7.30 2.00 9.40 1.00 1.00 | 1.00 | 1350 | 2.00 64 | 0.00 10-Jan-2001 g 1.00 Adeno 0.00
94 0.00 | 6.60 2.00 8.40 2.00 200 | 000 | 13.70 | 2.00 59 | 0.00 05-Dec-2001 | G 1.00 Adeno 0.00
95 0.00 | 0.50 0.00 1.00 1.00 | 100 |13.90 | 2.00 68 | 1.00 20-Mar-2002 | g 1.00 Adeno 0.00
96 1.00 | 240 1.00 4.30 1.00 200 | 000 | 13.90 | 2.00 59 |0.00 29-May-2000 | g 1.00 Adeno 0.00
97 0.00 | 0.10 0.00 0.00 0.00 |1.00 | 14.60 | 2.00 73 | 100 08-Jun-1998 0 0.00 Adeno 0.00
98 0.00 | 32.20 2.00 17.14 2.00 3.00 | 000 | 14.80 | 2.00 17.00 74 | 1.00 03-Apr-2000 | o 0.00 Adeno 0.00
99 1.00 | 3.60 1.00 3.15 3.00 3.00 | 000 |17.70 | 2.00 19.50 77 | 2.00 23-Aug-1999 | o 0.00 sguam 1.00
100 1.00 | 2.00 1.00 2.00 3.00 | 000 |21.30 |200 33.00 48 | 0.00 03-Jul-2002 G 1.00 Adeno 0.00
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Patient |t n m tnmsted | diffed | tdiff posnodes | lymphed | totalnod | nodratio | ratiocd | r a0cln2 | doffu Survmths
1 2 1.00 |1 4.00 1.00 0.00 6.00 1.00 18.00 0.33 2.00 1.00 | 1.00 06-Jun-2004 | 4.80

2 1 |000 |0 1.00 1.00 0.00 0.00 0.00 16.00 0.00 0.00 0.00 | 1.00 18-Nov-2004 | 18.67
3 1 |000 |0 1.00 0.00 2.00 0.00 0.00 29.00 0.00 0.00 0.00 | 1.00 25-Nov-2004 | 6.63

4 1 |000 |0 1.00 1.00 0.00 0.00 0.00 25.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 112.93
5 2 1.00 | O 2.00 1.00 0.00 3.00 1.00 26.00 0.12 1.00 0.00 | 1.00 14-Jul-2003 19.77
6 3 1.00 | O 3.00 1.00 0.00 6.00 1.00 26.00 0.23 2.00 0.00 | 1.00 22-Jun-2001 | 8.07

7 3 1.00 | O 3.00 0.00 2.00 1.00 1.00 15.00 0.07 1.00 0.00 | 1.00 08-Oct-1999 | 29.77
8 3 200 |1 4.00 1.00 0.00 7.00 1.00 16.00 0.44 2.00 1.00 | 1.00 26-Aug-2001 | 5.10

9 3 1.00 | O 3.00 0.00 1.00 2.00 1.00 20.00 0.10 1.00 0.00 | 1.00 18-Feb-1998 | 16.57
10 3 1.00 | O 3.00 1.00 0.00 1.00 1.00 33.00 0.03 1.00 0.00 | 1.00 07-Jan-2005 29.67
11 2 200 | O 3.00 1.00 0.00 29.00 1.00 34.00 0.85 2.00 0.00 | 1.00 27-Oct-2001 | 11.50
12 3 1.00 | O 3.00 1.00 0.00 1.00 1.00 22.00 0.05 1.00 0.00 | 1.00 25-Mar-2004 | 7.27
13 3 |000 |0 2.00 1.00 0.00 0.00 0.00 5.00 0.00 0.00 0.00 | 1.00 12-Jan-2001 53.13
14 3 200 | O 3.00 0.00 1.00 16.00 1.00 43.00 0.37 2.00 0.00 | 1.00 01-Sep-2003 | 5.37
15 3 1.00 | O 3.00 0.00 1.00 5.00 1.00 23.00 0.22 2.00 0.00 | 0.00 31-Aug-2009 | 159.60
16 3 200 | O 3.00 0.00 1.00 10.00 1.00 39.00 0.26 2.00 0.00 | 0.00 31-Aug-2009 | 64.40
17 2 1.00 | O 2.00 1.00 0.00 4.00 1.00 16.00 0.25 2.00 0.00 | 1.00 29-Aug-2001 | 25.03
18 3 |[000 |0 2.00 1.00 0.00 0.00 0.00 17.00 0.00 0.00 0.00 | 1.00 22-Jul-2001 10.67
19 3 1.00 | O 3.00 0.00 1.00 10.00 1.00 15.00 0.67 2.00 1.00 | 2.00 19-Jul-2005 23.53
20 2 |000 |0 1.00 1.00 0.00 0.00 0.00 22.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 132.00
21 3 1.00 | O 3.00 0.00 1.00 5.00 1.00 24.00 0.21 2.00 1.00 | 1.00 28-Dec-2006 | 59.37
22 3 |[000 |0 2.00 1.00 0.00 0.00 0.00 9.00 0.00 0.00 0.00 | 1.00 13-Jul-2005 32.83
23 1 |000 |0 1.00 0.00 2.00 0.00 0.00 19.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 123.30
24 3 |[000 |0 2.00 0.00 1.00 0.00 0.00 10.00 0.00 0.00 0.00 | 1.00 29-Nov-2004 | 74.37
25 2 |000 |0 1.00 0.00 1.00 0.00 0.00 10.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 89.77
26 2 |000 |0 2.00 0.00 1.00 0.00 0.00 10.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 118.93
27 2 |000 |0 1.00 0.00 1.00 0.00 0.00 23.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 107.27
28 3 200 | O 3.00 1.00 0.00 9.00 1.00 25.00 0.36 2.00 0.00 | 1.00 08-Feb-2001 | 8.40
29 1 |000 |0 1.00 0.00 2.00 0.00 0.00 34.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 84.17
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Patient |t n m tnmsted | diffed | tdiff posnodes | lymphed | totalnod | nodratio | ratiocd | r a0cln2 | doffu Survmths
30 1 |000 |0 1.00 0.00 1.00 0.00 0.00 27.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 64.57
31 1 |000|0 1.00 0.00 2.00 0.00 0.00 21.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 109.60
32 3 |000]|0 2.00 0.00 1.00 7.00 1.00 20.00 0.35 2.00 0.00 | 1.00 08-Oct-2002 | 10.93
33 2 |000]|0 1.00 1.00 0.00 1.00 1.00 18.00 0.06 1.00 0.00 | 0.00 31-Aug-2009 | 118.70
34 3 |000]|0 2.00 1.00 0.00 0.00 0.00 7.00 0.00 0.00 0.00 | 1.00 22-Jun-2002 | 32.83
35 3 100|0 3.00 0.00 2.00 3.00 1.00 27.00 0.11 1.00 0.00 | 0.00 31-Aug-2009 | 147.63
36 2 1.00|0 2.00 0.00 1.00 1.00 1.00 16.00 0.06 1.00 0.00 | 0.00 31-Aug-2009 | 75.27
37 2 1.00|0 2.00 0.00 1.00 1.00 1.00 13.00 0.08 1.00 0.00 | 1.00 09-Nov-1999 | 1.40
38 2 |000]|0 1.00 0.00 2.00 0.00 0.00 9.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 88.37
39 2 |000]|0 1.00 0.00 1.00 0.00 0.00 21.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 102.13
40 3 |000]|0 2.00 0.00 1.00 0.00 0.00 33.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 91.17
41 3 1.00|0 3.00 0.00 1.00 7.00 1.00 40.00 0.18 1.00 1.00 | 1.00 24-Sep-2005 | 91.87
42 2 |000]|0 2.00 0.00 2.00 0.00 0.00 16.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 126.40
43 2 1.00|0 2.00 0.00 2.00 1.00 1.00 14.00 0.07 1.00 0.00 | 1.00 16-Oct-2007 | 42.20
44 4 1.00|0 4.00 1.00 0.00 1.00 1.00 34.00 0.03 1.00 1.00 | 2.00 26-Nov-2007 | 55.00
45 3 200| 0 3.00 1.00 0.00 11.00 1.00 15.00 0.73 2.00 0.00 | 1.00 04-Aug-2001 | 16.67
46 3 1.00|0 3.00 0.00 1.00 8.00 1.00 37.00 0.22 2.00 1.00 | 1.00 10-Dec-2005 | 11.77
47 1 |000|0 1.00 1.00 0.00 0.00 0.00 12.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 116.20
48 2 100|0 2.00 0.00 1.00 6.00 1.00 17.00 0.35 2.00 0.00 | 0.00 31-Aug-2009 | 125.67
49 3 100|0 3.00 0.00 1.00 2.00 1.00 18.00 0.11 1.00 0.00 | 0.00 31-Aug-2009 | 73.97
50 3 |000]|0 2.00 0.00 1.00 0.00 0.00 13.00 0.00 0.00 0.00 | 2.00 30-Jul-2006 30.00
51 3 100|0 3.00 0.00 1.00 1.00 1.00 29.00 0.03 1.00 0.00 | 1.00 11-Jun-2008 | 48.50
52 1 |000|0 1.00 0.00 0.00 0.00 0.00 0.00 0.00 | 1.00 31-Mar-2002 | 8.77
53 3 100|0 3.00 1.00 0.00 4.00 1.00 33.00 0.12 1.00 1.00 | 0.00 31-Aug-2009 | 80.67
54 2 |000]|0 1.00 1.00 0.00 0.00 0.00 24.00 0.00 0.00 0.00 | 1.00 22-Sep-2001 | 10.67
55 1 |000|0 1.00 1.00 0.00 0.00 0.00 34.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 116.83
56 3 100|0 3.00 1.00 0.00 5.00 1.00 24.00 0.21 2.00 1.00 | 1.00 20-Feb-2003 | 79.20
57 1 |000|0 1.00 0.00 1.00 0.00 0.00 8.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 82.07
58 1 |000|0 1.00 0.00 2.00 0.00 0.00 17.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 126.93

203




Patient |t n m tnmsted | diffed | tdiff posnodes | lymphed | totalnod | nodratio | ratiocd | r a0cln2 | doffu Survmths
59 3 100|0 3.00 1.00 0.00 4.00 1.00 13.00 0.31 2.00 0.00 | 1.00 10-Sep-2003 | 14.70
60 2 100|0 2.00 1.00 0.00 4.00 1.00 32.00 0.13 1.00 0.00 | 1.00 10-Aug-2004 | 6.27
61 1 |000|0 1.00 1.00 0.00 0.00 0.00 9.00 0.00 0.00 0.00 | 1.00 07-Dec-2001 | 7.77
62 1 |000|0 1.00 0.00 2.00 1.00 1.00 30.00 0.03 1.00 0.00 | 0.00 31-Aug-2009 | 100.97
63 3 |000]|0 2.00 0.00 2.00 0.00 0.00 12.00 0.00 0.00 1.00 | 1.00 26-Oct-2004 | 19.37
64 1 |000|0 1.00 0.00 2.00 0.00 0.00 22.00 0.00 0.00 0.00 | 1.00 13-Sep-2004 | 4.83
65 3 |000]|0 2.00 0.00 1.00 0.00 0.00 21.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 78.63
66 3 1.00|0 3.00 0.00 1.00 2.00 1.00 23.00 0.09 1.00 0.00 | 0.00 31-Aug-2009 | 59.67
67 3 1.00|0 3.00 0.00 2.00 7.00 1.00 28.00 0.25 2.00 1.00 | 0.00 31-Aug-2009 | 101.20
68 3 200| 0 3.00 0.00 1.00 9.00 1.00 10.00 0.90 2.00 1.00 | 1.00 15-Aug-1997 | 20.43
69 1 |000|0 1.00 0.00 2.00 0.00 0.00 35.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 61.30
70 3 1.00|0 3.00 1.00 0.00 4.00 1.00 10.00 0.40 2.00 0.00 | 1.00 23-May-2002 | 11.90
71 1 |000|0 1.00 0.00 2.00 0.00 0.00 16.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 116.13
72 3 1.00|0 3.00 0.00 1.00 1.00 1.00 27.00 0.04 1.00 0.00 | 0.00 31-Aug-2009 | 72.73
73 3 1.00|0 3.00 1.00 0.00 7.00 1.00 19.00 0.37 2.00 0.00 | 1.00 18-Apr-2005 | 20.00
74 2 1.00|0 2.00 0.00 1.00 2.00 1.00 11.00 0.18 1.00 0.00 | 0.00 31-Aug-2009 | 115.67
75 3 1.00|0 3.00 1.00 0.00 7.00 1.00 28.00 0.25 2.00 0.00 | 1.00 16-Nov-2001 | 31.80
76 3 |000]|0 2.00 1.00 0.00 0.00 0.00 19.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 93.03
77 2 100|0 2.00 0.00 1.00 2.00 1.00 19.00 0.11 1.00 0.00 | 1.00 06-Nov-2003 | 14.97
78 2 100|0 2.00 1.00 0.00 5.00 1.00 17.00 0.29 2.00 0.00 | 2.00 26-Mar-2006 | 37.30
79 3 200| 0 3.00 1.00 0.00 9.00 1.00 19.00 0.47 2.00 0.00 | 1.00 15-Dec-2005 | 27.57
80 2 |000]|0 2.00 0.00 2.00 0.00 0.00 0.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 89.53
81 2 |000]|0 2.00 0.00 1.00 0.00 0.00 14.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 115.20
82 1 |000|0 1.00 0.00 2.00 0.00 0.00 3.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 75.77
83 2 200| 0 3.00 1.00 0.00 8.00 1.00 15.00 0.53 2.00 0.00 | 1.00 13-Nov-2003 | 17.60
84 3 100|0 3.00 0.00 2.00 2.00 1.00 25.00 0.08 1.00 0.00 | 1.00 08-Dec-1999 | 30.17
85 1 |000|0 1.00 1.00 0.00 5.00 1.00 20.00 0.25 2.00 0.00 | 1.00 20-Oct-2000 | 11.73
86 3 100|0 3.00 0.00 1.00 4.00 1.00 55.00 0.07 1.00 0.00 | 1.00 30-Jan-2004 17.13
87 3 200|0 3.00 1.00 0.00 9.00 1.00 32.00 0.28 2.00 0.00 | 1.00 14-Dec-2003 | 50.77
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Patient |t n m tnmsted | diffed | tdiff posnodes | lymphed | totalnod | nodratio | ratiocd | r a0cln2 | doffu Survmths
88 3 |000]|0 2.00 1.00 0.00 2.00 1.00 14.00 0.14 1.00 0.00 | 1.00 14-Feb-2003 | 44.00
89 3 200| 0 3.00 0.00 2.00 8.00 1.00 37.00 0.22 2.00 0.00 | 1.00 01-Jan-2005 55.17
90 3 100|0 3.00 0.00 2.00 1.00 1.00 18.00 0.06 1.00 1.00 | 0.00 31-Aug-2009 | 75.30
91 2 100|0 2.00 0.00 2.00 2.00 1.00 19.00 0.11 1.00 0.00 | 1.00 18-Jun-2003 | 9.53
92 2 100|0 2.00 0.00 1.00 1.00 1.00 27.00 0.04 1.00 0.00 | 0.00 31-Aug-2009 | 87.50
93 1 |000|0 1.00 0.00 2.00 0.00 0.00 17.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 105.17
94 3 1.00|0 3.00 1.00 0.00 2.00 1.00 20.00 0.10 1.00 0.00 | 0.00 31-Aug-2009 | 94.20
95 3 1.00|0 3.00 1.00 0.00 5.00 1.00 15.00 0.33 2.00 0.00 | 1.00 22-Mar-2003 | 12.23
96 2 |000]|0 1.00 1.00 0.00 0.00 0.00 16.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 112.70
97 3 |000]|0 2.00 0.00 1.00 0.00 0.00 20.00 0.00 0.00 1.00 | 1.00 28-Jul-2002 50.37
98 2 |000]|0 2.00 1.00 0.00 0.00 0.00 44.00 0.00 0.00 0.00 | 0.00 31-Aug-2009 | 114.57
99 3 1.00|0 3.00 1.00 0.00 5.00 1.00 35.00 0.14 1.00 1.00 | 0.00 31-Aug-2009 | 122.03
100 2 100|0 2.00 1.00 0.00 2.00 1.00 14.00 0.14 1.00 0.00 | 0.00 31-Aug-2009 | 87.20
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Patient | crpg5 | crpfina | cfinaled | ab albcd gpsfin | wec | weeed | hb hbcd | plts pltscd | neut neutcd | lymph | lympho | lymper | lympcd | nir | nlrcd
1 1.00 |7.00 0.00 37.00 | 0.00 000 |[6.00 |0.00 |860 |1.00 |488.00|1.00 | 4.00 0.00 1.50 1.00 25.00 0.00 2.67 | 0.00
2 0.00 | 5.00 0.00 42.00 | 0.00 000 |[540 |0.00 |14.40|0.00 | 306.00 | 0.00 | 2.50 0.00 2.20 1.00 40.74 0.00 1.14 | 0.00
3 0.00 | 5.00 0.00 42.00 | 0.00 000 |[790 |0.00 |4.10 |1.00 |319.00|0.00 | 490 0.00 2.30 1.00 29.11 0.00 2.13| 0.00
4 0.00 | 5.00 0.00 43.00 | 0.00 000 |[550 |0.00 |15.40]|0.00 | 218.00| 0.00 | 3.40 0.00 1.40 1.00 25.45 0.00 2.43 | 0.00
5 1.00 | 12.00 1.00 46.00 | 0.00 1.00 |9.00 |100 |14.30|0.00 |299.00| 0.00 |7.20 0.00 1.20 1.00 13.33 1.00 6.00 | 1.00
6 0.00 | 5.00 0.00 44.00 | 0.00 0.00 |12.30|2.00 |14.10|0.00 | 326.00 | 0.00 | 8.30 1.00 3.10 2.00 25.20 0.00 2.68 | 0.00
7 1.00 | 21.00 1.00 36.00 | 0.00 1.00 |710 |0.00 |10.70| 1.00 | 288.00 | 0.00 | 5.50 0.00 1.10 1.00 15.49 1.00 5.00 | 1.00
8 1.00 | 8.00 0.00 35.00 | 0.00 000 |750 |0.00 |14.10]|0.00 | 208.00 | 0.00 | 5.00 0.00 1.60 1.00 21.33 0.00 3.13| 0.00
9 1.00 | 22.00 1.00 43.00 | 0.00 1.00 |10.20|1.00 |13.90| 0.00 | 294.00 | 0.00 | 7.20 0.00 2.20 1.00 21.57 0.00 3.27 | 0.00
10 0.00 | 5.00 0.00 44.00 | 0.00 000 |[570 |0.00 |16.00|0.00 | 212.00| 0.00 | 3.00 0.00 2.00 1.00 35.09 0.00 1.50 | 0.00
11 1.00 | 17.00 1.00 38.00 | 0.00 1.00 |9.70 |1.00 |14.70|0.00 | 299.00 | 0.00 | 7.20 0.00 1.40 1.00 14.43 1.00 5.14 | 1.00
12 1.00 |9.00 0.00 37.00 | 0.00 000 |[510 |0.00 |13.90]|0.00 | 257.00 | 0.00 | 2.80 0.00 1.80 1.00 35.29 0.00 1.56 | 0.00
13 0.00 | 5.00 0.00 41.00 | 0.00 000 |[6.70 | 0.00 | 13.50|0.00 | 165.00 | 0.00 | 3.90 0.00 2.20 1.00 32.84 0.00 1.77 | 0.00
14 0.00 | 5.00 0.00 41.00 | 0.00 000 |[570 |0.00 |13.80|0.00 | 220.00 | 0.00 | 3.50 0.00 1.40 1.00 24.56 0.00 2.50 | 0.00
15 0.00 | 5.00 0.00 43.00 | 0.00 000 |[990 |1.00 |13.80|0.00 | 391.00| 0.00 | 5.90 0.00 2.80 1.00 28.28 0.00 2.11| 0.00
16 0.00 | 5.00 0.00 37.00 | 0.00 000 |760 |0.00 |11.30|1.00 | 373.00|0.00 | 4.90 0.00 1.70 1.00 22.37 0.00 2.88 | 0.00
17 0.00 | 5.00 0.00 42.00 | 0.00 000 |7.80 |0.00 |17.50]|0.00 | 230.00|0.00 | 5.90 0.00 1.50 1.00 19.23 1.00 3.93 | 0.00
18 1.00 | 19.00 1.00 42.00 | 0.00 1.00 | 1250|200 |12.40| 0.00 | 236.00 | 0.00 | 9.90 1.00 1.80 1.00 14.40 1.00 5.50 | 1.00
19 0.00 | 5.00 0.00 38.00 | 0.00 000 |[520 |0.00 |13.60|0.00 | 156.00 | 0.00 | 2.70 0.00 2.10 1.00 40.38 0.00 1.29 | 0.00
20 0.00 | 5.00 0.00 43.00 | 0.00 000 |[530 |0.00 |13.50]|0.00 | 204.00 | 0.00 | 3.40 0.00 1.30 1.00 24.53 0.00 2.62 | 0.00
21 0.00 | 5.00 0.00 42.00 | 0.00 0.00 |12.00|2.00 |14.30|0.00 | 451.00 | 1.00 | 9.20 1.00 2.30 1.00 19.17 1.00 4.00 | 0.00
22 0.00 | 5.00 0.00 39.00 | 0.00 000 [890 |100 |11.00]| 100 |357.00|0.00 |5.70 0.00 2.00 1.00 22.47 0.00 2.85| 0.00
23 0.00 | 5.00 0.00 43.00 | 0.00 000 |[590 |0.00 |12.80|0.00 | 279.00 | 0.00 | 2.40 0.00 2.80 1.00 47.46 0.00 0.86 | 0.00
24 0.00 | 5.00 0.00 46.00 | 0.00 0.00 |13.40|2.00 |13.80|0.00 | 302.00 | 0.00 | 1050 | 1.00 1.90 1.00 14.18 1.00 5.53 | 1.00
25 0.00 | 5.00 0.00 43.00 | 0.00 000 |[930 |1.00 |11.10|1.00 | 344.00|0.00 | 6.20 0.00 2.00 1.00 21.51 0.00 3.10 | 0.00
26 1.00 | 8.00 0.00 42.00 | 0.00 000 |[9.80 |1.00 | 16.00|0.00 | 351.00 | 0.00 | 6.90 0.00 2.20 1.00 22.45 0.00 3.14 | 0.00
27 0.00 | 5.00 0.00 44.00 | 0.00 000 |[570 |0.00 |15.40]|0.00 | 162.00 | 0.00 | 3.60 0.00 1.60 1.00 28.07 0.00 2.25| 0.00
28 0.00 | 5.00 0.00 39.00 | 0.00 000 |[840 |0.00 |14.40]|0.00 | 217.00| 0.00 | 5.00 0.00 2.30 1.00 27.38 0.00 2.17 | 0.00
29 0.00 | 5.00 0.00 42.00 | 0.00 0.00 |10.00|1.00 | 14.10|0.00 | 244.00 | 0.00 | 6.70 0.00 2.60 1.00 26.00 0.00 2.58 | 0.00
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Patient | crpg5 | crpfina | cfinaled | ab albcd gpsfin | wec | weeed | hb hbcd | plts pltscd | neut neutcd | lymph | lympho | lymper | lympcd | nir nircd
30 0.00 | 5.00 0.00 44.00 | 0.00 000 |[6.70 | 0.00 |12.10|0.00 | 374.00 | 0.00 | 4.40 0.00 1.80 1.00 26.87 0.00 244 | 0.00
31 0.00 | 5.00 0.00 43.00 | 0.00 000 |[820 |0.00 |15.90]|0.00 | 224.00 | 0.00 | 5.00 0.00 2.20 1.00 26.83 0.00 2.27 | 0.00
32 0.00 | 5.00 0.00 43.00 | 0.00 000 |720 |0.00 |1510]0.00 | 151.00|0.00 | 4.30 0.00 2.30 1.00 31.94 0.00 1.87 | 0.00
33 0.00 | 5.00 0.00 41.00 | 0.00 000 |610 |0.00 |15.60|0.00 | 232.00 | 0.00 | 3.60 0.00 2.00 1.00 32.79 0.00 1.80 | 0.00
34 1.00 | 14.00 1.00 45.00 | 0.00 1.00 | 740 |0.00 |12.40| 0.00 | 246.00 | 0.00 | 4.60 0.00 2.00 1.00 27.03 0.00 2.30 | 0.00
35 0.00 | 5.00 0.00 43.00 | 0.00 000 |[860 |1.00 |13.30|0.00 | 416.00| 1.00 | 6.00 0.00 2.00 1.00 23.26 0.00 3.00 | 0.00
36 0.00 | 5.00 0.00 48.00 | 0.00 000 |[410 |0.00 |830 |1.00 |284.00|0.00 | 250 0.00 1.00 1.00 24.39 0.00 250 | 0.00
37 0.00 | 5.00 0.00 42.00 | 0.00 000 |[570 |0.00 |13.60|0.00 | 272.00 | 0.00 | 3.50 0.00 1.60 1.00 28.07 0.00 219 | 0.00
38 0.00 | 5.00 0.00 42.00 | 0.00 000 |[650 |0.00 |13.80|0.00 | 239.00 | 0.00 | 4.30 0.00 1.40 1.00 21.54 0.00 3.07 | 0.00
39 1.00 | 8.00 0.00 44.00 | 0.00 000 |[9.00 |100 |7.20 |1.00 | 467.00| 1.00 | 5.80 0.00 2.40 1.00 26.67 0.00 242 | 0.00
40 0.00 | 5.00 0.00 39.00 | 0.00 000 |[940 |1.00 |1540]|0.00 | 343.00|0.00 | 5.60 0.00 2.30 1.00 24.47 0.00 243 | 0.00
41 0.00 | 5.00 0.00 44.00 | 0.00 000 |[490 |0.00 |13.00|0.00 | 196.00 | 0.00 | 2.40 0.00 2.00 1.00 40.82 0.00 1.20 | 0.00
12 0.00 | 5.00 0.00 31.00 | 1.00 1.00 |7.00 |000 |12.70|0.00 | 311.00 | 0.00 | 4.50 0.00 2.00 1.00 28.57 0.00 2.25 | 0.00
43 0.00 | 5.00 0.00 39.00 | 0.00 000 |[6.20 | 0.00 |14.40|0.00 | 244.00 | 0.00 | 4.10 0.00 1.50 1.00 24.19 0.00 2.73 | 0.00
14 0.00 | 5.00 0.00 40.00 | 0.00 000 |7.60 |0.00 |14.60|0.00 | 306.00 | 0.00 | 5.10 0.00 1.40 1.00 18.42 1.00 3.64 | 0.00
45 1.00 | 12.00 1.00 44.00 | 0.00 1.00 |800 |0.00 |15.80|0.00 |262.00| 0.00 |5.20 0.00 2.00 1.00 25.00 0.00 2.60 | 0.00
46 0.00 | 5.00 0.00 49.00 | 0.00 000 |[930 |100 |1350]|0.00 | 316.00| 0.00 | 5.70 0.00 2.70 1.00 29.03 0.00 211 | 0.00
47 1.00 |7.00 0.00 45.00 | 0.00 000 |[840 |0.00 | 13.00|0.00 | 300.00 | 0.00 | 5.80 0.00 2.00 1.00 23.81 0.00 290 | 0.00
48 0.00 | 5.00 0.00 37.00 | 0.00 000 [490 |0.00 |10.20| 1.00 | 370.00 | 0.00 | 2.60 0.00 1.80 1.00 36.73 0.00 144 | 0.00
49 0.00 | 5.00 0.00 43.00 | 0.00 000 [890 |1.00 |13.90|0.00 | 260.00 | 0.00 | 5.70 0.00 1.80 1.00 20.22 0.00 3.17 | 0.00
50 0.00 | 5.00 0.00 42.00 | 0.00 000 |[880 |1.00 |13.80|0.00 | 299.00 | 0.00 | 5.80 0.00 2.40 1.00 27.27 0.00 242 | 0.00
51 1.00 | 8.00 0.00 36.00 | 0.00 000 |[560 |0.00 |[9.90 |1.00 |184.00|0.00 | 470 0.00 0.40 0.00 7.14 2.00 11.75 | 1.00
52 0.00 | 5.00 0.00 42.00 | 0.00 000 |7.80 |0.00 |14.30]|0.00 | 319.00|0.00 | 3.90 0.00 2.80 1.00 35.90 0.00 139 | 0.00
53 0.00 | 5.00 0.00 47.00 | 0.00 000 |[850 |1.00 |15.40]|0.00 | 229.00 | 0.00 | 6.60 0.00 1.10 1.00 12.94 1.00 6.00 | 1.00
54 1.00 | 36.00 1.00 37.00 | 0.00 1.00 |6.70 |0.00 |10.80|1.00 | 268.00 | 0.00 |5.20 0.00 0.70 0.00 10.45 2.00 7.43 | 1.00
55 0.00 | 5.00 0.00 37.00 | 0.00 0.00 |10.30|1.00 | 14.50] 0.00 7.90 1.00 1.50 1.00 14.56 1.00 5.27 | 1.00
56 1.00 |9.00 0.00 43.00 | 0.00 0.00 |1490|2.00 |15.10]|0.00 | 361.00|0.00 | 12.10 | 1.00 2.10 1.00 14.09 1.00 576 | 1.00
57 1.00 |7.00 0.00 46.00 | 0.00 000 |760 |0.00 |15.00|0.00 | 352.00 | 0.00 | 5.20 0.00 1.60 1.00 21.05 0.00 3.25 | 0.00
58 0.00 | 5.00 0.00 45.00 | 0.00 000 |620 |0.00 |16.30|0.00 | 188.00 | 0.00 | 3.90 0.00 1.60 1.00 25.81 0.00 244 | 0.00
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Patient | crpg5 | crpfina | cfinaled | ab albcd gpsfin | wec | weeed | hb hbcd | plts pltscd | neut neutcd | lymph | lympho | lymper | lympcd | nir nircd
59 1.00 | 8.00 0.00 46.00 | 0.00 000 |[6.90 |0.00 |14.90]|0.00 | 201.00 | 0.00 | 4.50 0.00 1.50 1.00 21.74 0.00 3.00 | 0.00
60 0.00 | 5.00 0.00 41.00 | 0.00 000 |[630 |0.00 |[9.00 |1.00 |241.00|0.00 | 3.60 0.00 1.90 1.00 30.16 0.00 1.89 | 0.00
61 0.00 | 5.00 0.00 000 |[580 |0.00 |13.20|0.00 | 229.00|0.00 | 3.50 0.00 1.80 1.00 31.03 0.00 1.94 | 0.00
62 0.00 | 5.00 0.00 37.00 | 0.00 000 |7.80 |0.00 |1520]|0.00 |227.00|0.00 |5.10 0.00 1.80 1.00 23.08 0.00 2.83 | 0.00
63 1.00 | 19.00 1.00 44.00 | 0.00 1.00 |800 |000 |11.90|1.00 |216.00| 0.00 | 6.00 0.00 1.40 1.00 17.50 1.00 429 | 0.00
64 0.00 | 5.00 0.00 42.00 | 0.00 000 |[530 |0.00 |12.20|0.00 | 274.00 | 0.00 | 3.30 0.00 1.30 1.00 24.53 0.00 254 | 0.00
65 0.00 | 5.00 0.00 45.00 | 0.00 0.00

66 0.00 | 5.00 0.00 41.00 | 0.00 000 |7.80 |0.00 |14.80]|0.00 | 333.00|0.00 | 5.40 0.00 1.60 1.00 20.51 0.00 3.38 | 0.00
67 0.00 | 5.00 0.00 40.00 | 0.00 000 |[630 |0.00 |14.20|0.00 | 321.00 | 0.00 | 4.10 0.00 1.30 1.00 20.63 0.00 3.15 | 0.00
68 1.00 | 14.00 1.00 38.00 | 0.00 1.00 |830 |000 |13.50|0.00 |327.00| 0.00 |6.30 0.00 1.50 1.00 18.07 1.00 420 | 0.00
69 0.00 | 5.00 0.00 46.00 | 0.00 000 |[930 |1.00 |1530]|0.00 | 224.00 | 0.00 | 6.30 0.00 2.40 1.00 25.81 0.00 2.63 | 0.00
70 0.00 | 5.00 0.00 34.00 | 1.00 000 |[500 |0.00 |12.20|0.00 | 364.00 | 0.00 | 3.20 0.00 1.30 1.00 26.00 0.00 246 | 0.00
71 0.00 | 5.00 0.00 44.00 | 0.00 000 |750 |0.00 |12.80|0.00 | 195.00| 0.00 | 4.30 0.00 2.30 1.00 30.67 0.00 1.87 | 0.00
72 0.00 | 5.00 0.00 37.00 | 0.00 0.00 |1160|2.00 | 10.00| 1.00 | 343.00 | 0.00 | 9.80 1.00 0.70 0.00 6.03 2.00 14.00 | 1.00
73 0.00 | 5.00 0.00 43.00 | 0.00 000 |[7.00 |0.00 |15.20|0.00 | 282.00 | 0.00 | 4.20 0.00 1.80 1.00 25.71 0.00 2.33 | 0.00
74 0.00 | 5.00 0.00 44.00 | 0.00 000 |[590 |0.00 |13.30|0.00 | 410.00| 1.00 | 3.50 0.00 1.80 1.00 30.51 0.00 1.94 | 0.00
75 0.00 | 5.00 0.00 41.00 | 0.00 000 |[9.00 |1.00 |15.70|0.00 | 291.00 | 0.00 | 5.20 0.00 2.90 1.00 32.22 0.00 1.79 | 0.00
76 0.00 | 5.00 0.00 41.00 | 0.00 000 |[520 |0.00 |14.30]|0.00 | 281.00 | 0.00 | 2.90 0.00 1.50 1.00 28.85 0.00 1.93 | 0.00
77 0.00 | 5.00 0.00 48.00 | 0.00 0.00 |10.80|1.00 |11.00|1.00 | 233.00|0.00 | 7.00 0.00 3.20 2.00 29.63 0.00 219 | 0.00
78 0.00 | 5.00 0.00 43.00 | 0.00 000 |[7.00 |0.00 |14.40|0.00 | 184.00 | 0.00 | 4.80 0.00 1.60 1.00 22.86 0.00 3.00 | 0.00
79 0.00 | 5.00 0.00 39.00 | 0.00 000 |[6.80 |0.00 |9.80 |1.00 |389.00|0.00 |410 0.00 1.80 1.00 26.47 0.00 2.28 | 0.00
80 0.00 | 5.00 0.00 43.00 | 0.00 000 |710 |0.00 |13.10|0.00 | 234.00 | 0.00 | 4.80 0.00 1.80 1.00 25.35 0.00 2.67 | 0.00
81 1.00 | 10.00 0.00 36.00 | 0.00 000 |[6.00 |0.00 |1150|1.00 | 338.00|0.00 | 3.90 0.00 1.70 1.00 28.33 0.00 229 | 0.00
82 0.00 | 5.00 0.00 41.00 | 0.00 000 |[950 |1.00 |15.70|0.00 | 110.00 | 0.00 | 5.10 0.00 3.30 2.00 34.74 0.00 155 | 0.00
83 0.00 | 5.00 0.00 41.00 | 0.00 000 |[6.00 |0.00 |14.70|0.00 | 318.00 | 0.00 | 4.30 0.00 1.00 1.00 16.67 1.00 430 | 0.00
84 1.00 | 11.00 1.00 38.00 | 0.00 1.00 |9.70 |1.00 |10.90| 1.00 |441.00|1.00 | 6.70 0.00 2.10 1.00 21.65 0.00 3.19 | 0.00
85 0.00 | 5.00 0.00 44.00 | 0.00 0.00

86 0.00 | 5.00 0.00 41.00 | 0.00 000 |[870 |1.00 |12.70|0.00 | 398.00 | 0.00 | 5.90 0.00 2.00 1.00 22.99 0.00 295 | 0.00
87 0.00 | 5.00 0.00 44.00 | 0.00 000 |940 |1.00 |15.30]|0.00 | 308.00 | 0.00 | 6.60 0.00 1.90 1.00 20.21 0.00 3.47 | 0.00

208




Patient | crpg5 | crpfina | cfinaled | ab albcd gpsfin | wec | weeed | hb hbcd | plts pltscd | neut neutcd | lymph | lympho | lymper | lympcd | nir nircd
88 0.00 | 5.00 0.00 42.00 | 0.00 000 |6.60 |0.00 |13.30|0.00 | 254.00 | 0.00 | 4.50 0.00 1.30 1.00 19.70 1.00 3.46 | 0.00
89 1.00 |9.00 0.00 38.00 | 0.00 0.00 |1140|2.00 |13.10|0.00 | 370.00|0.00 | 7.80 1.00 2.30 1.00 20.18 0.00 3.39 | 0.00
90 0.00 | 5.00 0.00 40.00 | 0.00 000 |510 |0.00 |12.60|0.00 | 359.00 | 0.00 | 3.50 0.00 1.20 1.00 23.53 0.00 292 | 0.00
91 1.00 | 19.00 1.00 35.00 | 0.00 1.00 | 990 |100 |[9.20 |1.00 |284.00| 0.00 |7.20 0.00 2.00 1.00 20.20 0.00 3.60 | 0.00
92 1.00 |7.00 0.00 44.00 | 0.00 000 |[870 |1.00 |14.40]|0.00 | 292.00| 0.00 | 6.10 0.00 1.60 1.00 18.39 1.00 3.81 | 0.00
93 1.00 |7.00 0.00 42.00 | 0.00 000 |760 |0.00 |14.30]|0.00 | 182.00| 0.00 | 3.80 0.00 2.90 1.00 38.16 0.00 131 | 0.00
94 1.00 | 8.00 0.00 46.00 | 0.00 000 |[9.00 |1.00 |1590]|0.00 | 338.00|0.00 | 6.30 0.00 1.90 1.00 21.11 0.00 3.32 | 0.00
95 1.00 |9.00 0.00 45.00 | 0.00 000 |540 |0.00 |15.00|0.00 | 214.00 | 0.00 | 3.60 0.00 1.20 1.00 22.22 0.00 3.00 | 0.00
96 0.00 | 5.00 0.00 42.00 | 0.00 000 |[610 |0.00 |11.80| 1.00 | 251.00 | 0.00 | 3.40 0.00 2.30 1.00 37.70 0.00 148 | 0.00
97 0.00 | 5.00 0.00 36.00 | 0.00 000 |[870 |1.00 |15.70|0.00 | 332.00 | 0.00 | 6.00 0.00 2.10 1.00 24.14 0.00 2.86 | 0.00
98 1.00 | 11.00 1.00 37.00 | 0.00 1.00 |800 |000 |10.70|1.00 |273.00| 0.00 | 4.70 0.00 2.20 1.00 27.50 0.00 2.14 | 0.00
99 0.00 | 5.00 0.00 43.00 | 0.00 000 |[530 |0.00 |12.10]|0.00 | 290.00 | 0.00 | 3.40 0.00 1.50 1.00 28.30 0.00 2.27 | 0.00
100 0.00 | 5.00 0.00 45.00 | 0.00 000 |[870 |1.00 |12.90|0.00 | 343.00| 0.00 | 5.30 0.00 2.80 1.00 32.18 0.00 1.89 | 0.00
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APPENDIX 3: DATABASE FOR CHAPTER 4. EVALUATION OF
AN INFLAMMATION BASED PROGNOSTIC SCORE (GPS) IN
PATIENTS WITH |INOPERABLE GASTRO-OESOPHAGEAL

CANCER.
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Patient mOfl | age agecd Site 00gl | histolog | typecd | dateof endo stage treatment treatcd actpall
1.00 1.00 | 63.20 0.00 oesoph 0.00 | squam 1.00 18-Oct-2004 3.00 CH/DXT 0.00 0.00
2.00 0.00 | 71.96 1.00 oesoph 0.00 | adeno 0.00 12-Nov-2003 | 3.00 CH/DXT 0.00 0.00
3.00 0.00 | 46.18 0.00 olg 0.00 | adeno 0.00 22-Feb-2002 2.00 Chemo 0.00 0.00
4.00 0.00 | 78.81 2.00 oesoph 0.00 | squam 1.00 01-Oct-2004 3.00 Chemo 0.00 0.00
5.00 0.00 | 72.75 1.00 oesoph 0.00 | squam 1.00 01-Sep-2003 | 4.00 Chemo 0.00 0.00
6.00 0.00 | 38.70 0.00 oesoph 0.00 | squam 1.00 17-Sep-2004 | 4.00 Chemo 0.00 0.00
7.00 0.00 | 63.83 0.00 oesoph 0.00 | squam 1.00 08-Oct-2002 3.00 Chemo 0.00 0.00
8.00 0.00 | 66.08 1.00 oesoph 0.00 | adeno 0.00 30-Jul-2003 4.00 Chemo 0.00 0.00
9.00 0.00 | 62.33 0.00 oesoph 0.00 | adeno 0.00 21-Jan-2004 4.00 Chemo 0.00 0.00
10.00 1.00 | 70.27 1.00 oesoph 0.00 | adeno 0.00 06-Dec-2001 | 4.00 Chemo 0.00 0.00
11.00 0.00 | 54.38 0.00 oesoph 0.00 | adeno 0.00 23-Mar-2004 | 4.00 Chemo 0.00 0.00
12.00 0.00 | 76.18 2.00 oesoph 0.00 | adeno 0.00 10-Dec-2002 | 4.00 Chemo 0.00 0.00
13.00 1.00 | 66.93 1.00 oesoph 0.00 | squam 1.00 14-Nov-2001 | 2.00 Chemo 0.00 0.00
14.00 0.00 | 62.28 0.00 olg 0.00 | adeno 0.00 16-Aug-2004 | 4.00 Chemo 0.00 0.00
15.00 0.00 | 42.72 0.00 oesoph 0.00 | adeno 0.00 16-Apr-2002 | 4.00 Chemo 0.00 0.00
16.00 0.00 | 54.67 0.00 oesoph 0.00 | squam 1.00 20-Jan-2004 3.00 Chemo 0.00 0.00
17.00 0.00 | 66.83 1.00 olg 0.00 | adeno 0.00 14-Dec-2001 | 2.00 Chemo 0.00 0.00
18.00 1.00 | 55.49 0.00 olg 0.00 | adeno 0.00 21-Dec-2004 | 4.00 Chemo 0.00 0.00
19.00 1.00 | 70.85 1.00 oesoph 0.00 | adeno 0.00 01-Sep-2004 | 4.00 Chemo 0.00 0.00
20.00 0.00 | 64.68 0.00 olg 0.00 | adeno 0.00 13-Feb-2001 2.00 Chemo 0.00 0.00
21.00 0.00 | 60.86 0.00 oesoph 0.00 | adeno 0.00 04-Jun-2003 4.00 Chemo 0.00 0.00
22.00 0.00 | 55.27 0.00 oesoph 0.00 | adeno 0.00 12-Jun-2001 4.00 Chemo 0.00 0.00
23.00 0.00 | 49.44 0.00 olg 0.00 | adeno 0.00 23-Jun-2004 4.00 Chemo 0.00 0.00
24.00 0.00 | 66.10 1.00 olg 0.00 | adeno 0.00 27-Jul-2004 4.00 Chemo 0.00 0.00
25.00 0.00 | 68.98 1.00 oesoph 0.00 | adeno 0.00 21-Nov-2001 | 4.00 Chemo 0.00 0.00
26.00 0.00 | 70.14 1.00 olg 0.00 | adeno 0.00 02-May-2001 | 3.00 Chemo 0.00 0.00
27.00 0.00 | 58.80 0.00 oesoph 0.00 | adeno 0.00 02-Jan-2001 2.00 Chemo 0.00 0.00
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Patient mOfl | age agecd Site 00gl | histolog | typecd | dateof endo stage treatment treatcd actpall
28.00 0.00 | 65.74 0.00 oesoph 0.00 | squam 1.00 30-Jan-2001 4.00 Chemo 0.00 0.00
29.00 1.00 | 56.33 0.00 oesoph 0.00 | adeno 0.00 08-Aug-2002 | 4.00 Chemo/DXT | 0.00 0.00
30.00 0.00 | 63.35 0.00 oesoph 0.00 | squam 1.00 28-Jul-2000 4.00 Chemo/DXT | 0.00 0.00
31.00 0.00 | 71.32 1.00 oesoph 0.00 | sguam 1.00 17-Dec-2002 | 2.00 Chemo/DXT | 0.00 0.00
32.00 0.00 | 76.64 2.00 olg 0.00 | adeno 0.00 01-Oct-2001 4.00 Chemo/DXT | 0.00 0.00
33.00 0.00 | 64.54 0.00 oesoph 0.00 | sguam 1.00 12-Jun-2001 3.00 Chemo/DXT | 0.00 0.00
34.00 1.00 | 76.03 2.00 oesoph 0.00 | adeno 0.00 14-May-2002 | 1.00 Chemo/DXT | 0.00 0.00
35.00 0.00 | 62.65 0.00 oesoph 0.00 | squam 1.00 08-Aug-2001 | 3.00 Chemo/DXT | 0.00 0.00
36.00 0.00 | 71.68 1.00 oesoph 0.00 | squam 1.00 04-Sep-2003 1.00 Chemo/DXT | 0.00 0.00
37.00 0.00 | 65.47 0.00 oesoph 0.00 | squam 1.00 22-May-2003 | 3.00 Chemo/DXT | 0.00 0.00
38.00 0.00 | 54.48 0.00 oesoph 0.00 | squam 1.00 30-Mar-2000 | 3.00 Chemo/DXT | 0.00 0.00
39.00 1.00 | 68.45 1.00 oesoph 0.00 | sguam 1.00 20-Nov-2003 | 3.00 Chemo/DXT | 0.00 0.00
40.00 0.00 | 4811 0.00 oesoph 0.00 | adeno 0.00 27-Feb-2003 | 4.00 Chemo/DXT | 0.00 0.00
41.00 0.00 | 75.35 2.00 oesoph 0.00 | adeno 0.00 19-Feb-2004 | 3.00 Chemo/DXT | 0.00 0.00
42.00 0.00 | 60.92 0.00 oesoph 0.00 | adeno 0.00 31-Dec-2002 | 3.00 Chemo/DXT | 0.00 0.00
43.00 0.00 | 60.24 0.00 oesoph 0.00 | sguam 1.00 04-Aug-2003 | 4.00 Chemo/DXT | 0.00 0.00
44.00 0.00 | 65.72 0.00 oesoph 0.00 | sguam 1.00 06-Jan-2004 4.00 Chemo/DXT | 0.00 0.00
45.00 0.00 | 72.32 1.00 oesoph 0.00 | sguam 1.00 22-Dec-2003 | 3.00 Chemo/DXT | 0.00 0.00
46.00 0.00 | 56.18 0.00 oesoph 0.00 | sguam 1.00 06-May-2003 | 3.00 Chemo/DXT | 0.00 0.00
47.00 0.00 | 60.74 0.00 oesoph 0.00 | sguam 1.00 15-Mar-2004 | 4.00 Chemo/DXT | 0.00 0.00
48.00 0.00 | 76.35 2.00 oesoph 0.00 | adeno 0.00 28-Jun-2002 4.00 Chemo/DXT | 0.00 0.00
49.00 1.00 | 73.96 1.00 oesoph 0.00 | sguam 1.00 18-Sep-2001 3.00 Chemo/DXT | 0.00 0.00
50.00 0.00 | 52.72 0.00 oesoph 0.00 | sguam 1.00 24-Dec-2002 | 1.00 Chemo/DXT | 0.00 0.00
51.00 1.00 | 56.62 0.00 oesoph 0.00 | sguam 1.00 26-Oct-2001 3.00 Chemo/DXT | 0.00 0.00
52.00 0.00 | 70.35 1.00 oesoph 0.00 | sguam 1.00 04-Dec-2001 | 4.00 Chemo/DXT | 0.00 0.00
53.00 0.00 | 67.88 1.00 oesoph 0.00 | sguam 1.00 16-Oct-2001 3.00 Chemo/DXT | 0.00 0.00
54.00 0.00 | 69.23 1.00 oesoph 0.00 | sguam 1.00 14-Jan-2004 4.00 Chemo/DXT | 0.00 0.00
55.00 0.00 | 56.48 0.00 oesoph 0.00 | adeno 0.00 04-Oct-2001 3.00 Chemo/DXT | 0.00 0.00
56.00 1.00 | 55.16 0.00 oesoph 0.00 | sguam 1.00 20-Aug-2003 | 3.00 Chemo/DXT | 0.00 0.00
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Patient mOfl | age agecd Site 00gl | histolog | typecd | dateof endo stage treatment treatcd actpall
57.00 0.00 | 62.56 0.00 olg 0.00 | adeno 0.00 05-Mar-2004 | 4.00 Chemo/DXT | 0.00 0.00
58.00 0.00 | 72.68 1.00 oesoph 0.00 | adeno 0.00 14-Jan-2004 3.00 Chemo/DXT | 0.00 0.00
59.00 1.00 | 8211 2.00 oesoph 0.00 | sguam 1.00 30-Nov-2004 | 3.00 Chemo/DXT | 0.00 0.00
60.00 0.00 | 8231 2.00 oesoph 0.00 | adeno 0.00 01-Oct-2002 3.00 Chemo/DXT | 0.00 0.00
61.00 1.00 | 56.91 0.00 oesoph 0.00 | sguam 1.00 08-Apr-2004 | 4.00 Chemo/DXT | 0.00 0.00
62.00 1.00 | 5434 0.00 oesoph 0.00 | sguam 1.00 05-Mar-2002 | 4.00 Chemo/DXT | 0.00 0.00
63.00 1.00 | 84.12 2.00 oesoph 0.00 | squam 1.00 20-Feb-2001 2.00 DXT 1.00 0.00
64.00 0.00 | 80.21 2.00 oesoph 0.00 | squam 1.00 04-Apr-2000 | 1.00 DXT 1.00 0.00
65.00 0.00 | 7191 1.00 oesoph 0.00 | squam 1.00 26-Nov-2002 | 4.00 DXT 1.00 0.00
66.00 0.00 | 78.48 2.00 oesoph 0.00 | squam 1.00 13-Apr-2004 | 3.00 DXT 1.00 0.00
67.00 0.00 | 76.22 2.00 oesoph 0.00 | adeno 0.00 22-Jul-2003 3.00 DXT 1.00 0.00
68.00 0.00 | 51.85 0.00 oesoph 0.00 | adeno 0.00 10-Dec-2002 | 4.00 DXT 1.00 0.00
69.00 0.00 | 55.67 0.00 oesoph 0.00 | adeno 0.00 20-Oct-2003 4.00 DXT 1.00 0.00
70.00 0.00 | 7347 1.00 oesoph 0.00 | sguam 1.00 26-Oct-2004 3.00 DXT 1.00 0.00
71.00 1.00 | 8179 2.00 oesoph 0.00 | sguam 1.00 29-Mar-2004 | 2.00 DXT 1.00 0.00
72.00 0.00 |54.42 0.00 olg 0.00 | adeno 0.00 13-Mar-2000 | 4.00 DXT 1.00 0.00
73.00 1.00 | 75.39 2.00 oesoph 0.00 | adeno 0.00 13-Nov-2001 | 3.00 DXT 1.00 0.00
74.00 0.00 | 79.25 2.00 oesoph 0.00 | adeno 0.00 30-Aug-2004 | 2.00 DXT 1.00 0.00
75.00 1.00 | 82.43 2.00 oesoph 0.00 | sguam 1.00 15-Jan-2003 1.00 DXT 1.00 0.00
76.00 1.00 | 66.67 1.00 oesoph 0.00 | adeno 0.00 26-Nov-2004 | 4.00 DXT 1.00 0.00
77.00 0.00 | 65.16 0.00 oesoph 0.00 | sguam 1.00 23-Apr-2003 | 3.00 DXT 1.00 0.00
78.00 1.00 | 6131 0.00 oesoph 0.00 | sguam 1.00 20-Aug-2002 | 4.00 DXT 1.00 0.00
79.00 0.00 | 80.23 2.00 oesoph 0.00 | sguam 1.00 25-Jun-2002 4.00 DXT 1.00 0.00
80.00 0.00 | 67.02 1.00 oesoph 0.00 | sguam 1.00 03-Mar-2003 | 4.00 DXT 1.00 0.00
81.00 1.00 | 71.65 1.00 oesoph 0.00 | sguam 1.00 11-Jun-2003 3.00 DXT & Laser | 1.00 0.00
82.00 1.00 | 84.17 2.00 oesoph 0.00 | adeno 0.00 05-Nov-2004 | 3.00 DXT & Laser | 1.00 0.00
83.00 0.00 | 65.40 0.00 oesoph 0.00 | sguam 1.00 18-Jun-2002 4.00 DXT & Laser | 1.00 0.00
84.00 0.00 | 81.18 2.00 oesoph 0.00 | adeno 0.00 16-Oct-2003 3.00 DXT & Laser | 1.00 0.00
85.00 1.00 | 76.94 2.00 oesoph 0.00 | adeno 0.00 27-Nov-2000 | 2.00 DXT & Laser | 1.00 0.00
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Patient mOfl | age agecd Site 00gl | histolog | typecd | dateof endo stage treatment treatcd actpall
86.00 1.00 | 82.10 2.00 oesoph 0.00 | sguam 1.00 05-Jul-2002 1.00 DXT & Laser | 1.00 0.00
87.00 0.00 | 86.97 2.00 oesoph 0.00 | sguam 1.00 08-Aug-2004 | 3.00 DXT & Laser | 1.00 0.00
88.00 0.00 | 75.06 2.00 oesoph 0.00 | adeno 0.00 31-Jan-2003 3.00 DXT & Laser | 1.00 0.00
89.00 1.00 | 8141 2.00 oesoph 0.00 | sguam 1.00 18-Dec-2001 | 2.00 DXT& Laser | 1.00 0.00
90.00 0.00 | 67.91 1.00 oesoph 0.00 | sguam 1.00 28-Jun-2000 4.00 DXT/Stent 1.00 0.00
91.00 0.00 | 88.10 | 2.00 oesoph 0.00 | adeno 0.00 28-May-2002 | 3.00 Laser 2.00 0.00
92.00 0.00 | 75.64 | 2.00 oesoph 0.00 | adeno 0.00 16-Sep-2002 3.00 Laser 2.00 0.00
93.00 1.00 | 74.66 | 1.00 oesoph 0.00 | adeno 0.00 22-Jun-2001 1.00 Laser 2.00 0.00
94.00 1.00 | 67.09 | 1.00 oesoph 0.00 | adeno 0.00 27-Mar-2000 | 1.00 Laser 2.00 0.00
95.00 0.00 | 75.50 | 2.00 olg 0.00 | adeno 0.00 30-Jul-2001 3.00 Laser 2.00 0.00
96.00 0.00 | 74.82 | 1.00 oesoph 0.00 | adeno 0.00 10-Sep-2002 2.00 Laser 2.00 0.00
97.00 1.00 | 81.87 | 2.00 oesoph 0.00 | adeno 0.00 20-Jun-2001 2.00 Laser 2.00 0.00
98.00 1.00 | 68.18 | 1.00 oesoph 0.00 | adeno 0.00 24-Mar-2000 | 4.00 Laser 2.00 0.00
99.00 0.00 | 74.00 | 1.00 oesoph 0.00 | adeno 0.00 01-Feb-2000 | 3.00 Laser 2.00 0.00
100.00 0.00 | 81.99 | 2.00 oesoph 0.00 | adeno 0.00 01-Nov-2001 | 3.00 Laser 2.00 0.00
101.00 0.00 | 75.39 | 2.00 oeosph 0.00 | sguam 1.00 17-Jun-2002 4.00 Laser 2.00 0.00
102.00 0.00 | 7257 | 1.00 oesoph 0.00 | sguam 1.00 29-Feb-2004 | 3.00 Laser 2.00 0.00
103.00 1.00 | 84.39 | 2.00 oesoph 0.00 | adeno 0.00 05-Feb-2002 | 4.00 Laser 2.00 0.00
104.00 1.00 | 86.71 | 2.00 oesoph 0.00 | adeno 0.00 19-Mar-2004 | 2.00 Laser 2.00 0.00
105.00 1.00 | 67.63 | 1.00 olg 0.00 | adeno 0.00 13-Mar-2000 | 4.00 Laser 2.00 0.00
106.00 1.00 | 81.36 | 2.00 oesoph 0.00 | adeno 0.00 26-Nov-2002 | 1.00 Laser 2.00 0.00
107.00 0.00 | 81.61 | 2.00 olg 0.00 | adeno 0.00 29-Oct-2002 1.00 Laser 2.00 0.00
108.00 1.00 | 82.73 | 2.00 oesoph 0.00 | adeno 0.00 07-May-2003 | 4.00 Laser 2.00 0.00
109.00 1.00 | 78.32 | 2.00 oesoph 0.00 | sguam 1.00 28-Mar-2003 | 3.00 Laser 2.00 0.00
110.00 0.00 | 82.98 | 2.00 oesoph 0.00 | adeno 0.00 03-Sep-2004 | 4.00 Laser 2.00 0.00
111.00 0.00 | 79.00 | 2.00 oesoph 0.00 | adeno 0.00 10-Nov-2004 | 3.00 Laser 2.00 0.00
112.00 0.00 | 65.53 | 0.00 oesoph 0.00 | adeno 0.00 23-Apr-2002 | 2.00 Laser 2.00 0.00
113.00 1.00 | 66.59 | 1.00 oesoph 0.00 | sguam 1.00 14-Jul-2000 3.00 None 4.00 1.00
114.00 1.00 | 70.21 | 1.00 oesoph 0.00 | adeno 0.00 10-Mar-2004 | 4.00 None 4.00 1.00
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115.00 0.00 | 79.52 | 2.00 oesoph 0.00 | squam 1.00 30-Jul-2004 4.00 None 4.00 1.00
116.00 0.00 | 8216 | 2.00 oesoph 0.00 | squam 1.00 27-Sep-2002 | 4.00 None 4.00 1.00
117.00 0.00 | 8254 | 2.00 oesoph 0.00 | squam 1.00 24-Sep-2004 | 4.00 None 4.00 1.00
118.00 0.00 | 73.97 | 1.00 oesoph 0.00 | adeno 0.00 21-Mar-2000 | 4.00 None 4.00 1.00
119.00 0.00 | 66.57 | 1.00 oesoph 0.00 | sguam 1.00 09-Apr-2002 | 4.00 None 4.00 1.00
120.00 0.00 | 69.73 | 1.00 olg 0.00 | adeno 0.00 14-Mar-2000 | 4.00 None 4.00 1.00
121.00 0.00 | 69.98 | 1.00 oesoph 0.00 | adeno 0.00 10-May2004 | 3.00 by-pass 3.00 1.00
122.00 1.00 | 8179 | 2.00 oesoph 0.00 | adeno 0.00 26-Mar-2002 | 2.00 Stent 3.00 1.00
123.00 0.00 | 64.80 | 0.00 oesoph 0.00 | adeno 0.00 11-Oct-2002 4.00 Stent 3.00 1.00
124.00 1.00 | 8259 | 2.00 oesoph 0.00 | sguam 1.00 17-Dec-2002 | 3.00 Stent 3.00 1.00
125.00 0.00 | 75.17 | 2.00 oesoph 0.00 | sguam 1.00 14-Oct-2004 3.00 Stent 3.00 1.00
126.00 0.00 | 77.15 | 2.00 oesoph 0.00 | sguam 1.00 12-Apr-2002 | 3.00 Stent 3.00 1.00
127.00 1.00 | 81.04 | 2.00 oesoph 0.00 | adeno 0.00 27-Jan-2000 2.00 Stent 3.00 1.00
128.00 0.00 | 79.78 | 2.00 oesoph 0.00 | adeno 0.00 28-Jan-2002 3.00 Stent 3.00 1.00
129.00 0.00 | 77.69 | 2.00 oesoph 0.00 | sguam 1.00 04-Jun-2004 4.00 Stent 3.00 1.00
130.00 1.00 | 64.25 | 0.00 oesoph 0.00 | sguam 1.00 12-Jan-2000 4.00 Stent 3.00 1.00
131.00 1.00 |94.03 | 2.00 oesoph 0.00 | adeno 0.00 16-Jan-2004 2.00 Stent 3.00 1.00
132.00 0.00 | 88.54 | 2.00 oesoph 0.00 | sguam 1.00 09-Oct-2002 3.00 Stent 3.00 1.00
133.00 0.00 | 74.88 | 1.00 oesoph 0.00 | sguam 1.00 15-Feb-2000 | 3.00 Stent 3.00 1.00
134.00 0.00 | 73.52 | 1.00 oeosph 0.00 | sguam 1.00 10-Oct-2001 3.00 Stent 3.00 1.00
135.00 1.00 | 7556 | 2.00 oesoph 0.00 | sguam 1.00 20-Oct-2004 3.00 Stent 3.00 1.00
136.00 1.00 | 94.07 | 2.00 oesoph 0.00 | sguam 1.00 11-Sep-2001 | 4.00 Stent 3.00 1.00
137.00 1.00 | 75.61 | 2.00 oesoph 0.00 | sguam 1.00 02-Apr-2001 | 2.00 Stent 3.00 1.00
138.00 0.00 | 87.56 | 2.00 oesoph 0.00 | sguam 1.00 03-Jul-2001 2.00 Stent 3.00 1.00
139.00 0.00 | 61.07 | 0.00 oesoph 0.00 | adeno 0.00 29-Apr-2000 | 4.00 Stent 3.00 1.00
140.00 0.00 | 64.48 | 0.00 oesoph 0.00 | sguam 1.00 11-Jan-2000 4.00 Stent 3.00 1.00
141.00 0.00 | 70.88 | 1.00 oesoph 0.00 | sguam 1.00 27-Oct-2000 3.00 Stent& Chemo | 0.00 0.00
142.00 1.00 | 6899 | 1.00 oesoph 0.00 | sguam 1.00 23-Apr-2003 | 3.00 T DXT 1.00 0.00
143.00 0.00 | 59.88 | 0.00 olg 1.00 | adeno 0.00 03-Dec-2004 | 4.00 CH/DXT 0.00 0.00
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144.00 1.00 |54.36 | 0.00 gastric 1.00 | adeno 0.00 06-Dec-2004 | 4.00 Chemo 0.00 0.00
145.00 1.00 | 61.79 | 0.00 gastric 1.00 | adeno 0.00 08-Oct-2002 4.00 Chemo 0.00 0.00
146.00 1.00 | 34.01 | 0.00 gastric 1.00 | adeno 0.00 07-Dec-2001 | 4.00 Chemo 0.00 0.00
147.00 1.00 | 42.09 | 0.00 gastric 1.00 | adeno 0.00 23-Jan-2003 4.00 Chemo 0.00 0.00
148.00 0.00 | 67.62 | 1.00 gastric 1.00 | adeno 0.00 10-Jul-2001 4.00 Chemo 0.00 0.00
149.00 0.00 | 69.49 | 1.00 gastric 1.00 | adeno 0.00 26-Feb-2002 | 4.00 Chemo 0.00 0.00
150.00 1.00 | 63.99 | 0.00 gastric 1.00 | adeno 0.00 12-Nov-2002 | 1.00 Chemo 0.00 0.00
151.00 0.00 | 73.47 | 1.00 gastric 1.00 | adeno 0.00 16-Jul-2004 4.00 Chemo 0.00 0.00
152.00 1.00 | 65.05 | 0.00 gastric 1.00 | adeno 0.00 01-Dec-2003 | 4.00 Chemo 0.00 0.00
153.00 0.00 | 65.38 | 0.00 gastric 1.00 | adeno 0.00 21-Feb-2002 3.00 Chemo 0.00 0.00
154.00 0.00 | 43.64 | 0.00 olg 1.00 | adeno 0.00 29-Jul-2004 4.00 Chemo 0.00 0.00
155.00 1.00 | 53.29 | 0.00 gastric 1.00 | adeno 0.00 24-Feb-2004 | 4.00 Chemo 0.00 0.00
156.00 0.00 | 57.72 | 0.00 gastric 1.00 | adeno 0.00 12-Apr-2002 | 2.00 Chemo 0.00 0.00
157.00 0.00 | 54.62 | 0.00 gastric 1.00 | adeno 0.00 19-Jun-2003 4.00 Chemo 0.00 0.00
158.00 1.00 | 63.74 | 0.00 gastric 1.00 | adeno 0.00 06-Jul-2004 4.00 Chemo 0.00 0.00
159.00 0.00 | 42.48 | 0.00 olg 1.00 | adeno 0.00 17-Sep-2004 | 4.00 Chemo 0.00 0.00
160.00 0.00 | 46.92 | 0.00 gastric 1.00 | adeno 0.00 02-Mar-2002 | 4.00 Chemo 0.00 0.00
161.00 0.00 | 43.31 | 0.00 olg 1.00 | adeno 0.00 06-Jan-2003 4.00 Chemo 0.00 0.00
162.00 0.00 | 71.71 | 1.00 gastric 1.00 | adeno 0.00 30-Jul-2004 4.00 Chemo 0.00 0.00
163.00 0.00 | 44.99 | 0.00 gastric 1.00 | adeno 0.00 01-Mar-2002 | 4.00 Chemo 0.00 0.00
164.00 1.00 | 76.88 | 2.00 olg 1.00 | adeno 0.00 23-Mar-2004 | 4.00 Chemo 0.00 0.00
165.00 1.00 |41.38 | 0.00 gastric 1.00 | adeno 0.00 14-Jun-2004 4.00 Chemo 0.00 0.00
166.00 0.00 | 52.05 | 0.00 olg 1.00 | adeno 0.00 05-Jun-2003 4.00 Chemo&Laser | 0.00 0.00
167.00 1.00 | 76.62 | 2.00 gastric 1.00 | adeno 0.00 19-Dec-2003 | 3.00 Chemo&Laser | 0.00 0.00
168.00 0.00 | 76.19 | 2.00 gastric 1.00 | adeno 0.00 30-May-2003 | 4.00 Chemo&Laser | 0.00 0.00
169.00 1.00 | 76.56 | 2.00 gastric 1.00 | adeno 0.00 24-Apr-2001 | 2.00 Chemo/DXT | 0.00 0.00
170.00 0.00 | 78.84 | 2.00 olg 1.00 | adeno 0.00 30-Oct-2001 4.00 Chemo/DXT | 0.00 0.00
171.00 0.00 | 7454 | 1.00 gastric 1.00 | adeno 0.00 08-Jan-2002 4.00 Chemo/DXT | 0.00 0.00
172.00 0.00 | 60.26 | 0.00 gastric 1.00 | adeno 0.00 10-Jun-2002 4.00 Chemo/DXT | 0.00 0.00
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173.00 0.00 | 55.01 | 0.00 gastric 1.00 | adeno 0.00 13-Mar-2002 | 3.00 Chemo/DXT | 0.00 0.00
174.00 0.00 | 74.95 | 1.00 olg 1.00 | adeno 0.00 14-Sep-2004 | 3.00 Chemo/DXT | 0.00 0.00
175.00 0.00 | 56.00 | 0.00 gastric 1.00 | adeno 0.00 19-Oct-2001 4.00 Chemo/DXT | 0.00 0.00
176.00 0.00 | 7454 | 1.00 gastric 1.00 | adeno 0.00 05-May-2004 | 4.00 Chemo/DXT | 0.00 0.00
177.00 1.00 |33.71 | 0.00 gastric 1.00 | adeno 0.00 06-Dec-2001 | 4.00 Chemo/DXT | 0.00 0.00
178.00 1.00 | 46.43 | 0.00 olg 1.00 | adeno 0.00 20-Jul-2001 4.00 Chemo/DXT | 0.00 0.00
179.00 0.00 | 69.81 | 1.00 gastric 1.00 | adeno 0.00 30-Nov-2004 | 3.00 Chemo/DXT | 0.00 0.00
180.00 1.00 | 47.14 | 0.00 gastric 1.00 | adeno 0.00 09-Sep-2003 | 4.00 Chemo/DXT | 0.00 0.00
181.00 1.00 | 73.42 | 1.00 gastric 1.00 | adeno 0.00 23-Oct-2001 4.00 Chemo/DXT | 0.00 0.00
182.00 0.00 | 62.12 | 0.00 gastric 1.00 | adeno 0.00 30-Dec-2004 | 4.00 DXT 1.00 0.00
183.00 0.00 | 63.53 | 0.00 gastric 1.00 | adeno 0.00 16-Jul-2004 4.00 DXT 1.00 0.00
184.00 1.00 | 63.67 | 0.00 gastric 1.00 | adeno 0.00 07-Dec-2004 | 4.00 DXT 1.00 0.00
185.00 1.00 | 68.39 | 1.00 gastric 1.00 | adeno 0.00 22-Jun-2004 2.00 DXT 1.00 0.00
186.00 0.00 | 56.78 | 0.00 gastric 1.00 | adeno 0.00 16-Jan-2002 4.00 gastro-j€ 3.00 1.00
187.00 1.00 | 43.82 | 0.00 gastric 1.00 | adeno 0.00 21-May-2002 | 3.00 gastro-j€ 3.00 1.00
188.00 0.00 | 45.28 | 0.00 gastric 1.00 | adeno 0.00 10-Jan-2001 4.00 gastro-j€ 3.00 1.00
189.00 0.00 | 69.71 | 1.00 gastric 1.00 | adeno 0.00 09-Jun-2000 4.00 gastro-j€ 3.00 1.00
190.00 0.00 | 64.93 | 0.00 gastric 1.00 | adeno 0.00 30-Apr-2003 | 4.00 gastro-j€ 3.00 1.00
191.00 1.00 | 57.48 | 0.00 gastric 1.00 | adeon 0.00 22-Feb-2002 | 4.00 gastro-j€ 3.00 1.00
192.00 0.00 | 83.79 | 2.00 gastric 1.00 | adeno 0.00 20-Mar-2000 | 1.00 Laser 2.00 0.00
193.00 1.00 | 72.34 | 1.00 gastric 1.00 | adeno 0.00 25-Jul-2000 3.00 Laser 2.00 0.00
194.00 0.00 | 79.99 | 2.00 olg 1.00 | adeno 0.00 09-Jun-2003 3.00 Laser 2.00 0.00
195.00 1.00 | 80.68 | 2.00 gastric 1.00 | adeno 0.00 03-Nov-2003 | 1.00 Laser 2.00 0.00
196.00 0.00 | 75.63 | 2.00 gastric 1.00 | adeno 0.00 25-Jun-2004 2.00 Laser 2.00 0.00
197.00 0.00 | 78.31 | 2.00 gastric 1.00 | adeno 0.00 26-Nov-2001 | 1.00 Laser 2.00 0.00
198.00 0.00 | 76.04 | 2.00 gastric 1.00 | adeno 0.00 01-Jul-2003 1.00 Laser 2.00 0.00
199.00 0.00 | 63.56 | 0.00 olg 1.00 | adeno 0.00 23-Aug-2004 | 4.00 Laser 2.00 0.00
200.00 1.00 | 82.97 | 2.00 gastric 1.00 | adeno 0.00 02-Mar-2001 | 4.00 Laser 2.00 0.00
201.00 0.00 | 81.80 | 2.00 gastric 1.00 | adeno 0.00 29-Jan-2003 1.00 Laser 2.00 0.00
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202.00 1.00 | 86.61 | 2.00 olg 1.00 | adeno 0.00 21-Mar-2000 | 1.00 Laser 2.00 0.00
203.00 1.00 | 82.75 | 2.00 gastric 1.00 | adeno 0.00 06-Jan-2004 4.00 Laser 2.00 0.00
204.00 0.00 | 83.03 | 2.00 olg 1.00 | adeno 0.00 27-Feb-2004 | 4.00 Laser 2.00 0.00
205.00 0.00 | 85.40 | 2.00 gastric 1.00 | adeno 0.00 21-Jun-2001 1.00 Laser 2.00 0.00
206.00 0.00 | 57.03 | 0.00 gastric 1.00 | adeno 0.00 08-Jun-2000 4.00 Laser 2.00 0.00
207.00 0.00 | 81.26 | 2.00 gastric 1.00 | adeno 0.00 22-Jul-2003 1.00 Laser 2.00 0.00
208.00 0.00 | 68.48 | 1.00 gastric 1.00 | adeno 0.00 24-Sep-2003 | 4.00 Laser 2.00 0.00
209.00 0.00 | 76.76 | 2.00 olg 1.00 | adeno 0.00 09-Sep-2003 1.00 Laser 2.00 0.00
210.00 1.00 | 78.98 | 2.00 gastric 1.00 | adeno 0.00 26-Apr-2000 | 4.00 Laser 2.00 0.00
211.00 0.00 | 48.56 | 0.00 gastric 1.00 | adeno 0.00 01-May-2002 | 4.00 Laser 2.00 0.00
212.00 0.00 | 84.30 | 2.00 gastric 1.00 | adeno 0.00 06-Nov-2001 | 4.00 Laser 2.00 0.00
213.00 0.00 | 82.93 | 2.00 olg 1.00 | adeno 0.00 21-Oct-2002 4.00 Laser 2.00 0.00
214.00 0.00 | 76.85 | 2.00 gastric 1.00 | adeno 0.00 16-Jun-2000 4.00 Laser 2.00 0.00
215.00 0.00 | 89.10 | 2.00 gastric 1.00 | adeno 0.00 05-Jan-2001 1.00 Laser 2.00 0.00
216.00 0.00 | 81.08 | 2.00 gastric 1.00 | adeno 0.00 11-Oct-2004 1.00 Laser 2.00 0.00
217.00 1.00 | 89.19 | 2.00 gastric 1.00 | adeno 0.00 12-Aug-2002 | 4.00 Laser 2.00 0.00
218.00 1.00 | 71.28 | 1.00 gastric 1.00 | adeno 0.00 05-Jul-2002 4.00 Laser 2.00 0.00
219.00 1.00 | 81.07 | 2.00 gastric 1.00 | adeno 0.00 04-May-2004 | 2.00 Laser 2.00 0.00
220.00 0.00 | 79.14 | 2.00 olg 1.00 | adeno 0.00 01-Apr-2004 | 4.00 Laser 2.00 0.00
221.00 1.00 | 76.32 | 2.00 gastric 1.00 | adeno 0.00 06-Aug-2001 | 1.00 Laser 2.00 0.00
222.00 0.00 | 60.06 | 0.00 gastric 1.00 | adeno 0.00 20-Oct-2004 1.00 Laser 2.00 0.00
223.00 0.00 | 84.36 | 2.00 gastric 1.00 | adeno 0.00 22-Oct-2004 1.00 Laser 2.00 0.00
224.00 1.00 | 77.57 | 2.00 olg 1.00 | adeno 0.00 06-Nov-2001 | 4.00 Laser 2.00 0.00
225.00 0.00 | 7132 | 1.00 gastric 1.00 | adeno 0.00 13-May-2004 | 1.00 Laser 2.00 0.00
226.00 0.00 | 79.90 | 2.00 gastric 1.00 | adeno 0.00 09-Apr-2001 | 1.00 Laser 2.00 0.00
227.00 0.00 | 72.27 | 1.00 gastric 1.00 | adeno 0.00 09-Jul-2003 4.00 Laser 2.00 0.00
228.00 0.00 | 76.24 | 2.00 gastric 1.00 | adeno 0.00 05-Oct-2001 3.00 Laser 2.00 0.00
229.00 1.00 | 75.35 | 2.00 gastric 1.00 | adeno 0.00 27-Jun-2001 4.00 Laser 2.00 0.00
230.00 0.00 | 59.00 | 0.00 gastric 1.00 | adeno 0.00 11-Oct-2000 4.00 None 4.00 1.00
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231.00 1.00 | 62.52 | 0.00 gastric 1.00 | adeno 0.00 23-Aug-2002 | 4.00 None 4.00 1.00
232.00 1.00 | 84.38 | 2.00 gastric 1.00 | adeno 0.00 05-Jul-2000 4.00 None 4.00 1.00
233.00 0.00 | 81.02 | 2.00 olg 1.00 | adeno 0.00 02-Sep-2004 | 4.00 None 4.00 1.00
234.00 0.00 | 78.85 | 2.00 gastric 1.00 | adeno 0.00 12-Sep-2003 3.00 None 4.00 1.00
235.00 1.00 | 78.92 | 2.00 gastric 1.00 | adeno 0.00 23-Nov-2004 | 4.00 None 4.00 1.00
236.00 1.00 | 46.58 | 0.00 gastric 1.00 | adeno 0.00 07-Dec-2004 | 4.00 None 4.00 1.00
237.00 1.00 | 85.61 | 2.00 gastric 1.00 | adeno 0.00 04-Aug-2003 | 4.00 None 4.00 1.00
238.00 0.00 | 83.97 | 2.00 gastric 1.00 | adeno 0.00 28-Apr-2000 | 1.00 None 4.00 1.00
239.00 0.00 | 70.50 | 1.00 olg 1.00 | adeno 0.00 27-Jul-2001 4.00 None 4.00 1.00
240.00 1.00 | 66.95 | 1.00 gastric 1.00 | adeno 0.00 30-Aug-2002 | 1.00 None 4.00 1.00
241.00 1.00 | 63.49 | 0.00 gastric 1.00 | adeno 0.00 04-May-2001 | 4.00 None 4.00 1.00
242.00 1.00 | 82.80 | 2.00 gastric 1.00 | adeno 0.00 21-Nov-2000 | 2.00 None 4.00 1.00
243.00 0.00 | 30.19 | 0.00 olg 1.00 | adeno 0.00 16-Oct-2003 4.00 None 4.00 1.00
244.00 0.00 | 75.98 | 2.00 gastric 1.00 | adeno 0.00 24-Aug-2004 | 4.00 None 4.00 1.00
245.00 0.00 | 77.28 | 2.00 gastric 1.00 | adeno 0.00 07-Mar-2003 | 4.00 None 4.00 1.00
246.00 1.00 | 78.79 | 2.00 gastric 1.00 | adeno 0.00 10-Jun-2002 4.00 None 4.00 1.00
247.00 0.00 | 73.96 | 1.00 gastric 1.00 | adeno 0.00 18-Nov-2003 | 4.00 None 4.00 1.00
248.00 0.00 | 73.94 | 1.00 gastric 1.00 | adeno 0.00 14-Oct-2003 4.00 None 4.00 1.00
249.00 1.00 | 7499 | 1.00 gastric 1.00 | adeno 0.00 04-Dec-2003 | 4.00 None 4.00 1.00
250.00 1.00 | 60.28 | 0.00 olg 1.00 | adeno 0.00 08-Aug-2000 | 4.00 None 4.00 1.00
251.00 0.00 | 81.02 | 2.00 olg 1.00 | adeno 0.00 26-Jul-2001 4.00 None 4.00 1.00
252.00 1.00 | 79.70 | 2.00 olg 1.00 | adeno 0.00 18-Apr-2000 | 4.00 None 4.00 1.00
253.00 0.00 | 76.34 | 2.00 gastric 1.00 | adeno 0.00 26-Mar-2004 | 4.00 None 4.00 1.00
254.00 1.00 | 62.27 | 0.00 gastric 1.00 | adeno 0.00 09-May-2003 | 4.00 None 4.00 1.00
255.00 0.00 | 42.06 | 0.00 gastric 1.00 | adeno 0.00 17-Mar-2004 | 4.00 None 4.00 1.00
256.00 1.00 | 77.36 | 2.00 gastric 1.00 | adeno 0.00 07-Dec-2004 | 3.00 Stent 3.00 1.00
257.00 0.00 | 9245 | 2.00 gastric 1.00 | adeno 0.00 23-Dec-2003 | 2.00 Stent 3.00 1.00
258.00 0.00 | 70.29 | 1.00 olg 1.00 | adeno 0.00 09-Oct-2001 4.00 Stent 3.00 1.00
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1.00 | ALIVE 0.00 30-Jun-2005 8.50 56.00 1.00 36.00 0.00 1.00 207.00 0.00
2.00 | DEAD | cancer 1.00 18-Apr-2005 17.43 15.00 1.00 39.00 0.00 1.00 162.00 0.00
3.00 | ALIVE 0.00 30-Jun-2005 40.80 1.00 0.00 43.00 0.00 0.00 19.00 0.00
4.00 | ALIVE 0.00 30-Jun-2005 9.07 10.00 0.00 40.00 0.00 0.00 139.00 0.00
5.00 | DEAD | cancer 1.00 13-Dec-2003 3.43 22.00 1.00 34.00 1.00 2.00 153.00 0.00
6.00 | ALIVE 0.00 30-Jun-2005 9.53 56.00 1.00 46.00 0.00 1.00 157.00 0.00
7.00 | DEAD | rena 2.00 29-Mar-2003 5.73 1.00 0.00 36.00 0.00 0.00 166.00 0.00
8.00 | DEAD | cancer 1.00 27-Feb-2005 19.27 9.00 0.00 46.00 0.00 0.00 184.00 0.00
9.00 | DEAD | cancer 1.00 30-Apr-2005 15.50 28.00 1.00 47.00 0.00 1.00 189.00 0.00

10.00 | DEAD | cancer 1.00 29-Jun-2003 19.00 36.00 1.00 40.00 0.00 1.00 189.00 0.00
11.00 | DEAD | cancer 1.00 01-Feb-2005 10.50 1.00 0.00 43.00 0.00 0.00 191.00 0.00
12.00 | DEAD | cancer 1.00 23-Sep-2004 21.77 1.00 0.00 43.00 0.00 0.00 191.00 0.00
13.00 | DEAD | cancer 1.00 24-Oct-2002 11.47 12.00 1.00 37.00 0.00 1.00 199.00 0.00
14.00 | DEAD | cancer 1.00 03-Nov-2004 2.63 36.00 1.00 35.00 0.00 1.00 215.00 0.00
15.00 | DEAD | cancer 1.00 30-May-2003 13.63 1.00 0.00 40.00 0.00 0.00 235.00 0.00
16.00 | DEAD | cancer 1.00 23-Aug-2004 7.20 27.00 1.00 40.00 0.00 1.00 237.00 0.00
17.00 | DEAD | cancer 1.00 20-Nov-2002 11.37 1.00 0.00 44.00 0.00 0.00 258.00 0.00
18.00 | ALIVE 0.00 30-Jun-2005 6.37 8.00 0.00 50.00 0.00 0.00 271.00 0.00
19.00 | ALIVE 0.00 30-Jun-2005 10.07 32.00 1.00 32.00 1.00 2.00 295.00 1.00
20.00 | DEAD | cancer 1.00 01-Sep-2002 18.83 12.00 1.00 42.00 0.00 1.00 385.00 1.00
21.00 | DEAD | cardiac 2.00 25-May-2004 11.87 42.00 1.00 38.00 0.00 1.00 411.00 1.00
22.00 | DEAD | cancer 1.00 11-Dec-2001 6.07 69.00 1.00 41.00 0.00 1.00 630.00 1.00
23.00 | DEAD | cancer 1.00 21-Jul-2004 0.93 217.00 1.00 43.00 0.00 1.00 645.00 1.00
24.00 | ALIVE 0.00 30-Jun-2005 11.27 1.00 0.00 40.00 0.00 0.00 148.00 0.00
25.00 | DEAD | cancer 1.00 02-Apr-2002 4.40 70.00 1.00 36.00 0.00 1.00 1,479.00 1.00
26.00 | DEAD | cancer 1.00 08-Mar-2003 22.50 18.00 1.00 45.00 0.00 1.00 135.00 0.00
27.00 | ALIVE 0.00 30-Jun-2005 54.67 1.00 0.00 39.00 0.00 0.00 135.00 0.00
28.00 | DEAD | cancer 1.00 13-Dec-2001 10.57 30.00 1.00 38.00 0.00 1.00 195.00 0.00

220




Patient | status c of death | aOcd1lnc2 | dofu survmths | crp crped alb albcd Gps ap alpcd
29.00 | DEAD | cardiac 2.00 23-Jun-2003 10.63 31.00 1.00 47.00 0.00 1.00 99.00 0.00
30.00 | DEAD | cancer 1.00 06-Nov-2000 3.37 23.00 1.00 40.00 0.00 1.00 110.00 0.00
31.00 | DEAD | cancer 1.00 23-Jul-2004 19.47 72.00 1.00 39.00 0.00 1.00 118.00 0.00
32.00 | DEAD | cancer 1.00 03-Jan-2003 15.30 71.00 1.00 35.00 0.00 1.00 122.00 0.00
33.00 | DEAD | cancer 1.00 19-Apr-2002 10.37 28.00 1.00 41.00 0.00 1.00 130.00 0.00
34.00 | DEAD | cancer 1.00 28-Nov-2002 6.60 1.00 0.00 44.00 0.00 0.00 132.00 0.00
35.00 | DEAD | cancer 1.00 13-Sep-2002 13.37 35.00 1.00 36.00 0.00 1.00 135.00 0.00
36.00 | DEAD | cancer 1.00 21-Jan-2004 4.63 1.00 0.00 45.00 0.00 0.00 144.00 0.00
37.00 | ALIVE 0.00 30-Jun-2005 25.67 1.00 0.00 48.00 0.00 0.00 144.00 0.00
38.00 | DEAD | cardiac 2.00 05-May-2000 1.20 1.00 0.00 42.00 0.00 0.00 145.00 0.00
39.00 | DEAD | cancer 1.00 01-Oct-2004 10.53 38.00 1.00 34.00 1.00 2.00 164.00 0.00
40.00 | DEAD | cancer 1.00 27-Dec-2003 10.10 19.00 1.00 34.00 1.00 2.00 164.00 0.00
41.00 | DEAD | cancer 1.00 03-Sep-2004 6.57 1.00 0.00 36.00 0.00 0.00 167.00 0.00
42.00 | ALIVE 0.00 30-Jun-2005 30.40 19.00 1.00 41.00 0.00 1.00 168.00 0.00
43.00 | DEAD | cancer 1.00 23-Sep-2003 1.67 19.00 1.00 39.00 0.00 1.00 169.00 0.00
44.00 | ALIVE 0.00 30-Jun-2005 18.03 1.00 0.00 44.00 0.00 0.00 170.00 0.00
45.00 | DEAD | cancer 1.00 07-Jul-2004 6.60 36.00 1.00 43.00 0.00 1.00 171.00 0.00
46.00 | ALIVE 0.00 30-Jun-2005 26.20 1.00 0.00 38.00 0.00 0.00 183.00 0.00
47.00 | ALIVE 0.00 30-Jun-2005 15.73 1.00 0.00 39.00 0.00 0.00 188.00 0.00
48.00 | DEAD | cancer 1.00 08-Mar-2003 8.43 1.00 0.00 42.00 0.00 0.00 192.00 0.00
49.00 | DEAD | cancer 1.00 27-Nov-2001 2.33 12.00 1.00 46.00 0.00 1.00 195.00 0.00
50.00 | ALIVE 0.00 30-Jun-2005 30.63 6.00 0.00 46.00 0.00 0.00 197.00 0.00
51.00 | DEAD | pneumoni | 2.00 17-Jan-2002 2.77 11.00 1.00 36.00 0.00 1.00 197.00 0.00
52.00 | DEAD | cancer 1.00 03-May-2002 5.00 10.00 0.00 42.00 0.00 0.00 198.00 0.00
53.00 | DEAD | cancer 1.00 14-Feb-2003 16.20 8.00 0.00 46.00 0.00 0.00 204.00 0.00
54.00 | DEAD | cancer 1.00 24-Jan-2005 12.53 20.00 1.00 41.00 0.00 1.00 222.00 0.00
55.00 | ALIVE 0.00 30-Jun-2005 45.50 44.00 1.00 42.00 0.00 1.00 222.00 0.00
56.00 | DEAD | cancer 1.00 17-Jan-2004 5.00 48.00 1.00 45.00 0.00 1.00 225.00 0.00
57.00 | ALIVE 0.00 30-Jun-2005 16.07 10.00 0.00 45.00 0.00 0.00 235.00 0.00
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58.00 | DEAD | cancer 1.00 08-Dec-2004 10.97 1.00 0.00 47.00 0.00 0.00 239.00 0.00
59.00 | ALIVE 0.00 30-Jun-2005 7.07 11.00 1.00 40.00 0.00 1.00 262.00 0.00
60.00 | ALIVE 0.00 30-Jun-2005 33.43 16.00 1.00 40.00 0.00 1.00 322.00 1.00
61.00 | ALIVE 0.00 30-Jun-2005 14.93 8.00 0.00 41.00 0.00 0.00 433.00 1.00
62.00 | DEAD | cancer 1.00 05-May-2002 2.03 31.00 1.00 40.00 0.00 1.00 769.00 1.00
63.00 | DEAD | cancer 1.00 10-Jun-2005 52.37 9.00 0.00 41.00 0.00 0.00

64.00 | DEAD | cancer 1.00 23-Mar-2001 11.77 1.00 0.00 42.00 0.00 0.00 130.00 0.00
65.00 | DEAD | cancer 1.00 10-Apr-2003 4.50 50.00 1.00 33.00 1.00 2.00 150.00 0.00
66.00 | DEAD | cancer 1.00 10-Apr-2005 12.07 1.00 0.00 43.00 0.00 0.00 160.00 0.00
67.00 | DEAD | cancer 1.00 17-Nov-2004 16.13 1.00 0.00 42.00 0.00 0.00 161.00 0.00
68.00 | DEAD | cancer 1.00 02-Sep-2003 8.87 12.00 1.00 43.00 0.00 1.00 173.00 0.00
69.00 | DEAD | cancer 1.00 12-Oct-2004 11.93 97.00 1.00 43.00 0.00 1.00 176.00 0.00
70.00 | ALIVE 0.00 30-Jun-2005 8.23 62.00 1.00 38.00 0.00 1.00 190.00 0.00
71.00 | ALIVE 0.00 30-Jun-2005 15.27 1.00 0.00 42.00 0.00 0.00 201.00 0.00
72.00 | DEAD | cancer 1.00 26-Oct-2000 7.57 37.00 1.00 40.00 0.00 1.00 215.00 0.00
73.00 | DEAD | cancer 1.00 09-Aug-2002 8.97 14.00 1.00 44.00 0.00 1.00 219.00 0.00
7400 | ALIVE 0.00 30-Jun-2005 10.13 1.00 0.00 40.00 0.00 0.00 221.00 0.00
75.00 | ALIVE 0.00 30-Jun-2005 29.90 11.00 1.00 39.00 0.00 1.00 227.00 0.00
76.00 | ALIVE 0.00 30-Jun-2005 7.20 16.00 1.00 44.00 0.00 1.00 231.00 0.00
77.00 | DEAD | cancer 1.00 10-Oct-2003 5.67 64.00 1.00 44.00 0.00 1.00 244.00 0.00
78.00 | DEAD | cancer 1.00 12-Mar-2003 6.80 6.00 0.00 43.00 0.00 0.00 271.00 0.00
79.00 | DEAD | cancer 1.00 03-Feb-2003 7.43 40.00 1.00 38.00 0.00 1.00 366.00 1.00
80.00 | DEAD | cancer 1.00 07-Apr-2003 1.17 275.00 1.00 40.00 0.00 1.00 1,055.00 1.00
81.00 | DEAD | cancer 1.00 02-Feb-2004 7.87 51.00 1.00 45.00 0.00 1.00 152.00 0.00
82.00 | DEAD | cancer 1.00 18-Apr-2005 5.47 7.00 0.00 36.00 0.00 0.00 177.00 0.00
83.00 | DEAD | cancer 1.00 23-Dec-2002 6.27 216.00 1.00 27.00 1.00 2.00 191.00 0.00
84.00 | DEAD | cancer 1.00 24-Sep-2004 11.47 16.00 1.00 42.00 0.00 1.00 193.00 0.00
85.00 | DEAD | cancer 1.00 02-Sep-2001 9.30 19.00 1.00 45.00 0.00 1.00 205.00 0.00
86.00 | DEAD | cancer 1.00 11-Mar-2004 20.50 1.00 0.00 35.00 0.00 0.00 216.00 0.00
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87.00 | DEAD | cancer 1.00 22-Dec-2004 4.53 12.00 1.00 42.00 0.00 1.00 223.00 0.00
88.00 | DEAD | cancer 1.00 17-Apr-2003 2.53 17.00 1.00 36.00 0.00 1.00 443.00 1.00
89.00 | DEAD | cancer 1.00 29-Jul-2002 7.43 1.00 0.00 41.00 0.00 0.00

90.00 | DEAD | cancer 1.00 27-Jul-2000 0.97 87.00 1.00 34.00 1.00 2.00 240.00 0.00
91.00 | DEAD | cancer 1.00 24-Oct-2002 4.97 1.00 0.00 33.00 1.00 1.00 130.00 0.00
92.00 | DEAD | cancer 1.00 09-Jun-2003 8.87 25.00 1.00 44.00 0.00 1.00 150.00 0.00
93.00 | DEAD | cancer 1.00 02-Mar-2002 8.43 1.00 0.00 40.00 0.00 0.00 155.00 0.00
94.00 | DEAD | cancer 1.00 09-May-2004 50.13 1.00 0.00 42.00 0.00 0.00 165.00 0.00
95.00 | DEAD | cancer 1.00 21-Jan-2002 5.83 6.00 0.00 42.00 0.00 0.00 175.00 0.00
96.00 | DEAD | bleed 2.00 10-May-2003 8.07 1.00 0.00 45.00 0.00 0.00 195.00 0.00
97.00 | DEAD | cancer 1.00 07-Jan-2003 18.87 1.00 0.00 43.00 0.00 0.00 195.00 0.00
98.00 | DEAD | cancer 1.00 05-Aug-2000 447 60.00 1.00 36.00 0.00 1.00 195.00 0.00
99.00 | DEAD | cancer 1.00 02-Jun-2001 16.23 1.00 0.00 38.00 0.00 0.00 195.00 0.00
100.00 | DEAD | cancer 1.00 27-Jul-2002 8.93 43.00 1.00 43.00 0.00 1.00 198.00 0.00
101.00 | DEAD | cancer 1.00 24-Dec-2002 6.33 133.00 1.00 40.00 0.00 1.00 227.00 0.00
102.00 | DEAD | cancer 1.00 30-Apr-2004 2.03 39.00 1.00 34.00 1.00 2.00 230.00 0.00
103.00 | DEAD | cancer 1.00 28-May-2002 3.73 12.00 1.00 41.00 0.00 1.00 235.00 0.00
104.00 | DEAD | cancer 1.00 08-Mar-2005 11.80 17.00 1.00 31.00 1.00 2.00 240.00 0.00
105.00 | DEAD | cancer 1.00 31-May-2000 2.63 28.00 1.00 42.00 0.00 1.00 245.00 0.00
106.00 | DEAD | cancer 1.00 16-Aug-2004 20.97 1.00 0.00 47.00 0.00 0.00 248.00 0.00
107.00 | DEAD | cancer 1.00 03-Sep-2003 10.30 7.00 0.00 43.00 0.00 0.00 324.00 1.00
108.00 | DEAD | cancer 1.00 17-Jun-2003 1.37 91.00 1.00 35.00 0.00 1.00 334.00 1.00
109.00 | DEAD | cancer 1.00 03-Sep-2004 17.50 122.00 1.00 35.00 0.00 1.00 367.00 1.00
110.00 | DEAD | cancer 1.00 05-Nov-2004 2.10 36.00 1.00 33.00 1.00 2.00 424.00 1.00
111.00 | ALIVE 0.00 30-Jun-2005 7.73 1.00 0.00 41.00 0.00 0.00 540.00 1.00
112.00 | DEAD | cancer 1.00 15-May-2002 0.73 153.00 1.00 22.00 1.00 2.00 610.00 1.00
113.00 | DEAD | cancer 1.00 23-Jun-2001 11.47 31.00 1.00 33.00 1.00 2.00 55.00 0.00
114.00 | DEAD | pneumo 1.00 26-Mar-2004 0.53 46.00 1.00 37.00 0.00 1.00 116.00 0.00
115.00 | DEAD | cancer 1.00 09-Sep-2004 1.37 173.00 1.00 35.00 0.00 1.00 140.00 0.00
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Patient | status c of death | aOcd1lnc2 | dofu survmths | crp crped alb albcd Gps ap alpcd
116.00 | DEAD | cancer 1.00 16-Jan-2003 3.70 27.00 1.00 46.00 0.00 1.00 217.00 0.00
117.00 | ALIVE 0.00 30-Jun-2005 9.30 162.00 1.00 26.00 1.00 2.00 270.00 0.00
118.00 | DEAD | cancer 1.00 08-Apr-2000 0.60 101.00 1.00 24.00 1.00 2.00 445.00 1.00
119.00 | DEAD | cancer 1.00 03-May-2002 0.80 37.00 1.00 40.00 0.00 1.00 741.00 1.00
120.00 | DEAD | cancer 1.00 07-May-2000 1.80 87.00 1.00 39.00 0.00 1.00 900.00 1.00
121.00 | DEAD | cancer 1.00 14-Mar-2005 10.27 1.00 0.00 38.00 0.00 0.00 138.00 0.00
122.00 | DEAD | cancer 1.00 16-May-2002 1.70 23.00 1.00 39.00 0.00 1.00 106.00 0.00
123.00 | DEAD | cancer 1.00 09-Dec-2002 1.97 14.00 1.00 36.00 0.00 1.00 118.00 0.00
124.00 | DEAD | cancer 1.00 08-Jan-2003 0.73 6.00 0.00 45.00 0.00 0.00 134.00 0.00
125.00 | DEAD | cancer 1.00 12-Dec-2004 1.97 70.00 1.00 34.00 1.00 2.00 159.00 0.00
126.00 | DEAD | cancer 1.00 29-May-2002 157 6.00 0.00 36.00 0.00 0.00 160.00 0.00
127.00 | DEAD | cancer 1.00 17-Mar-2002 26.00 26.00 1.00 40.00 0.00 1.00 175.00 0.00
128.00 | DEAD | cancer 1.00 24-May-2002 3.87 1.00 0.00 35.00 0.00 0.00 178.00 0.00
129.00 | DEAD | cancer 1.00 01-Aug-2004 1.93 44.00 1.00 40.00 0.00 1.00 184.00 0.00
130.00 | DEAD | cancer 1.00 14-Jul-2000 6.13 103.00 1.00 35.00 0.00 1.00 190.00 0.00
131.00 | DEAD | cancer 1.00 13-Sep-2004 8.03 1.00 0.00 33.00 1.00 1.00 193.00 0.00
132.00 | DEAD | cancer 1.00 18-Nov-2002 1.33 66.00 1.00 38.00 0.00 1.00 221.00 0.00
133.00 | DEAD | cancer 1.00 26-May-2000 3.37 16.00 1.00 42.00 0.00 1.00 230.00 0.00
134.00 | DEAD | cancer 1.00 16-Mar-2002 5.23 1.00 0.00 43.00 0.00 0.00 233.00 0.00
135.00 | DEAD | cancer 1.00 22-Mar-2005 5.10 1.00 0.00 44.00 0.00 0.00 292.00 1.00
136.00 | DEAD | cancer 1.00 12-Oct-2001 1.03 108.00 1.00 38.00 0.00 1.00 326.00 1.00
137.00 | DEAD | cancer 1.00 14-May-2001 1.40 11.00 1.00 41.00 0.00 1.00 420.00 1.00
138.00 | DEAD | cancer 1.00 30-Nov-2001 5.00 8.00 0.00 35.00 0.00 0.00 580.00 1.00
139.00 | DEAD | cancer 1.00 30-Jun-2000 2.07 216.00 1.00 30.00 1.00 2.00 780.00 1.00
140.00 | DEAD | cancer 1.00 20-Jan-2000 0.30 131.00 1.00 39.00 0.00 1.00 2,180.00 1.00
141.00 | DEAD | cancer 1.00 24-Dec-2000 1.93 1.00 0.00 44.00 0.00 0.00 155.00 0.00
142.00 | DEAD | cancer 1.00 25-Aug-2003 4.13 50.00 1.00 31.00 1.00 2.00 99.00 0.00
143.00 | DEAD | bleed 2.00 21-Dec-2004 0.60 171.00 1.00 28.00 1.00 2.00 811.00 1.00
144.00 | ALIVE 0.00 30-Jun-2005 6.87 1.00 0.00 38.00 0.00 0.00 113.00 0.00
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Patient | status c of death | aOcd1lnc2 | dofu survmths | crp crped alb albcd Gps ap alpcd
145.00 | DEAD | cancer 1.00 05-Jun-2003 8.00 89.00 1.00 38.00 0.00 1.00 138.00 0.00
146.00 | DEAD | cancer 1.00 12-Jun-2002 6.23 1.00 0.00 46.00 0.00 0.00 149.00 0.00
147.00 | DEAD | cancer 1.00 23-Oct-2003 9.10 1.00 0.00 48.00 0.00 0.00 150.00 0.00
148.00 | DEAD | cancer 1.00 13-Apr-2003 21.40 1.00 0.00 46.00 0.00 0.00 155.00 0.00
149.00 | DEAD | cancer 1.00 01-Apr-2002 1.13 44.00 1.00 37.00 0.00 1.00 159.00 0.00
150.00 | DEAD | cancer 1.00 16-Jan-2004 14.33 18.00 1.00 43.00 0.00 1.00 164.00 0.00
151.00 | ALIVE 0.00 30-Jun-2005 11.63 1.00 0.00 38.00 0.00 0.00 187.00 0.00
152.00 | DEAD | cancer 1.00 12-Jan-2004 1.40 53.00 1.00 40.00 0.00 1.00 196.00 0.00
153.00 | DEAD | cancer 1.00 29-Apr-2003 14.40 6.00 0.00 42.00 0.00 0.00 198.00 0.00
154.00 | DEAD | cancer 1.00 19-Apr-2005 8.80 11.00 1.00 48.00 0.00 1.00 204.00 0.00
155.00 | ALIVE 0.00 30-Jun-2005 16.40 8.00 0.00 38.00 0.00 0.00 212.00 0.00
156.00 | DEAD | cancer 1.00 21-Nov-2002 7.43 36.00 1.00 42.00 0.00 1.00 237.00 0.00
157.00 | DEAD | cancer 1.00 21-Sep-2003 3.13 26.00 1.00 43.00 0.00 1.00 243.00 0.00
158.00 | ALIVE 0.00 30-Jun-2005 11.97 64.00 1.00 28.00 1.00 2.00 280.00 1.00
159.00 | ALIVE 0.00 30-Jun-2005 9.53 1.00 0.00 44.00 0.00 0.00 290.00 1.00
160.00 | DEAD | cancer 1.00 25-May-2002 2.80 57.00 1.00 39.00 0.00 1.00 292.00 1.00
161.00 | DEAD | cancer 1.00 28-Aug-2003 7.80 190.00 1.00 38.00 0.00 1.00 303.00 1.00
162.00 | DEAD | cancer 1.00 21-Aug-2004 0.73 68.00 1.00 34.00 1.00 2.00 324.00 1.00
163.00 | DEAD | cancer 1.00 30-May-2002 3.00 96.00 1.00 43.00 0.00 1.00 500.00 1.00
164.00 | DEAD | cancer 1.00 24-Aug-2004 5.13 28.00 1.00 37.00 0.00 1.00 153.00 0.00
165.00 | DEAD | cancer 1.00 11-Feb-2005 8.07 88.00 1.00 35.00 0.00 1.00 154.00 0.00
166.00 | ALIVE 0.00 30-Jun-2005 25.20 42.00 1.00 37.00 0.00 1.00 186.00 0.00
167.00 | DEAD | cancer 1.00 07-Oct-2004 9.77 15.00 1.00 40.00 0.00 1.00 199.00 0.00
168.00 | DEAD | cancer 1.00 04-Aug-2003 2.20 65.00 1.00 35.00 0.00 1.00 244.00 0.00
169.00 | DEAD | cancer 1.00 23-Jun-2002 14.17 47.00 1.00 36.00 0.00 1.00 22.00 0.00
170.00 | DEAD | cancer 1.00 02-Jul-2003 20.33 1.00 0.00 42.00 0.00 0.00 151.00 0.00
171.00 | DEAD | cancer 1.00 11-Feb-2002 1.13 94.00 1.00 32.00 1.00 2.00 159.00 0.00
172.00 | DEAD | cancer 1.00 12-Feb-2003 8.23 43.00 1.00 28.00 1.00 2.00 167.00 0.00
173.00 | DEAD | cancer 1.00 08-Oct-2002 6.97 6.00 0.00 43.00 0.00 0.00 180.00 0.00
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Patient | status c of death | aOcd1lnc2 | dofu survmths | crp crped alb albcd Gps ap alpcd
174.00 | ALIVE 0.00 30-Jun-2005 9.63 10.00 0.00 30.00 1.00 1.00 195.00 0.00
175.00 | DEAD | cancer 1.00 27-Dec-2001 2.30 73.00 1.00 35.00 0.00 1.00 217.00 0.00
176.00 | DEAD | cancer 1.00 03-Feb-2005 9.13 1.00 0.00 32.00 1.00 1.00 220.00 0.00
177.00 | DEAD | cancer 1.00 03-Dec-2002 12.07 11.00 1.00 46.00 0.00 1.00 233.00 0.00
178.00 | DEAD | cancer 1.00 13-Jun-2002 10.93 8.00 0.00 44.00 0.00 0.00 285.00 1.00
179.00 | ALIVE 0.00 30-Jun-2005 7.07 1.00 0.00 39.00 0.00 0.00 349.00 1.00
180.00 | DEAD | cancer 1.00 13-May-2004 8.23 6.00 0.00 37.00 0.00 0.00 632.00 1.00
181.00 | DEAD | cancer 1.00 19-Apr-2002 5.93 23.00 1.00 32.00 1.00 2.00 546.00 1.00
182.00 | DEAD | cancer 1.00 08-Feb-2005 1.33 15.00 1.00 39.00 0.00 1.00

183.00 | DEAD | cancer 1.00 10-Oct-2004 2.87 11.00 1.00 43.00 0.00 1.00 144.00 0.00
184.00 | ALIVE 0.00 30-Jun-2005 6.83 7.00 0.00 43.00 0.00 0.00 163.00 0.00
185.00 | ALIVE 0.00 30-Jun-2005 12.43 1.00 0.00 43.00 0.00 0.00 279.00 0.00
186.00 | DEAD | cancer 1.00 21-Sep-2002 8.27 1.00 0.00 42.00 0.00 0.00 138.00 0.00
187.00 | DEAD | cancer 1.00 10-Aug-2002 2.70 45.00 1.00 44.00 0.00 1.00 143.00 0.00
188.00 | DEAD | cancer 1.00 15-Aug-2001 7.23 41.00 1.00 30.00 1.00 2.00 145.00 0.00
189.00 | DEAD | cancer 1.00 02-Sep-2000 2.83 14.00 1.00 35.00 0.00 1.00 205.00 0.00
190.00 | DEAD | sepsis 1.00 23-May-2003 0.77 1.00 0.00 43.00 0.00 0.00 208.00 0.00
191.00 | DEAD | cancer 1.00 16-Mar-2002 0.73 28.00 1.00 36.00 0.00 1.00 229.00 0.00
192.00 | DEAD | PE 2.00 23-Oct-2002 31.57 1.00 0.00 38.00 0.00 0.00

193.00 | DEAD | cancer 1.00 23-Jun-2001 11.10 13.00 1.00 37.00 0.00 1.00 85.00 0.00
194.00 | DEAD | cancer 1.00 16-Oct-2004 16.50 24.00 1.00 40.00 0.00 1.00 99.00 0.00
195.00 | ALIVE 0.00 30-Jun-2005 20.17 1.00 0.00 42.00 0.00 0.00 103.00 0.00
196.00 | DEAD | cancer 1.00 10-Jul-2004 0.50 20.00 1.00 24.00 1.00 2.00 120.00 0.00
197.00 | DEAD | cancer 1.00 16-Sep-2002 9.80 1.00 0.00 38.00 0.00 0.00 127.00 0.00
198.00 | DEAD | cancer 1.00 08-Oct-2004 15.50 10.00 0.00 34.00 1.00 1.00 128.00 0.00
199.00 | DEAD | cancer 1.00 04-Nov-2004 2.43 19.00 1.00 34.00 1.00 2.00 130.00 0.00
200.00 | DEAD | cancer 1.00 18-Sep-2001 6.67 7.00 0.00 34.00 1.00 1.00 135.00 0.00
201.00 | DEAD | cancer 1.00 03-Jun-2003 4.17 15.00 1.00 35.00 0.00 1.00 136.00 0.00
202.00 | DEAD | cancer 1.00 27-Feb-2001 11.43 1.00 0.00 35.00 0.00 0.00 145.00 0.00
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203.00 | DEAD | cancer 1.00 10-Jun-2004 5.20 8.00 0.00 42.00 0.00 0.00 162.00 0.00
204.00 | DEAD | cancer 1.00 03-May-2004 2.20 96.00 1.00 30.00 1.00 2.00 173.00 0.00
205.00 | DEAD | cancer 1.00 10-Jul-2001 0.63 6.00 0.00 44.00 0.00 0.00 180.00 0.00
206.00 | DEAD | cancer 1.00 04-Aug-2000 1.90 96.00 1.00 38.00 0.00 1.00 180.00 0.00
207.00 | ALIVE 0.00 30-Jun-2005 23.63 1.00 0.00 42.00 0.00 0.00 192.00 0.00
208.00 | DEAD | cancer 1.00 31-Dec-2003 3.27 1.00 0.00 38.00 0.00 0.00 193.00 0.00
209.00 | ALIVE 0.00 30-Jun-2005 22.00 9.00 0.00 46.00 0.00 0.00 193.00 0.00
210.00 | DEAD | cancer 1.00 13-Jun-2000 1.60 24.00 1.00 33.00 1.00 2.00 195.00 0.00
211.00 | DEAD | cancer 1.00 27-May-2002 0.87 39.00 1.00 37.00 0.00 1.00 199.00 0.00
212.00 | DEAD | cancer 1.00 26-Mar-2002 4.67 82.00 1.00 34.00 1.00 2.00 200.00 0.00
213.00 | DEAD | cancer 1.00 16-Aug-2003 9.97 43.00 1.00 39.00 0.00 1.00 207.00 0.00
214.00 | DEAD | cancer 1.00 27-Jul-2000 1.37 1.00 0.00 37.00 0.00 0.00 215.00 0.00
215.00 | DEAD | cancer 1.00 29-Nov-2002 23.10 8.00 0.00 37.00 0.00 0.00 225.00 0.00
216.00 | ALIVE 0.00 30-Jun-2005 8.73 60.00 1.00 25.00 1.00 2.00 231.00 0.00
217.00 | DEAD | cancer 1.00 04-Nov-2002 2.80 8.00 0.00 40.00 0.00 0.00 246.00 0.00
218.00 | DEAD | cancer 1.00 27-Aug-2002 1.77 120.00 1.00 32.00 1.00 2.00 251.00 0.00
219.00 | DEAD | cancer 1.00 09-May-2005 12.33 1.00 0.00 39.00 0.00 0.00 253.00 0.00
220.00 | ALIVE 0.00 30-Jun-2005 15.17 1.00 0.00 39.00 0.00 0.00 256.00 0.00
221.00 | DEAD 1.00 16-Feb-2003 18.63 6.00 0.00 36.00 0.00 0.00 260.00 0.00
222.00 | ALIVE 0.00 30-Jun-2005 8.43 29.00 1.00 31.00 1.00 2.00 264.00 0.00
223.00 | ALIVE 0.00 30-Jun-2005 8.37 58.00 1.00 27.00 1.00 2.00 265.00 0.00
224.00 | DEAD | cancer 1.00 04-Dec-2001 0.93 52.00 1.00 39.00 0.00 1.00 309.00 1.00
225.00 | ALIVE 0.00 30-Jun-2005 13.77 1.00 0.00 45.00 0.00 0.00 320.00 1.00
226.00 | DEAD | cancer 1.00 25-Dec-2002 20.83 1.00 0.00 44.00 0.00 0.00 380.00 1.00
227.00 | DEAD | pneumoni | 2.00 07-Jul-2004 12.13 157.00 1.00 32.00 1.00 2.00 431.00 1.00
228.00 | DEAD | cancer 1.00 18-Nov-2001 1.47 22.00 1.00 41.00 0.00 1.00 479.00 1.00
229.00 | DEAD | cancer 1.00 13-Sep-2001 2.60 42.00 1.00 49.00 0.00 1.00 570.00 1.00
230.00 | DEAD | cancer 1.00 20-May-2001 7.37 17.00 1.00 48.00 0.00 1.00 135.00 0.00
231.00 | DEAD | cancer 1.00 04-Oct-2002 1.40 171.00 1.00 42.00 0.00 1.00 140.00 0.00
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232.00 | DEAD | cancer 1.00 09-Jul-2000 0.13 99.00 1.00 29.00 1.00 2.00 150.00 0.00
233.00 | DEAD | cancer 1.00 21-Oct-2004 1.63 23.00 1.00 28.00 1.00 2.00 167.00 0.00
234.00 | DEAD | cancer 1.00 01-Oct-2004 12.83 12.00 1.00 37.00 0.00 1.00 176.00 0.00
235.00 | ALIVE 0.00 30-Jun-2005 7.30 1.00 0.00 42.00 0.00 0.00 197.00 0.00
236.00 | DEAD | cancer 1.00 26-Dec-2004 0.63 79.00 1.00 40.00 0.00 1.00 205.00 0.00
237.00 | DEAD | cancer 1.00 04-Sep-2003 1.03 38.00 1.00 28.00 1.00 2.00 209.00 0.00
238.00 | DEAD | cancer 1.00 06-Dec-2000 7.40 18.00 1.00 38.00 0.00 1.00 210.00 0.00
239.00 | DEAD | cancer 1.00 11-Feb-2002 6.63 11.00 1.00 34.00 1.00 2.00 215.00 0.00
240.00 | ALIVE 0.00 30-Jun-2005 34.50 8.00 0.00 44.00 0.00 0.00 222.00 0.00
241.00 | DEAD | cancer 1.00 30-May-2001 0.87 89.00 1.00 40.00 0.00 1.00 230.00 0.00
242.00 | DEAD | cancer 1.00 14-Jan-2001 1.80 8.00 0.00 38.00 0.00 0.00 260.00 0.00
243.00 | DEAD | cancer 1.00 13-Jan-2004 2.97 8.00 0.00 40.00 0.00 0.00 270.00 0.00
244.00 | DEAD | cancer 1.00 05-Oct-2004 1.40 38.00 1.00 37.00 0.00 1.00 293.00 1.00
245.00 | DEAD | cancer 1.00 17-Apr-2003 1.37 31.00 1.00 28.00 1.00 2.00 309.00 1.00
246.00 | DEAD | cancer 1.00 24-Jul-2002 1.47 74.00 1.00 33.00 1.00 2.00 401.00 1.00
247.00 | DEAD | cancer 1.00 01-Feb-2004 2.50 171.00 1.00 36.00 0.00 1.00 414.00 1.00
248.00 | DEAD | cancer 1.00 04-Nov-2003 0.70 109.00 1.00 35.00 0.00 1.00 490.00 1.00
249.00 | DEAD | cancer 1.00 27-May-2004 5.83 253.00 1.00 29.00 1.00 2.00 530.00 1.00
250.00 | DEAD | cancer 1.00 01-Sep-2000 0.80 117.00 1.00 33.00 1.00 2.00 640.00 1.00
251.00 | DEAD | cancer 1.00 26-Sep-2001 2.07 16.00 1.00 33.00 1.00 2.00 930.00 1.00
252.00 | DEAD | cancer 1.00 29-Jul-2000 3.40 30.00 1.00 40.00 0.00 1.00 1,110.00 1.00
253.00 | DEAD | cancer 1.00 03-Jun-2004 2.30 89.00 1.00 36.00 0.00 1.00 1,346.00 1.00
254.00 | DEAD | cancer 1.00 23-May-2003 0.47 29.00 1.00 28.00 1.00 2.00 1,635.00 1.00
255.00 | DEAD | cancer 1.00 24-Apr-2004 1.27 30.00 1.00 22.00 1.00 2.00 2,396.00 1.00
256.00 | ALIVE 0.00 30-Jun-2005 6.83 1.00 0.00 31.00 1.00 1.00 132.00 0.00
257.00 | DEAD | cancer 1.00 01-May-2004 4.33 64.00 1.00 38.00 0.00 1.00 185.00 0.00
258.00 | DEAD | cancer 1.00 18-Jan-2002 3.37 8.00 0.00 44.00 0.00 0.00 201.00 0.00

228




APPENDIX 4: DATABASE FOR CHAPTER 5:

COMPARISON OF AN INFLAMMATION BASED PROGNOSTIC
SCORE (GPS) WITH PERFORMANCE STATUS (ECOG-PS), IN
PATIENTSRECEIVING PALLIATIVE CHEMOTHERAPY FOR

GASTRO-OESOPHAGEAL CANCER.
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Patient | mOfl age agecd | site 00gl histology | typecd | date of endo stage | stagecd | status dofu

1 0.00 65.47 1.00 oesoph 0.00 sguam 1.00 22-May-2003 | 3.00 | 1.00 ALIVE | 31-Jan-2007
2 0.00 66.10 1.00 olg 0.00 adeno 0.00 27-Jul-2004 4.00 | 1.00 ALIVE | 31-Jan-2007
3 1.00 73.71 1.00 G 1.00 A 0.00 13-Jun-2005 4.00 | 1.00 ALIVE | 31-Jan-2007
4 0.00 74.72 1.00 0 0.00 A 0.00 25-May-2005 | 4.00 | 1.00 ALIVE | 31-Jan-2007
5 0.00 69.81 1.00 gastric 1.00 adeno 0.00 30-Nov-2004 | 3.00 | 1.00 DEAD | 19-Jun-2005
6 0.00 65.38 1.00 gastric 1.00 adeno 0.00 21-Feb-2002 3.00 |1.00 DEAD | 29-Apr-2003
7 1.00 64.50 0.00 g 1.00 a 0.00 06-Oct-1999 3.00 |1.00 DEAD | 03-Dec-2001
8 0.00 75.35 2.00 oesoph 0.00 adeno 0.00 19-Feb-2004 | 3.00 | 1.00 DEAD | 03-Sep-2004
9 0.00 72.68 1.00 oesoph 0.00 adeno 0.00 14-Jan-2004 3.00 |1.00 DEAD | 08-Dec-2004
10 0.00 56.85 0.00 0 0.00 s 1.00 21-Sep-1999 3.00 |1.00 DEAD | 17-Sep-2000
11 1.00 55.49 0.00 olg 0.00 adeno 0.00 21-Dec-2004 | 4.00 | 1.00 DEAD | 03-Sep-2005
12 0.00 42.48 0.00 gast 1.00 adeno 0.00 17-Sep-2004 | 400 | 1.00 DEAD | 10-Sep-2005
13 1.00 54.36 0.00 gastric 1.00 adeno 0.00 06-Dec-2004 | 4.00 | 1.00 DEAD | 06-Nov-2005
14 0.00 44.14 0.00 OES 0.00 A 0.00 26-Jul-2005 4.00 |1.00 DEAD | 02-Jun-2006
15 1.00 42.09 0.00 gastric 1.00 adeno 0.00 23-Jan-2003 4.00 | 1.00 DEAD | 23-Oct-2003
16 0.00 56.46 0.00 G 1.00 A 0.00 08-Apr-2005 | 4.00 | 1.00 DEAD | 20-Sep-2005
17 0.00 62.56 0.00 olg 0.00 adeno 0.00 05-Mar-2004 | 4.00 | 1.00 DEAD | 11-Aug-2005
18 0.00 70.35 1.00 oesoph 0.00 sguam 1.00 04-Dec-2001 | 4.00 | 1.00 DEAD | 03-May-2002
19 0.00 73.47 1.00 gastric 1.00 adeno 0.00 16-Jul-2004 4.00 | 1.00 DEAD | 30-Sep-2005
20 0.00 76.35 2.00 oesoph 0.00 adeno 0.00 28-Jun-2002 4.00 | 1.00 DEAD | 08-Mar-2003
21 1.00 46.43 0.00 olg 1.00 adeno 0.00 20-Jul-2001 4.00 |1.00 DEAD | 13-Jun-2002
22 0.00 67.62 1.00 gastric 1.00 adeno 0.00 10-Jul-2001 4.00 |1.00 DEAD | 13-Apr-2003
23 0.00 42.72 0.00 oesoph 0.00 adeno 0.00 16-Apr-2002 | 400 | 1.00 DEAD | 30-May-2003
24 0.00 54.38 0.00 oesoph 0.00 adeno 0.00 23-Mar-2004 | 4.00 | 1.00 DEAD | 01-Feb-2005
25 0.00 66.08 1.00 oesoph 0.00 adeno 0.00 30-Jul-2003 4.00 |1.00 DEAD | 27-Feb-2005
26 0.00 63.83 0.00 oesoph 0.00 sguam 1.00 08-Oct-2002 3.00 |1.00 DEAD | 29-Mar-2003
27 0.00 52.80 0.00 G 1.00 A 0.00 08-Apr-2005 | 4.00 | 1.00 ALIVE | 31-Jan-2007
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Patient | mOfl age agecd | site 00gl histology | typecd | date of endo stage | stagecd | Status | dofu

28 0.00 74.95 1.00 gas 1.00 adeno 0.00 14-Sep-2004 | 3.00 | 1.00 DEAD | 04-Nov-2005
29 0.00 68.34 1.00 g 1.00 a 0.00 01-Jul-1999 3.00 | 1.00 DEAD | 23-Jun-2000
30 0.00 55.01 0.00 gastric 1.00 adeno 0.00 13-Mar-2002 | 3.00 | 1.00 DEAD | 08-Oct-2002
31 0.00 54.67 0.00 oesoph 0.00 sguam 1.00 20-Jan-2004 3.00 | 1.00 DEAD | 23-Aug-2004
32 0.00 70.14 1.00 olg 0.00 adeno 0.00 02-May-2001 | 3.00 | 1.00 DEAD | 08-Mar-2003
33 0.00 60.86 0.00 oesoph 0.00 adeno 0.00 04-Jun-2003 3.00 | 1.00 DEAD | 25-May-2004
34 0.00 71.96 1.00 oesoph 0.00 adeno 0.00 12-Nov-2003 | 3.00 | 1.00 DEAD | 18-Apr-2005
35 0.00 75.18 2.00 OE 0.00 A 1.00 18-Mar-2005 | 3.00 | 1.00 DEAD | 15-Jan-2006
36 0.00 46.92 0.00 gastric 1.00 adeno 0.00 02-Mar-2002 | 4.00 | 1.00 DEAD | 25-May-2002
37 0.00 52.05 0.00 olg 1.00 adeno 0.00 05-Jun-2003 4.00 | 1.00 DEAD | 01-Sep-2004
38 0.00 43.64 0.00 gas 1.00 adeno 0.00 29-Jul-2004 4.00 | 1.00 DEAD | 19-Apr-2005
39 1.00 65.08 1.00 G 1.00 A 0.00 16-Aug-2005 | 400 | 1.00 ALIVE | 21-Aug-2006
40 0.00 49.76 0.00 gastric 1.00 adeno 0.00 10-Oct-2000 4.00 | 1.00 DEAD | 17-Jan-2001
41 0.00 56.00 0.00 gastric 1.00 adeno 0.00 19-Oct-2001 4.00 | 1.00 DEAD | 27-Dec-2001
42 0.00 68.98 1.00 oesoph 0.00 adeno 0.00 21-Nov-2001 | 4.00 | 1.00 DEAD | 02-Apr-2002
43 0.00 44.99 0.00 gastric 1.00 adeno 0.00 01-Mar-2002 | 4.00 | 1.00 DEAD | 30-May-2002
44 1.00 61.79 0.00 gastric 1.00 adeno 0.00 08-Oct-2002 4.00 | 1.00 DEAD | 05-Jun-2003
45 1.00 70.27 1.00 oesoph 0.00 adeno 0.00 06-Dec-2001 | 4.00 | 1.00 DEAD | 29-Jun-2003
46 0.00 76.19 2.00 gastric 1.00 adeno 0.00 30-May-2003 | 4.00 | 1.00 DEAD | 04-Aug-2003
47 1.00 41.38 0.00 gastric 1.00 adeno 0.00 14-Jun-2004 4.00 | 1.00 DEAD | 11-Feb-2005
48 0.00 62.28 0.00 olg 0.00 adeno 0.00 16-Aug-2004 | 400 | 1.00 DEAD | 03-Nov-2004
49 0.00 62.33 0.00 oesoph 0.00 adeno 0.00 21-Jan-2004 4.00 | 1.00 DEAD | 30-Apr-2005
50 0.00 55.27 0.00 oesoph 0.00 adeno 0.00 12-Jun-2001 4.00 | 1.00 DEAD | 11-Dec-2001
51 0.00 43.31 0.00 gast 1.00 adeno 0.00 06-Jan-2003 4.00 | 1.00 DEAD | 28-Aug-2003
52 1.00 63.20 0.00 oesoph 0.00 sguam 1.00 18-Oct-2004 4.00 | 1.00 DEAD | 03-Dec-2005
53 0.00 69.23 1.00 oesoph 0.00 sguam 1.00 14-Jan-2004 4.00 | 1.00 DEAD | 24-Jan-2005
54 0.00 65.74 1.00 oesoph 0.00 sguam 1.00 30-Jan-2001 4.00 | 1.00 DEAD | 13-Dec-2001
55 0.00 76.64 2.00 olg 0.00 adeno 0.00 01-Oct-2001 4.00 | 1.00 DEAD | 03-Jan-2003
56 0.00 65.65 1.00 0 0.00 s 1.00 05-Jan-1999 4.00 | 1.00 DEAD | 01-Mar-2000
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Patient | mOfl age agecd | site 00gl histology | typecd | date of endo stage | stagecd | Status | dofu

57 0.00 63.35 0.00 oesoph 0.00 sguam 1.00 28-Jul-2000 4.00 | 1.00 DEAD | 06-Nov-2000
58 0.00 70.31 1.00 OES 0.00 S 1.00 30-Nov-2005 | 4.00 | 1.00 ALIVE | 31-Jan-2007
59 0.00 60.29 0.00 0 0.00 a 0.00 14-Sep-1999 3.00 | 1.00 DEAD | 25-May-2000
60 1.00 68.45 1.00 oesoph 0.00 sguam 1.00 20-Nov-2003 | 3.00 | 1.00 DEAD | 01-Sep-2004
61 1.00 70.85 1.00 oesoph 0.00 adeno 0.00 01-Sep-2004 | 4.00 | 1.00 DEAD | 26-Feb-2005
62 1.00 74.82 1.00 OES 0.00 A 0.00 01-Sep-2005 | 4.00 | 1.00 DEAD | 15-Jun-2006
63 0.00 60.26 0.00 gastric 1.00 adeno 0.00 10-Jun-2002 4.00 | 1.00 DEAD | 12-Feb-2003
64 1.00 73.42 1.00 gastric 1.00 adeno 0.00 23-Oct-2001 4.00 | 1.00 DEAD | 19-Apr-2002
65 0.00 48.11 0.00 oesoph 0.00 adeno 0.00 27-Feb-2003 | 4.00 | 1.00 DEAD | 27-Dec-2003

232




Patient cofdeath | a0cd1nc2 crp crped alb albcd hb hbcd wce wcceed lymph lymphper Lymphcd
1 0.00 1.00 0.00 48.00 0.00 14.90 0.00 7.40 0.00 0.80 10.81 2.00
2 0.00 1.00 0.00 40.00 0.00 14.10 0.00 9.40 1.00 2.50 26.60 0.00
3 0.00 6.00 0.00 42.00 0.00 12.20 0.00 7.90 0.00 2.70 34.18 0.00
4 0.00 6.00 0.00 43.00 0.00 15.40 0.00 8.10 0.00 2.20 27.16 0.00
5 cancer 1.00 1.00 0.00 39.00 0.00 14.30 0.00 7.70 0.00 1.30 16.88 1.00
6 cancer 1.00 6.00 0.00 42.00 0.00 14.40 0.00 9.10 1.00 2.60 28.57 0.00
7 cancer 1.00 6.00 0.00 39.00 0.00 11.70 1.00 7.40 0.00 1.60 21.62 0.00
8 cancer 1.00 1.00 0.00 36.00 0.00 13.60 0.00 6.90 0.00 2.60 37.68 0.00
9 cancer 1.00 1.00 0.00 47.00 0.00 10.60 1.00 6.30 0.00 0.90 14.29 1.00
10 cancer 1.00 6.00 0.00 40.00 0.00

11 cancer 1.00 8.00 0.00 50.00 0.00 15.40 0.00 8.30 0.00 2.60 31.33 0.00
12 cancer 1.00 1.00 0.00 44.00 0.00 14.60 0.00 9.90 1.00 2.00 20.20 0.00
13 cancer 1.00 1.00 0.00 38.00 0.00 14.90 0.00 6.50 0.00 1.50 23.08 0.00
14 cancer 1.00 6.00 0.00 44.00 0.00 11.90 1.00 2.90 0.00 1.10 37.93 0.00
15 cancer 1.00 1.00 0.00 48.00 0.00 10.20 1.00 6.40 0.00 0.50 7.81 2.00
16 cancer 1.00 6.00 0.00 45.00 0.00 17.30 0.00 17.70 2.00 3.90 22.03 0.00
17 cancer 1.00 10.00 0.00 45.00 0.00 14.00 0.00 9.10 1.00 1.80 19.78 1.00
18 cancer 1.00 10.00 0.00 42.00 0.00 15.10 0.00 8.20 0.00 2.60 3171 0.00
19 cancer 1.00 1.00 0.00 38.00 0.00 12.30 0.00 9.40 1.00 1.70 18.09 1.00
20 cancer 1.00 1.00 0.00 42.00 0.00 13.20 0.00 6.10 0.00 1.00 16.39 1.00
21 cancer 1.00 8.00 0.00 44.00 0.00 13.60 0.00 7.30 0.00 2.40 32.88 0.00
22 cancer 1.00 1.00 0.00 46.00 0.00 16.00 0.00 10.40 1.00 3.20 30.77 0.00
23 cancer 1.00 1.00 0.00 40.00 0.00 15.00 0.00 5.60 0.00 1.90 33.93 0.00
24 cancer 1.00 1.00 0.00 43.00 0.00 15.30 0.00 7.60 0.00 0.90 11.84 2.00
25 cancer 1.00 9.00 0.00 46.00 0.00 14.00 0.00 12.70 2.00 1.60 12.60 1.00
26 renal 2.00 1.00 0.00 36.00 0.00 14.20 0.00 7.10 0.00 1.80 25.35 0.00
27 0.00 27.00 1.00 41.00 0.00 15.70 0.00 7.60 0.00 2.70 35.53 0.00
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Patient cofdeath | a0cd1nc2 crp crped alb albcd hb hbcd wcce wcceed lymph lymphper Lymphcd
28 cancer 1.00 10.00 0.00 30.00 1.00 13.20 0.00 8.50 1.00 2.80 32.94 0.00
29 cancer 1.00 39.00 1.00 43.00 0.00 12.10 0.00 4.70 0.00 0.70 14.89 1.00
30 cancer 1.00 14.00 1.00 43.00 0.00 15.90 0.00 8.50 1.00 2.40 28.24 0.00
31 cancer 1.00 27.00 1.00 40.00 0.00 13.50 0.00 9.20 1.00 1.90 20.65 0.00
32 cancer 1.00 18.00 1.00 45.00 0.00 10.70 1.00 12.70 2.00 1.50 11.81 2.00
33 cancer 1.00 42.00 1.00 38.00 0.00 14.60 0.00 7.40 0.00 1.60 21.62 0.00
34 cancer 1.00 15.00 1.00 39.00 0.00 14.70 0.00 9.40 1.00 2.80 29.79 0.00
35 cancer 1.00 22.00 1.00 35.00 0.00 13.50 0.00 7.80 0.00 1.20 15.38 1.00
36 cancer 1.00 57.00 1.00 39.00 0.00 12.20 0.00 10.50 1.00 1.40 13.33 1.00
37 cancer 1.00 42.00 1.00 37.00 0.00 13.60 0.00 6.70 0.00 1.10 16.42 1.00
38 cancer 1.00 11.00 1.00 48.00 0.00 13.40 0.00 11.80 2.00 2.30 19.49 1.00
39 cancer 1.00 12.00 1.00 39.00 0.00 15.60 0.00 7.30 0.00 1.30 17.81 1.00
40 cancer 1.00 37.00 1.00 0.00 0.00 14.50 0.00 8.90 1.00 1.30 14.61 1.00
41 cancer 1.00 73.00 1.00 35.00 0.00 12.90 0.00 17.20 2.00 2.50 14.53 1.00
42 cancer 1.00 70.00 1.00 36.00 0.00 10.70 1.00 12.10 2.00 0.60 4.96 2.00
43 cancer 1.00 96.00 1.00 43.00 0.00 14.10 0.00 9.80 1.00 1.60 16.33 1.00
44 cancer 1.00 89.00 1.00 38.00 0.00 11.40 1.00 3.90 0.00 0.60 15.38 1.00
45 cancer 1.00 36.00 1.00 40.00 0.00 12.00 0.00 6.40 0.00 1.20 18.75 1.00
46 cancer 1.00 65.00 1.00 35.00 0.00 8.80 1.00 5.60 0.00 0.70 12.50 1.00
47 cancer 1.00 88.00 1.00 35.00 0.00 10.50 1.00 14.50 2.00 1.10 7.59 2.00
48 cancer 1.00 36.00 1.00 35.00 0.00 15.40 0.00 7.90 0.00 1.80 22.78 0.00
49 cancer 1.00 28.00 1.00 47.00 0.00 16.10 0.00 15.00 2.00 2.00 13.33 1.00
50 cancer 1.00 69.00 1.00 41.00 0.00 13.30 0.00 7.60 0.00 2.00 26.32 0.00
51 cancer 1.00 190.00 1.00 38.00 0.00 9.30 1.00 10.70 1.00 1.70 15.89 1.00
52 cancer 1.00 56.00 1.00 36.00 0.00 13.60 0.00 14.00 2.00 1.80 12.86 1.00
53 cancer 1.00 20.00 1.00 41.00 0.00 15.00 0.00 8.00 0.00 1.10 13.75 1.00
54 cancer 1.00 30.00 1.00 38.00 0.00 16.20 0.00 10.60 1.00 1.70 16.04 1.00
55 cancer 1.00 71.00 1.00 35.00 0.00 12.20 0.00 9.10 1.00 1.80 19.78 1.00
56 cancer 1.00 38.00 1.00 12.00 0.00 4.50 0.00 1.30 28.89 0.00
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Patient cofdeath | a0cd1nc2 crp crped alb albcd hb hbcd wce wcceed lymph lymphper | lymphcd
57 cancer 1.00 23.00 1.00 40.00 0.00 14.80 0.00 14.70 2.00 1.80 12.24 1.00
58 0.00 20.00 1.00 32.00 1.00 14.00 0.00 6.00 0.00 1.50 25.00 0.00
59 cancer 1.00 295.00 1.00 34.00 1.00 9.60 1.00 14.50 2.00 1.30 8.97 2.00
60 cancer 1.00 38.00 1.00 34.00 1.00 12.00 0.00 7.90 0.00 1.40 17.72 1.00
61 cancer 1.00 32.00 1.00 32.00 1.00 11.20 1.00 11.40 2.00 1.00 8.77 2.00
62 cancer 1.00 18.00 1.00 28.00 1.00 13.00 0.00 5.90 0.00 1.60 27.12 0.00
63 cancer 1.00 43.00 1.00 28.00 1.00 11.60 1.00 12.40 2.00 0.80 6.45 2.00
64 cancer 1.00 23.00 1.00 32.00 1.00 6.10 1.00 8.70 1.00 1.70 19.54 1.00
65 cancer 1.00 19.00 1.00 34.00 1.00 15.30 0.00 13.30 2.00 1.30 9.77 2.00
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patient | gps survmths ps radia chemtype chemtyp numcycle | chemred toxicity | Clinires | clinrecd ctrespon Ctrescd
1 0.00 | 45.00 0.00 | 30.00 cisp 5fu 1.00 3.00 0.00 2.00 Good 0.00 partial 0.00
2 0.00 | 30.60 2.00 | 0.00 ecf 0.00 1.00 1.00 Poor 1.00

3 0.00 | 19.90 1.00 | 0.00 ecf 0.00 6.00 0.00 3.00 Good 0.00 partial 0.00
4 0.00 | 20.53 0.00 | 0.00 ecf 0.00 6.00 0.00 2.00 Good 0.00 partial 0.00
5 0.00 | 6.70 1.00 | 0.00 epiru/oxali/capci 3.00 4.00 1.00 2.00 Good 0.00 partial 0.00
6 0.00 | 14.40 1.00 | 0.00 ecf 0.00 6.00 0.00 1.00 Good 0.00 partial 0.00
7 0.00 | 26.30 1.00 | 0.00 mcf 2.00 6.00 1.00 2.00 Good 0.00 partial 0.00
8 0.00 | 6.57 0.00 | 0.00 5fu/ cispla 1.00 1.00 1.00 2.00 Poor 1.00 progress 2.00
9 0.00 | 10.97 1.00 | 20.00 ecf 0.00 6.00 0.00 1.00 Static 1.00 static 1.00
10 0.00 | 12.07 36.00 ecf 0.00 4.00 0.00 2.00 Good 0.00 partial 0.00
11 0.00 | 8.53 1.00 | 0.00 epiru/oxal/5fu 3.00 6.00 1.00 3.00 Poor 1.00 partial 0.00
12 0.00 |11.93 0.00 | 0.00 ecf 0.00 7.00 0.00 2.00 Stati 1.00 static 1.00
13 0.00 |11.17 0.00 | 0.00 ecf 0.00 6.00 0.00 1.00 Partial 0.00 progress 2.00
14 0.00 | 10.37 1.00 | 0.00 ecf 0.00 6.00 0.00 3.00 Poor 1.00 static 1.00
15 0.00 |9.10 0.00 | 0.00 ecf 0.00 6.00 0.00 2.00 Good 0.00 partial 0.00
16 0.00 | 5.50 0.00 | 0.00 ecf 0.00 2.00 1.00 ! Poor 1.00 progress 2.00
17 0.00 | 17.47 0.00 | 0.00 epirub, oxalaplatin | 3.00 6.00 0.00 1.00 Good 0.00 partial 0.00
18 0.00 | 5.00 1.00 | 0.00 cisp 5fu 1.00 4.00 0.00 3.00 Poor 1.00 static 1.00
19 0.00 |14.70 0.00 | 0.00 cisp 5fu 1.00 6.00 0.00 3.00 Good 0.00 partial 0.00
20 0.00 | 843 1.00 | 20.00 ecf 0.00 6.00 0.00 1.00 Poor 1.00 static 1.00
21 0.00 | 10.93 0.00 | 30.00 ecf 0.00 6.00 0.00 2.00 Good 0.00 partial 0.00
22 0.00 |?21.40 1.00 | 30.00 ecf 0.00 6.00 0.00 0.00 Good 0.00 static 1.00
23 0.00 | 13.63 0.00 | 30.00 ecf 0.00 6.00 0.00 3.00 Good 0.00 static 1.00
24 0.00 | 10.50 0.00 | 30.00 ecf 0.00 6.00 0.00 1.00 Good 0.00 static 1.00
25 0.00 | 19.27 0.00 | 30.00 ecf 0.00 6.00 0.00 2.00 Good 0.00 partial 0.00
26 0.00 |5.73 1.00 | 0.00 cis 5fu 1.00 3.00 1.00 4.00 Good 0.00 partial 0.00
27 1.00 | 22.10 0.00 | 0.00 ecf 0.00 6.00 0.00 2.00 Static 1.00 static 1.00
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patient | gps survmths ps radia chemtype chemtyp numcycle | chemred toxicity | Clinires | clinrecd ctrespon Ctrescd
28 1.00 | 13.87 1.00 | 0.00 e 5fu carboplat 3.00 6.00 0.00 3.00 Partia 0.00 partial 0.00
29 1.00 | 11.93 1.00 | 0.00 epir cisp capcit 3.00 6.00 0.00 2.00 Poor 1.00 partia 0.00
30 1.00 | 6.97 1.00 | 0.00 mcf 2.00 3.00 1.00 2.00 Poor 1.00 static 1.00
31 1.00 | 7.20 0.00 | 20.00 cisp 5fu 1.00 4.00 0.00 2.00 Poor 1.00 progress 2.00
32 1.00 | 22.50 1.00 | 30.00 ecf 0.00 6.00 0.00 1.00 Good 0.00 partial 0.00
33 1.00 | 11.87 0.00 | 30.00 ecf 0.00 6.00 0.00 1.00 Good 0.00 static 1.00
34 1.00 | 17.43 1.00 | 30.00 cisp 5fu 1.00 4.00 0.00 3.00 Good 0.00 static 1.00
35 1.00 | 10.10 1.00 | 30.00 cisp 5fu 1.00 3.00 0.00 1.00 Good 0.00 static 1.00
36 1.00 | 2.80 0.00 | 0.00 ecf 0.00 2.00 1.00 3.00 Poor 1.00 progress 2.00
37 1.00 | 15.13 0.00 | 0.00 ecf 0.00 6.00 1.00 3.00 Good 0.00 partial 0.00
38 1.00 | 8.80 0.00 | 0.00 ecf 0.00 6.00 0.00 2.00 Parti 0.00 partial 0.00
39 1.00 | 12.33 0.00 | 0.00 ecf 0.00 6.00 0.00 4.00 Poor 1.00 static 1.00
40 1.00 | 3.30 2.00 | 0.00 ecf 0.00 1.00 1.00 2.00 Poor 1.00

41 1.00 | 2.30 1.00 | 0.00 ecf 0.00 1.00 1.00 3.00 Poor 1.00

42 1.00 | 440 1.00 | 0.00 ecf 0.00 1.00 1.00 3.00 Poor 1.00

43 1.00 | 3.00 2.00 | 0.00 ecf 0.00 2.00 1.00 3.00 Poor 1.00

44 1.00 | 8.00 0.00 | 0.00 ecf 0.00 6.00 0.00 3.00 Good 0.00 partial 0.00
45 1.00 | 19.00 2.00 | 0.00 ecf 0.00 6.00 1.00 3.00 Good 0.00 partial 0.00
46 1.00 | 220 0.00 | 0.00 ecf 0.00 1.00 1.00 3.00 Poor 1.00

47 1.00 | 8.07 1.00 | 0.00 ecf 0.00 6.00 0.00 2.00 Partial 0.00 partial 0.00
48 1.00 | 2.63 0.00 | 0.00 ecf 0.00 2.00 1.00 2.00 Poor 1.00 static 1.00
49 1.00 | 1550 0.00 | 20.00 ecf 0.00 3.00 1.00 4.00 Poor 1.00 progress 2.00
50 1.00 | 6.07 1.00 | 30.00 ecf 0.00 4.00 0.00 2.00 Static 1.00 static 1.00
51 1.00 | 7.80 0.00 | 30.00 ecf 0.00 6.00 0.00 3.00 Good 0.00 static 1.00
52 1.00 | 13.70 1.00 | 30.00 cis 5fu 1.00 3.00 1.00 2.00 Poor 1.00 static 1.00
53 1.00 | 12.53 0.00 | 30.00 cisp 5fu 1.00 3.00 0.00 3.00 Poor 1.00

54 1.00 | 10.57 1.00 | 30.00 cispl, 5fu 1.00 4.00 0.00 1.00 Poor 1.00

55 1.00 | 15.30 2.00 | 30.00 cispl,5fu 1.00 4.00 0.00 0.00 Poor 1.00 partial 0.00
56 1.00 | 14.03 1.00 | 35.00 cisp 5fu mitomy 2.00 6.00 0.00 0.00 Good 0.00 partial 0.00
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patient | gps survmths ps radia chemtype chemtyp numcycle | chemred | toxicity | Clinires | clinrecd ctrespon ctrescd
57 1.00 | 3.37 1.00 | 45.00 cisp 5fu 1.00 3.00 1.00 1.00 Poor 1.00

58 200 |14.23 1.00 | 30.00 cisp 5fu 1.00 2.00 0.00 0.00 Poor 1.00

59 200 |847 0.00 | 20.00 mcf 2.00 6.00 0.00 1.00 Good 0.00 partial 0.00
60 2.00 | 953 0.00 | 30.00 cisp 5fu 1.00 3.00 0.00 1.00 Poor 1.00

61 200 |5.93 1.00 | 0.00 5fu pic 3.00 2.00 1.00 4.00 Poor 1.00

62 200 |957 0.00 | 0.00 ecf 0.00 3.00 0.00 2.00 Poor 1.00 partia 0.00
63 200 |8.23 1.00 | 0.00 ecf 0.00 5.00 1.00 3.00 Good 0.00 partial 0.00
64 200 |5.93 1.00 | 0.00 mcf 2.00 2.00 1.00 2.00 Poor 1.00

65 2.00 | 10.10 1.00 | 30.00 ecf 0.00 6.00 0.00 3.00 Poor 1.00 static 1.00
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APPENDIX 5: DATABASE FOR CHAPTER 6:

ISHYPOALBUMINAEMIA AND INDEPENDENT PROGNOSTIC

FACTOR IN PATIENTSWITH GASTRIC CANCER?
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Patient | mOfl | age | agecd | dateendo positcd | tnmstcd alcln2 doffu survmths treatment
1 0.00 |70 | 1.00 16-Jun-2005 1.00 4.00 1.00 12-Aug-2005 1.90 surgery

2 0.00 | 83 | 2.00 27-Feb-2004 1.00 4.00 1.00 03-May-2004 2.20 Laser

3 1.00 |81 | 2.00 06-Dec-2005 1.00 4.00 0.00 30-Apr-2007 17.00 DXT

4 0.00 |81 | 200 26-Jul-2001 1.00 4.00 1.00 26-Sep-2001 2.07 None

5 1.00 | 60 | 0.00 08-Aug-2000 1.00 4.00 1.00 01-Sep-2000 0.80 None

6 0.00 |70 | 1.00 27-Jul-2001 1.00 4.00 1.00 11-Feb-2002 6.63 None

7 1.00 |87 | 2.00 21-Mar-2000 1.00 1.00 1.00 27-Feb-2001 11.43 Laser

8 0.00 |75 | 200 01-Feb-2005 1.00 2.00 1.00 13-Jun-2006 16.57 LASER
9 1.00 | 77 | 2.00 23-Mar-2004 1.00 4.00 1.00 24-Aug-2004 5.13 Chemo &
10 0.00 |52 | 0.00 05-Jun-2003 1.00 4.00 1.00 01-Sep-2004 15.13 Chemo &
11 0.00 |79 | 200 01-Apr-2004 1.00 4.00 1.00 01-May-2005 13.17 Laser

12 0.00 | 83 | 2.00 21-Oct-2002 1.00 4.00 1.00 16-Aug-2003 9.97 Laser

13 1.00 | 78 | 2.00 06-Nov-2001 1.00 4.00 1.00 04-Dec-2001 0.93 Laser

14 0.00 | 53 | 0.00 03-Jun-2005 1.00 2.00 1.00 22-Sep-2006 15.87 LASER
15 0.00 |79 | 200 30-Oct-2001 1.00 4.00 1.00 02-Jul-2003 20.33 Chemo/DX
16 0.00 |42 | 0.00 17-Sep-2004 1.00 4.00 1.00 10-Sep-2005 11.93 Chemo
17 0.00 |44 |0.00 26-Jul-2005 1.00 4.00 1.00 02-Jun-2006 10.37 CHEMO
18 0.00 | 77 | 2.00 09-Sep-2003 1.00 1.00 1.00 30-Nov-2005 27.10 Laser

19 0.00 |44 |0.00 29-Jul-2004 1.00 4.00 1.00 19-Apr-2005 8.80 Chemo
20 0.00 |61 | 0.00 18-Nov-2005 1.00 4.00 1.00 11-Dec-2005 0.77 ONCOL
21 0.00 |76 | 2.00 26-Aug-2005 1.00 4.00 1.00 07-Jul-2006 10.50 NO TRT
22 1.00 |41 | 0.00 14-Jun-2004 1.00 4.00 1.00 11-Feb-2005 8.07 Chemo &
23 000 |74 | 100 14-Oct-2003 1.00 4.00 1.00 04-Nov-2003 0.70 None

24 0.00 | 53 | 0.00 12-Apr-2005 1.00 4.00 0.00 30-Apr-2007 24.93 CHEMO
25 0.00 |81 | 200 22-Jul-2003 1.00 1.00 0.00 30-Apr-2007 45.93 Laser

26 1.00 | 67 | 1.00 30-Aug-2002 1.00 1.00 0.00 30-Apr-2007 56.80 None

27 0.00 | 68 | 1.00 10-Jul-2001 1.00 4.00 1.00 13-Apr-2003 21.40 Chemo
28 0.00 |84 | 200 22-Oct-2004 2.00 1.00 1.00 15-Oct-2005 11.93 Laser

29 1.00 | 64 | 0.00 06-Jul-2004 2.00 4.00 1.00 10-Sep-2004 2.20 Chemo
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Patient | mOfl | age | agecd | dateendo positcd | tnmstcd alcln2 doffu survmths treatment
30 0.00 | 60 | 0.00 20-Oct-2004 2.00 1.00 0.00 30-Apr-2007 30.73 Laser

31 0.00 |72 | 100 09-Jul-2003 2.00 4.00 2.00 07-Jul-2004 12.13 Laser

32 1.00 | 79 | 2.00 26-Apr-2000 2.00 4.00 1.00 13-Jun-2000 1.60 Laser

33 1.00 | 79 | 2.00 15-Jul-2005 2.00 2.00 0.00 30-Apr-2007 21.80 LASER
34 0.00 |76 | 2.00 01-Jul-2003 2.00 1.00 1.00 08-Oct-2004 15.50 Laser

35 1.00 | 77 | 2.00 25-Apr-2005 2.00 3.00 1.00 24-Sep-2005 5.07 LASER
36 0.00 |72 | 100 30-Jul-2004 2.00 4.00 1.00 21-Aug-2004 0.73 Chemo
37 0.00 | 82 | 200 29-Jan-2003 2.00 1.00 1.00 03-Jun-2003 4.17 Laser

38 0.00 |91 | 200 06-Jul-2005 2.00 4.00 1.00 30-Jul-2005 0.80 NO TRT
39 1.00 | 47 | 0.00 09-Sep-2003 2.00 4.00 1.00 13-May-2004 8.23 Chemo/DX
40 0.00 | 77 | 2.00 16-Jun-2000 2.00 4.00 1.00 27-Jul-2000 1.37 Laser

41 0.00 |89 | 200 05-Jan-2001 2.00 1.00 1.00 29-Nov-2002 23.10 Laser

42 1.00 | 72 | 1.00 25-Jul-2000 2.00 3.00 1.00 23-Jun-2001 11.10 Laser

43 0.00 |75 | 200 17-Dec-2004 2.00 4.00 0.00 30-Apr-2007 28.80 NO TRT
44 1.00 |54 | 0.00 06-Dec-2004 2.00 4.00 1.00 06-Nov-2005 11.17 Chemo
45 0.00 | 78 | 2.00 26-Nov-2001 2.00 1.00 1.00 16-Sep-2002 9.80 Laser

46 1.00 | 62 | 0.00 08-Oct-2002 2.00 4.00 1.00 05-Jun-2003 8.00 Chemo
47 0.00 | 57 | 0.00 08-Jun-2000 2.00 4.00 1.00 04-Aug-2000 1.90 Laser

48 1.00 | 65 | 1.00 01-Dec-2003 2.00 4.00 1.00 12-Jan-2004 1.40 Chemo
49 1.00 | 47 | 0.00 07-Dec-2004 2.00 4.00 1.00 26-Dec-2004 0.63 None

50 1.00 | 63 | 0.00 04-May-2001 2.00 4.00 1.00 30-May-2001 0.87 None

51 1.00 | 64 | 0.00 10-Oct-2005 2.00 4.00 1.00 29-Oct-2006 12.80 CHEMO
52 0.00 |65 | 1.00 29-Jun-2005 2.00 2.00 0.00 30-Apr-2007 22.33 LASER
53 1.00 | 74 | 1.00 13-Jun-2005 2.00 3.00 0.00 30-Apr-2007 22.87 ONCOL
54 1.00 |25 | 0.00 10-Oct-2005 2.00 4.00 1.00 07-Sep-2006 11.07 CHEMO
55 0.00 |55 | 0.00 13-Mar-2002 2.00 3.00 1.00 08-Oct-2002 6.97 Chemo/DX
56 1.00 | 68 | 1.00 22-Jun-2004 2.00 2.00 0.00 30-Apr-2007 34.73 DXT

57 1.00 |81 | 2.00 09-Nov-2005 2.00 2.00 0.00 30-Apr-2007 17.90 LASER
58 1.00 | 64 | 0.00 07-Dec-2004 2.00 4.00 1.00 10-Oct-2005 10.23 DXT
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59 0.00 | 64 | 0.00 16-Jul-2004 2.00 4.00 1.00 10-Oct-2004 2.87 DXT

60 1.00 | 64 | 0.00 12-Nov-2002 2.00 1.00 1.00 16-Jan-2004 14.33 Chemo
61 0.00 |55 | 0.00 19-Jun-2003 2.00 4.00 1.00 21-Sep-2003 3.13 Chemo
62 1.00 |42 | 0.00 23-Jan-2003 2.00 4.00 1.00 23-Oct-2003 9.10 Chemo
63 0.00 |59 |0.00 11-Oct-2000 2.00 4.00 1.00 20-May-2001 7.37 None

64 1.00 |75 | 2.00 27-Jun-2001 2.00 4.00 1.00 13-Sep-2001 2.60 Laser

65 1.00 |81 | 2.00 07-Jul-2005 3.00 4.00 1.00 31-Dec-2005 5.90 Laser

66 0.00 |76 | 2.00 25-Jun-2004 3.00 2.00 1.00 10-Jul-2004 0.50 Laser

67 1.00 | 62 | 0.00 09-May-2003 3.00 4.00 1.00 23-May-2003 0.47 None

68 0.00 | 77 | 2.00 07-Mar-2003 3.00 4.00 1.00 17-Apr-2003 1.37 None

69 1.00 |86 | 2.00 04-Aug-2003 3.00 4.00 1.00 04-Sep-2003 1.03 None

70 0.00 |76 | 2.00 23-Jun-2005 3.00 2.00 1.00 02-Oct-2006 15.53 GASTRO-J
71 1.00 | 77 | 2.00 07-Dec-2004 3.00 3.00 0.00 30-Apr-2007 29.13 Stent

72 0.00 |8 | 200 24-Oct-2005 3.00 3.00 1.00 09-Feb-2006 3.60 LASER
73 0.00 |84 | 200 06-Nov-2001 3.00 4.00 1.00 26-Mar-2002 4.67 Laser

74 0.00 |70 | 1.00 09-Jun-2000 3.00 4.00 1.00 02-Sep-2000 2.83 gastro-j
75 0.00 |76 | 2.00 30-May-2003 3.00 4.00 1.00 04-Aug-2003 2.20 Chemo &
76 1.00 | 77 | 2.00 12-Dec-2005 3.00 4.00 1.00 24-Dec-2005 0.40 LASER
77 1.00 |57 | 0.00 22-Feb-2002 3.00 4.00 1.00 16-Mar-2002 0.73 gastro-j
78 1.00 | 77 | 2.00 24-Apr-2001 3.00 2.00 1.00 23-Jun-2002 14.17 Chemo/DX
79 0.00 |76 | 2.00 26-Mar-2004 3.00 4.00 1.00 03-Jun-2004 2.30 None

80 000 |74 | 100 18-Nov-2003 3.00 4.00 1.00 01-Feb-2004 2.50 None

81 0.00 |69 | 1.00 26-Feb-2002 3.00 4.00 1.00 01-Apr-2002 1.13 Chemo
82 1.00 |83 | 200 21-Nov-2000 3.00 2.00 1.00 14-Jan-2001 1.80 None

83 0.00 |84 | 200 28-Apr-2000 3.00 1.00 1.00 06-Dec-2000 7.40 None

84 0.00 |92 | 2.00 23-Dec-2003 3.00 2.00 1.00 01-May-2004 4.33 Stent

85 1.00 |81 | 2.00 04-May-2004 3.00 2.00 1.00 09-May-2005 12.33 Laser

86 0.00 | 82 | 200 14-Oct-2005 3.00 4.00 1.00 10-Jan-2006 2.93 LASER
87 0.00 |84 | 200 18-Aug-2005 3.00 2.00 0.00 30-Apr-2007 20.67 Laser
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88 0.00 | 62 | 0.00 30-Dec-2004 3.00 4.00 1.00 08-Feb-2005 1.33 DXT

89 0.00 |52 | 0.00 05-Jul-2005 3.00 4.00 1.00 22-Aug-2005 1.60 STENT

90 0.00 | 76 | 2.00 05-Oct-2001 3.00 3.00 1.00 18-Nov-2001 1.47 Laser

91 0.00 | 57 | 0.00 16-Jan-2002 3.00 4.00 1.00 21-Sep-2002 8.27 gastro-j

92 1.00 |81 | 2.00 03-Nov-2003 3.00 1.00 1.00 20-Oct-2005 23.90 Laser

93 0.00 |65 | 1.00 30-Apr-2003 3.00 4.00 1.00 23-May-2003 0.77 gastro-j

94 0.00 | 56 | 0.00 07-Mar-2005 3.00 4.00 1.00 20-Sep-2005 6.57 CHEMO
95 0.00 |85 | 200 21-Jun-2001 3.00 1.00 1.00 10-Jul-2001 0.63 Laser

96 1.00 |44 | 0.00 21-May-2002 3.00 3.00 1.00 10-Aug-2002 2.70 gastro-j

97 0.00 |81 | 200 02-Sep-2004 4.00 4.00 1.00 21-Oct-2004 1.63 None

98 0.00 | 60 | 0.00 10-Jun-2002 4.00 4.00 1.00 12-Feb-2003 8.23 Chemo/DX
99 0.00 | 60 | 0.00 03-Dec-2004 4.00 4.00 2.00 21-Dec-2004 0.60 CH/DXT &
100 1.00 |84 | 200 05-Jul-2000 4.00 4.00 1.00 09-Jul-2000 0.13 None

101 1.00 |75 | 2.00 04-Dec-2003 4.00 4.00 1.00 27-May-2004 5.83 None

102 000 |75 | 200 14-Sep-2004 4.00 3.00 1.00 03-Nov-2005 13.83 Chemo/DX
103 0.00 |45 | 0.00 10-Jan-2001 4.00 4.00 1.00 15-Aug-2001 7.23 gastro-j
104 1.00 | 73 | 1.00 23-Oct-2001 4.00 4.00 1.00 19-Apr-2002 5.93 Chemo/DX
105 000 |75 | 200 08-Jan-2002 4.00 4.00 1.00 11-Feb-2002 1.13 Chemo/DX
106 1.00 |71 | 1.00 05-Jul-2002 4.00 4.00 1.00 27-Aug-2002 1.77 Laser

107 1.00 | 79 | 2.00 10-Jun-2002 4.00 4.00 1.00 24-Jul-2002 1.47 None

108 1.00 |83 | 2.00 02-Mar-2001 4.00 4.00 1.00 18-Sep-2001 6.67 Laser

109 000 |74 | 100 05-Sep-2005 4.00 3.00 1.00 15-Jun-2006 9.43 ONCOL
110 0.00 | 64 | 0.00 23-Aug-2004 4.00 4.00 1.00 04-Nov-2004 2.43 Laser

111 0.00 | 56 | 0.00 19-Oct-2001 4.00 4.00 1.00 27-Dec-2001 2.30 Chemo/DX
112 0.00 |79 | 200 12-Sep-2003 4.00 3.00 1.00 01-Oct-2004 12.83 None

113 1.00 | 67 | 1.00 14-Sep-2005 4.00 4.00 1.00 01-Mar-2006 5.60 ONCOL
114 0.00 |76 | 2.00 24-Aug-2004 4.00 4.00 1.00 05-Oct-2004 1.40 None

115 0.00 |49 | 0.00 01-May-2002 4.00 4.00 1.00 27-May-2002 0.87 Laser

116 0.00 | 68 | 1.00 24-Sep-2003 4.00 4.00 1.00 31-Dec-2003 3.27 Laser
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117 0.00 |73 | 1.00 16-Jul-2004 4.00 4.00 1.00 30-Sep-2005 14.70 Chemo
118 0.00 |84 | 200 20-Mar-2000 4.00 1.00 2.00 23-Oct-2002 31.57 Laser

119 1.00 |53 | 0.00 24-Feb-2004 4.00 4.00 0.00 30-Apr-2007 38.70 Chemo
120 0.00 |43 | 0.00 06-Jan-2003 4.00 4.00 1.00 28-Aug-2003 7.80 Chemo
121 0.00 |70 | 1.00 30-Nov-2004 4.00 3.00 1.00 19-Jun-2005 6.70 Chemo/DX
122 1.00 | 65 | 1.00 16-Aug-2005 4.00 4.00 1.00 21-Aug-2006 12.33 ONCOL
123 0.00 | 47 | 0.00 02-Mar-2002 4.00 4.00 1.00 25-May-2002 2.80 Chemo
124 0.00 | 30 | 0.00 16-Oct-2003 4.00 4.00 1.00 13-Jan-2004 2.97 None

125 1.00 |89 | 2.00 12-Aug-2002 4.00 4.00 1.00 04-Nov-2002 2.80 Laser

126 0.00 | 80 | 2.00 09-Jun-2003 4.00 3.00 1.00 16-Oct-2004 16.50 Laser

127 1.00 |80 | 2.00 18-Apr-2000 4.00 4.00 1.00 29-Jul-2000 3.40 None

128 0.00 |65 | 1.00 21-Feb-2002 4.00 3.00 1.00 29-Apr-2003 14.40 Chemo
129 1.00 | 79 | 2.00 23-Nov-2004 4.00 4.00 1.00 04-May-2005 5.40 None

130 1.00 |83 | 2.00 06-Jan-2004 4.00 4.00 1.00 10-Jun-2004 5.20 Laser

131 0.00 | 58 | 0.00 12-Apr-2002 4.00 2.00 1.00 21-Nov-2002 7.43 Chemo
132 1.00 | 63 | 0.00 23-Aug-2002 4.00 4.00 1.00 04-Oct-2002 1.40 None

133 0.00 |45 | 0.00 01-Mar-2002 4.00 4.00 1.00 30-May-2002 3.00 Chemo
134 1.00 | 66 | 1.00 14-Jul-2005 4.00 4.00 0.00 30-Apr-2007 21.83 ONCOL
135 1.00 |46 | 0.00 20-Jul-2001 4.00 4.00 1.00 13-Jun-2002 10.93 Chemo/DX
136 0.00 |70 | 1.00 09-Oct-2001 4.00 4.00 1.00 18-Jan-2002 3.37 Stent

137 1.00 | 34 | 0.00 07-Dec-2001 4.00 4.00 1.00 12-Jun-2002 6.23 Chemo
138 1.00 | 34 | 0.00 06-Dec-2001 4.00 4.00 1.00 03-Dec-2002 12.07 Chemo/DX
139 0.00 |42 | 0.00 17-Mar-2004 5.00 4.00 1.00 24-Apr-2004 1.27 None

140 0.00 |81 | 200 11-Oct-2004 5.00 1.00 1.00 01-Dec-2005 13.87 Laser

141 0.00 |75 | 200 05-May-2004 5.00 4.00 1.00 03-Feb-2005 9.13 Chemo/DX
142 0.00 | 78 | 2.00 03-Jun-2005 5.00 2.00 0.00 30-Apr-2007 23.20 LASER
143 1.00 | 76 | 2.00 06-Aug-2001 5.00 1.00 1.00 16-Feb-2003 18.63 Laser

144 1.00 | 77 | 2.00 19-Dec-2003 5.00 3.00 1.00 07-Oct-2004 9.77 Chemo &
145 0.00 |69 | 100 15-Feb-2005 5.00 4.00 1.00 18-Apr-2005 2.07 LASER

244




Patient | mOfl | age | agecd | dateendo positcd | tnmstcd alcln2 doffu survmths treatment
146 0.00 | 80 | 2.00 09-Apr-2001 5.00 1.00 1.00 25-Dec-2002 20.83 Laser
147 000 |71 | 100 13-May-2004 5.00 1.00 1.00 09-Jan-2007 32.37 Laser
148 0.00 |52 | 0.00 11-Jul-2001 1.00 1.00 1.00 31-Mar-2002 8.77 surgery
149 1.00 | 74 | 1.00 02-Mar-2005 2.00 1.00 2.00 24-Jun-2005 3.80 surgery
150 0.00 |52 | 0.00 10-May-2004 2.00 1.00 1.00 25-Nov-2004 6.63 surgery
151 0.00 |61 | 0.00 22-May-2000 2.00 1.00 0.00 28-Feb-2007 82.43 surgery
152 0.00 | 68 | 1.00 30-Jun-2004 2.00 1.00 0.00 28-Feb-2007 32.43 surgery
153 0.00 |42 | 0.00 18-Aug-2004 2.00 1.00 0.00 28-Feb-2007 30.80 surgery
154 000 |71 | 100 16-May-2001 3.00 1.00 0.00 28-Feb-2007 70.47 surgery
155 0.00 | 36 | 0.00 04-May-2005 3.00 1.00 0.00 28-Feb-2007 22.17 surgery
156 0.00 |76 | 2.00 11-Jun-2003 3.00 1.00 0.00 28-Feb-2007 45.27 surgery
157 1.00 | 47 | 0.00 18-Aug-2005 3.00 1.00 0.00 28-Feb-2007 18.63 surgery
158 0.00 |59 |0.00 29-Mar-1999 3.00 1.00 0.00 28-Feb-2007 96.43 surgery
159 0.00 |61 | 0.00 20-Dec-2000 5.00 1.00 1.00 16-Dec-2003 36.37 surgery
160 0.00 |64 | 0.00 10-Jan-2001 5.00 1.00 0.00 28-Feb-2007 74.67 surgery
161 0.00 |64 | 0.00 05-Sep-2002 1.00 2.00 1.00 18-Jun-2003 9.53 surgery
162 0.00 |66 | 1.00 11-Jun-2001 1.00 2.00 1.00 18-Aug-2002 14.43 surgery
163 000 |75 | 200 08-Nov-2000 1.00 1.00 0.00 28-Feb-2007 76.77 surgery
164 1.00 | 72 | 1.00 11-Apr-2001 1.00 1.00 0.00 28-Feb-2007 71.63 surgery
165 1.00 |48 | 0.00 03-Jul-2002 1.00 2.00 0.00 28-Feb-2007 56.70 surgery
166 0.00 | 67 | 1.00 12-Jan-2005 2.00 1.00 0.00 28-Feb-2007 25.90 surgery
167 1.00 |59 | 0.00 29-May-2000 2.00 1.00 0.00 28-Feb-2007 82.20 surgery
168 0.00 | 68 | 1.00 24-Jun-2002 2.00 2.00 0.00 28-Feb-2007 57.00 surgery
169 1.00 |88 | 2.00 12-Aug-1999 3.00 4.00 1.00 05-Aug-2000 11.97 surgery
170 1.00 | 63 | 0.00 06-May-1999 3.00 2.00 0.00 28-Feb-2007 95.17 surgery
171 0.00 | 50 | 0.00 23-Feb-2005 3.00 2.00 0.00 28-Feb-2007 24.50 surgery
172 0.00 | 48 | 0.00 01-Dec-1999 3.00 1.00 0.00 28-Feb-2007 88.20 surgery
173 0.00 | 67 | 1.00 24-Jan-2001 3.00 2.00 0.00 28-Feb-2007 74.20 surgery
174 0.00 |70 | 1.00 17-Apr-2002 3.00 1.00 0.00 28-Feb-2007 59.27 surgery
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175 1.00 | 76 | 2.00 15-Dec-2005 3.00 1.00 0.00 28-Feb-2007 14.67 surgery
176 0.00 | 60 | 0.00 06-Nov-2000 4.00 1.00 1.00 22-Sep-2001 10.67 surgery
177 000 |71 | 100 16-Nov-2000 4.00 3.00 1.00 27-Oct-2001 11.50 surgery
178 0.00 |69 | 1.00 30-Mar-2005 5.00 1.00 0.00 28-Feb-2007 23.33 surgery
179 0.00 | 64 | 0.00 07-Sep-2005 5.00 1.00 0.00 28-Feb-2007 17.97 surgery
180 0.00 |59 |0.00 29-May-2002 5.00 1.00 0.00 28-Feb-2007 57.87 surgery
181 1.00 | 73 | 1.00 26-Mar-2001 1.00 4.00 1.00 26-Aug-2001 5.10 surgery
182 0.00 | 68 | 1.00 31-Dec-1997 1.00 3.00 1.00 26-Mar-2000 27.20 surgery
183 1.00 | 77 | 2.00 24-Mar-2003 1.00 3.00 1.00 01-Sep-2003 5.37 surgery
184 0.00 |34 |0.00 22-Mar-2000 1.00 3.00 1.00 04-Aug-2001 16.67 surgery
185 0.00 |41 | 0.00 17-Aug-2000 1.00 3.00 0.00 28-Feb-2007 79.53 surgery
186 0.00 |59 |0.00 05-Dec-2001 1.00 3.00 0.00 28-Feb-2007 63.70 surgery
187 1.00 |58 | 0.00 09-Jun-2005 1.00 3.00 1.00 31-May-2006 11.87 surgery
188 000 |74 | 100 13-Oct-2005 1.00 4.00 0.00 28-Feb-2007 16.77 surgery
189 0.00 |51 | 0.00 16-Sep-1998 1.00 3.00 0.00 28-Feb-2007 102.90 surgery
190 0.00 | 68 | 1.00 20-Mar-2002 1.00 3.00 1.00 22-Mar-2003 12.23 surgery
191 1.00 | 74 | 1.00 28-Apr-1997 2.00 3.00 1.00 08-Oct-1999 29.77 surgery
192 0.00 |76 | 2.00 03-May-2000 2.00 3.00 1.00 30-Apr-2001 12.07 surgery
193 0.00 |65 | 1.00 04-Aug-2005 2.00 3.00 0.00 28-Feb-2007 19.10 surgery
194 0.00 |51 | 0.00 24-Nov-2005 2.00 2.00 0.00 28-Feb-2007 15.37 surgery
195 0.00 | 64 | 0.00 01-Sep-2005 2.00 3.00 0.00 28-Feb-2007 18.17 surgery
196 0.00 |73 | 100 13-Oct-1999 2.00 3.00 1.00 14-Dec-2003 50.77 surgery
197 1.00 |75 | 2.00 31-May-2001 3.00 3.00 1.00 23-May-2002 11.90 surgery
198 1.00 | 77 | 2.00 17-May-2004 3.00 3.00 0.00 28-Feb-2007 33.90 Surgery
199 0.00 | 56 | 0.00 21-Jun-2000 3.00 3.00 1.00 01-Jan-2005 55.17 Surgery
200 1.00 | 68 | 1.00 16-Jun-1997 3.00 3.00 1.00 08-Dec-1999 30.17 Surgery
201 1.00 | 67 | 1.00 01-Jun-2000 3.00 3.00 1.00 08-Feb-2001 8.40 Surgery
202 0.00 |70 | 1.00 01-Nov-2002 3.00 2.00 1.00 13-Jul-2005 32.83 Surgery
203 0.00 |75 | 200 03-Sep-2002 3.00 3.00 1.00 30-Jan-2004 17.13 Surgery
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204 0.00 | 67 | 1.00 24-Aug-2005 3.00 3.00 0.00 28-Feb-2007 18.43 Surgery
205 0.00 |66 | 1.00 05-Jul-1999 3.00 2.00 1.00 14-Feb-2003 44.00 Surgery
206 1.00 | 34 | 0.00 16-Jul-1997 3.00 3.00 1.00 30-Jul-1998 12.63 Surgery
207 1.00 |41 | 0.00 14-Nov-2001 3.00 2.00 1.00 08-Oct-2002 10.93 Surgery
208 0.00 | 60 | 0.00 30-Jun-1997 3.00 3.00 0.00 28-Feb-2007 117.67 Surgery
209 0.00 |72 | 1.00 21-Oct-1998 3.00 2.00 1.00 29-Nov-2004 74.37 Surgery
210 1.00 |31 | 0.00 16-Feb-2005 3.00 2.00 0.00 28-Feb-2007 24.73 Surgery
211 1.00 |83 | 2.00 08-Dec-2005 4.00 3.00 0.00 28-Feb-2007 14.90 Surgery
212 0.00 |70 | 1.00 20-Aug-2003 4.00 3.00 1.00 25-Mar-2004 7.27 Surgery
213 0.00 | 56 | 0.00 07-Jan-1998 4.00 3.00 2.00 12-Feb-1998 1.20 Surgery
214 000 |74 | 100 10-Sep-2003 5.00 3.00 1.00 15-Dec-2005 27.57 Surgery
215 0.00 | 60 | 0.00 06-Oct-2004 5.00 3.00 0.00 28-Feb-2007 29.17 Surgery
216 0.00 |72 | 100 09-Jan-2002 5.00 2.00 0.00 28-Feb-2007 62.53 Surgery
217 1.00 | 73 | 1.00 26-Jan-2005 5.00 3.00 0.00 28-Feb-2007 25.43 Surgery
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Patient treatcd3 crpfinal logerp cfinaled albfinal Albfincd gps Mgps
1 0.00 6.00 0.78 0.00 41.00 0.00 0.00 0.00
2 1.00 96.00 1.98 1.00 30.00 1.00 2.00 2.00
3 1.00 23.00 1.36 1.00 32.00 1.00 2.00 2.00
4 2.00 16.00 1.20 1.00 33.00 1.00 2.00 2.00
5 2.00 117.00 2.07 1.00 33.00 1.00 2.00 2.00
6 2.00 11.00 1.04 1.00 34.00 1.00 2.00 2.00
7 1.00 6.00 0.78 0.00 35.00 0.00 0.00 0.00
8 1.00 6.00 0.78 0.00 37.00 0.00 0.00 0.00
9 1.00 28.00 1.45 1.00 37.00 0.00 1.00 1.00
10 1.00 42.00 1.62 1.00 37.00 0.00 1.00 1.00
11 1.00 6.00 0.78 0.00 39.00 0.00 0.00 0.00
12 1.00 43.00 1.63 1.00 39.00 0.00 1.00 1.00
13 1.00 52.00 1.72 1.00 39.00 0.00 1.00 1.00
14 1.00 21.00 1.32 1.00 40.00 0.00 1.00 1.00
15 1.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
16 1.00 6.00 0.78 0.00 44.00 0.00 0.00 0.00
17 1.00 6.00 0.78 0.00 44.00 0.00 0.00 0.00
18 1.00 9.00 0.95 0.00 46.00 0.00 0.00 0.00
19 1.00 11.00 1.04 1.00 48.00 0.00 1.00 1.00
20 1.00 217.00 2.34 1.00 28.00 1.00 2.00 2.00
21 2.00 10.00 1.00 0.00 33.00 1.00 1.00 0.00
22 1.00 88.00 1.94 1.00 35.00 0.00 1.00 1.00
23 2.00 109.00 2.04 1.00 35.00 0.00 1.00 1.00
24 1.00 38.00 1.58 1.00 39.00 0.00 1.00 1.00
25 1.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
26 2.00 8.00 0.90 0.00 44.00 0.00 0.00 0.00
27 1.00 6.00 0.78 0.00 46.00 0.00 0.00 0.00
28 1.00 58.00 1.76 1.00 27.00 1.00 2.00 2.00
29 1.00 64.00 181 1.00 28.00 1.00 2.00 2.00
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30 1.00 29.00 1.46 1.00 31.00 1.00 2.00 2.00
31 1.00 157.00 2.20 1.00 32.00 1.00 2.00 2.00
32 1.00 24.00 1.38 1.00 33.00 1.00 2.00 2.00
33 1.00 6.00 0.78 0.00 34.00 1.00 1.00 0.00
34 1.00 10.00 1.00 0.00 34.00 1.00 1.00 0.00
35 1.00 19.00 1.28 1.00 34.00 1.00 2.00 2.00
36 1.00 68.00 1.83 1.00 34.00 1.00 2.00 2.00
37 1.00 15.00 1.18 1.00 35.00 0.00 1.00 1.00
38 2.00 10.00 1.00 0.00 36.00 0.00 0.00 0.00
39 1.00 6.00 0.78 0.00 37.00 0.00 0.00 0.00
40 1.00 6.00 0.78 0.00 37.00 0.00 0.00 0.00
41 1.00 8.00 0.90 0.00 37.00 0.00 0.00 0.00
42 1.00 13.00 111 1.00 37.00 0.00 1.00 1.00
43 2.00 17.00 1.23 1.00 37.00 0.00 1.00 1.00
44 1.00 6.00 0.78 0.00 38.00 0.00 0.00 0.00
45 1.00 6.00 0.78 0.00 38.00 0.00 0.00 0.00
46 1.00 89.00 1.95 1.00 38.00 0.00 1.00 1.00
47 1.00 96.00 1.98 1.00 38.00 0.00 1.00 1.00
48 1.00 53.00 1.72 1.00 40.00 0.00 1.00 1.00
49 2.00 79.00 1.90 1.00 40.00 0.00 1.00 1.00
50 2.00 89.00 1.95 1.00 40.00 0.00 1.00 1.00
51 1.00 6.00 0.78 0.00 41.00 0.00 0.00 0.00
52 1.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
53 1.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
54 1.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
55 1.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
56 1.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
57 1.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
58 1.00 7.00 0.85 0.00 43.00 0.00 0.00 0.00
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Patient treatcd3 crpfinal logerp cfinaled albfinal Albfincd gps Mgps
59 1.00 11.00 1.04 1.00 43.00 0.00 1.00 1.00
60 1.00 18.00 1.26 1.00 43.00 0.00 1.00 1.00
61 1.00 26.00 141 1.00 43.00 0.00 1.00 1.00
62 1.00 6.00 0.78 0.00 48.00 0.00 0.00 0.00
63 2.00 17.00 1.23 1.00 48.00 0.00 1.00 1.00
64 1.00 42.00 1.62 1.00 49.00 0.00 1.00 1.00
65 1.00 26.00 141 1.00 7.00 1.00 2.00 2.00
66 1.00 20.00 1.30 1.00 24.00 1.00 2.00 2.00
67 2.00 29.00 1.46 1.00 28.00 1.00 2.00 2.00
68 2.00 31.00 1.49 1.00 28.00 1.00 2.00 2.00
69 2.00 38.00 1.58 1.00 28.00 1.00 2.00 2.00
70 1.00 8.00 0.90 0.00 30.00 1.00 1.00 0.00
71 2.00 6.00 0.78 0.00 31.00 1.00 1.00 0.00
72 1.00 21.00 1.32 1.00 32.00 1.00 2.00 2.00
73 1.00 82.00 191 1.00 34.00 1.00 2.00 2.00
74 1.00 14.00 1.15 1.00 35.00 0.00 1.00 1.00
75 1.00 65.00 181 1.00 35.00 0.00 1.00 1.00
76 1.00 16.00 1.20 1.00 36.00 0.00 1.00 1.00
77 1.00 28.00 1.45 1.00 36.00 0.00 1.00 1.00
78 1.00 47.00 1.67 1.00 36.00 0.00 1.00 1.00
79 2.00 89.00 1.95 1.00 36.00 0.00 1.00 1.00
80 2.00 171.00 2.23 1.00 36.00 0.00 1.00 1.00
81 1.00 44.00 1.64 1.00 37.00 0.00 1.00 1.00
82 2.00 8.00 0.90 0.00 38.00 0.00 0.00 0.00
83 2.00 18.00 1.26 1.00 38.00 0.00 1.00 1.00
84 2.00 64.00 181 1.00 38.00 0.00 1.00 1.00
85 1.00 6.00 0.78 0.00 39.00 0.00 0.00 0.00
86 1.00 6.00 0.78 0.00 39.00 0.00 0.00 0.00
87 1.00 6.00 0.78 0.00 39.00 0.00 0.00 0.00
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Patient treatcd3 crpfinal logerp cfinaled albfinal Albfincd gps Mgps
88 1.00 15.00 1.18 1.00 39.00 0.00 1.00 1.00
89 2.00 11.00 1.04 1.00 40.00 0.00 1.00 1.00
90 1.00 22.00 1.34 1.00 41.00 0.00 1.00 1.00
91 1.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
92 1.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
93 1.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
94 1.00 6.00 0.78 0.00 44.00 0.00 0.00 0.00
95 1.00 6.00 0.78 0.00 44.00 0.00 0.00 0.00
96 1.00 45.00 1.65 1.00 44.00 0.00 1.00 1.00
97 2.00 23.00 1.36 1.00 28.00 1.00 2.00 2.00
98 1.00 43.00 1.63 1.00 28.00 1.00 2.00 2.00
99 1.00 171.00 2.23 1.00 28.00 1.00 2.00 2.00
100 2.00 99.00 2.00 1.00 29.00 1.00 2.00 2.00
101 2.00 253.00 2.40 1.00 29.00 1.00 2.00 2.00
102 1.00 10.00 1.00 0.00 30.00 1.00 1.00 0.00
103 1.00 41.00 1.61 1.00 30.00 1.00 2.00 2.00
104 1.00 23.00 1.36 1.00 32.00 1.00 2.00 2.00
105 1.00 94.00 1.97 1.00 32.00 1.00 2.00 2.00
106 1.00 120.00 2.08 1.00 32.00 1.00 2.00 2.00
107 2.00 74.00 1.87 1.00 33.00 1.00 2.00 2.00
108 1.00 7.00 0.85 0.00 34.00 1.00 1.00 0.00
109 1.00 10.00 1.00 0.00 34.00 1.00 1.00 0.00
110 1.00 19.00 1.28 1.00 34.00 1.00 2.00 2.00
111 1.00 73.00 1.86 1.00 35.00 0.00 1.00 1.00
112 2.00 12.00 1.08 1.00 37.00 0.00 1.00 1.00
113 1.00 35.00 154 1.00 37.00 0.00 1.00 1.00
114 2.00 38.00 1.58 1.00 37.00 0.00 1.00 1.00
115 1.00 39.00 1.59 1.00 37.00 0.00 1.00 1.00
116 1.00 6.00 0.78 0.00 38.00 0.00 0.00 0.00
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Patient treatcd3 crpfinal logerp cfinaled albfinal Albfincd gps Mgps
117 1.00 6.00 0.78 0.00 38.00 0.00 0.00 0.00
118 1.00 6.00 0.78 0.00 38.00 0.00 0.00 0.00
119 1.00 8.00 0.90 0.00 38.00 0.00 0.00 0.00
120 1.00 190.00 2.28 1.00 38.00 0.00 1.00 1.00
121 1.00 6.00 0.78 0.00 39.00 0.00 0.00 0.00
122 1.00 12.00 1.08 1.00 39.00 0.00 1.00 1.00
123 1.00 57.00 1.76 1.00 39.00 0.00 1.00 1.00
124 2.00 8.00 0.90 0.00 40.00 0.00 0.00 0.00
125 1.00 8.00 0.90 0.00 40.00 0.00 0.00 0.00
126 1.00 24.00 1.38 1.00 40.00 0.00 1.00 1.00
127 2.00 30.00 1.48 1.00 40.00 0.00 1.00 1.00
128 1.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
129 2.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
130 1.00 8.00 0.90 0.00 42.00 0.00 0.00 0.00
131 1.00 36.00 1.56 1.00 42.00 0.00 1.00 1.00
132 2.00 171.00 2.23 1.00 42.00 0.00 1.00 1.00
133 1.00 96.00 1.98 1.00 43.00 0.00 1.00 1.00
134 1.00 6.00 0.78 0.00 44.00 0.00 0.00 0.00
135 1.00 8.00 0.90 0.00 44.00 0.00 0.00 0.00
136 2.00 8.00 0.90 0.00 44.00 0.00 0.00 0.00
137 1.00 6.00 0.78 0.00 46.00 0.00 0.00 0.00
138 1.00 11.00 1.04 1.00 46.00 0.00 1.00 1.00
139 2.00 30.00 1.48 1.00 22.00 1.00 2.00 2.00
140 1.00 60.00 1.78 1.00 25.00 1.00 2.00 2.00
141 1.00 6.00 0.78 0.00 32.00 1.00 1.00 0.00
142 1.00 8.00 0.90 0.00 34.00 1.00 1.00 0.00
143 1.00 6.00 0.78 0.00 36.00 0.00 0.00 0.00
144 1.00 15.00 1.18 1.00 40.00 0.00 1.00 1.00
145 1.00 26.00 141 1.00 40.00 0.00 1.00 1.00
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Patient treatcd3 crpfinal logerp cfinaled albfinal Albfincd gps Mgps
146 1.00 6.00 0.78 0.00 44.00 0.00 0.00 0.00
147 1.00 6.00 0.78 0.00 45.00 0.00 0.00 0.00
148 0.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
149 0.00 33.00 1.52 1.00 32.00 1.00 2.00 2.00
150 0.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
151 0.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
152 0.00 6.00 0.78 0.00 45.00 0.00 0.00 0.00
153 0.00 6.00 0.78 0.00 46.00 0.00 0.00 0.00
154 0.00 6.00 0.78 0.00 37.00 0.00 0.00 0.00
155 0.00 6.00 0.78 0.00 40.00 0.00 0.00 0.00
156 0.00 6.00 0.78 0.00 41.00 0.00 0.00 0.00
157 0.00 6.00 0.78 0.00 44.00 0.00 0.00 0.00
158 0.00 6.00 0.78 0.00 45.00 0.00 0.00 0.00
159 0.00 9.00 0.95 0.00 40.00 0.00 0.00 0.00
160 0.00 7.00 0.85 0.00 42.00 0.00 0.00 0.00
161 0.00 19.00 1.28 1.00 35.00 0.00 1.00 1.00
162 0.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
163 0.00 6.00 0.78 0.00 44.00 0.00 0.00 0.00
164 0.00 8.00 0.90 0.00 44.00 0.00 0.00 0.00
165 0.00 6.00 0.78 0.00 45.00 0.00 0.00 0.00
166 0.00 10.00 1.00 0.00 40.00 0.00 0.00 0.00
167 0.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
168 0.00 7.00 0.85 0.00 44.00 0.00 0.00 0.00
169 0.00 6.00 0.78 0.00 36.00 0.00 0.00 0.00
170 0.00 6.00 0.78 0.00 37.00 0.00 0.00 0.00
171 0.00 6.00 0.78 0.00 40.00 0.00 0.00 0.00
172 0.00 6.00 0.78 0.00 41.00 0.00 0.00 0.00
173 0.00 6.00 0.78 0.00 41.00 0.00 0.00 0.00
174 0.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
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Patient treatcd3 crpfinal logerp cfinaled albfinal Albfincd gps Mgps
175 0.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
176 0.00 36.00 1.56 1.00 37.00 0.00 1.00 1.00
177 0.00 17.00 1.23 1.00 38.00 0.00 1.00 1.00
178 0.00 6.00 0.78 0.00 38.00 0.00 0.00 0.00
179 0.00 6.00 0.78 0.00 39.00 0.00 0.00 0.00
180 0.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
181 0.00 8.00 0.90 0.00 35.00 0.00 0.00 0.00
182 0.00 15.00 1.18 1.00 40.00 0.00 1.00 1.00
183 0.00 6.00 0.78 0.00 41.00 0.00 0.00 0.00
184 0.00 12.00 1.08 1.00 44.00 0.00 1.00 1.00
185 0.00 6.00 0.78 0.00 46.00 0.00 0.00 0.00
186 0.00 8.00 0.90 0.00 46.00 0.00 0.00 0.00
187 0.00 6.00 0.78 0.00 31.00 1.00 1.00 0.00
188 0.00 41.00 1.61 1.00 40.00 0.00 1.00 1.00
189 0.00 6.00 0.78 0.00 44.00 0.00 0.00 0.00
190 0.00 9.00 0.95 0.00 45.00 0.00 0.00 0.00
191 0.00 21.00 1.32 1.00 36.00 0.00 1.00 1.00
192 0.00 6.00 0.78 0.00 40.00 0.00 0.00 0.00
193 0.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
194 0.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
195 0.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
196 0.00 6.00 0.78 0.00 44.00 0.00 0.00 0.00
197 0.00 6.00 0.78 0.00 34.00 1.00 1.00 0.00
198 0.00 6.00 0.78 0.00 37.00 0.00 0.00 0.00
199 0.00 9.00 0.95 0.00 38.00 0.00 0.00 0.00
200 0.00 11.00 1.04 1.00 38.00 0.00 1.00 1.00
201 0.00 6.00 0.78 0.00 39.00 0.00 0.00 0.00
202 0.00 6.00 0.78 0.00 39.00 0.00 0.00 0.00
203 0.00 6.00 0.78 0.00 41.00 0.00 0.00 0.00

254




Patient treatcd3 crpfinal logerp cfinaled albfinal Albfincd gps Mgps
204 0.00 34.00 1.53 1.00 41.00 0.00 1.00 1.00
205 0.00 6.00 0.78 0.00 42.00 0.00 0.00 0.00
206 0.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
207 0.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
208 0.00 6.00 0.78 0.00 43.00 0.00 0.00 0.00
209 0.00 6.00 0.78 0.00 46.00 0.00 0.00 0.00
210 0.00 6.00 0.78 0.00 47.00 0.00 0.00 0.00
211 0.00 6.00 0.78 0.00 36.00 0.00 0.00 0.00
212 0.00 9.00 0.95 0.00 37.00 0.00 0.00 0.00
213 0.00 6.00 0.78 0.00 38.00 0.00 0.00 0.00
214 0.00 6.00 0.78 0.00 39.00 0.00 0.00 0.00
215 0.00 6.00 0.78 0.00 41.00 0.00 0.00 0.00
216 0.00 6.00 0.78 0.00 41.00 0.00 0.00 0.00
217 0.00 6.00 0.78 0.00 41.00 0.00 0.00 0.00
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APPENDIX 6: DATABASE FOR CHAPTER 7:

COMPARISON OF PRE-TREATMENT CLINICAL PROGNOSTIC
FACTORSIN PATIENTSWITH GASTRO-OESOPHAGEAL

CANCER AND PROPOSAL OF A NEW STAGING SYSTEM.
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Patient | mOfl | age agecd weight | karnofer | clinstag clinstge | dateop site positcd | histolog | typecd alcln2
1 1.00 |53 0 1.00 0.00 4.00 94.00 24-Feb-2004 | gastric 1.00 adeno 0.00 0.00
2 1.00 | 82 2 0.00 0.00 1.00 0.00 15-Jan-2003 oesoph 0.00 squam 1.00 0.00
3 0.00 | 82 2 0.00 0.00 3.00 46.00 01-Oct-2002 Oesoph 0.00 adeno 0.00 0.00
4 0.00 | 65 0 1.00 0.00 3.00 46.00 22-May-2003 | Oesoph 0.00 squam 1.00 0.00
5 0.00 |79 2 0.00 32.00 2.00 30.00 30-Aug-2004 | Oesoph 0.00 adeno 0.00 0.00
6 0.00 |73 1 1.00 0.00 3.00 46.00 26-Oct-2004 Oesoph 0.00 squam 1.00 0.00
7 0.00 |53 0 1.00 0.00 1.00 30.00 24-Dec-2002 | Oesoph 0.00 squam 1.00 0.00
8 1.00 | 67 1 1.00 0.00 1.00 0.00 30-Aug-2002 | Gastric 1.00 adeno 0.00 0.00
9 1.00 |57 0 0.00 0.00 4.00 94.00 08-Apr-2004 | Oesoph 0.00 squam 1.00 0.00
10 0.00 |81 2 0.00 0.00 1.00 0.00 22-Jul-2003 Gastric 1.00 adeno 0.00 0.00
11 0.00 |42 0 0.00 0.00 2.00 30.00 18-Aug-2004 | G 1.00 adeno 0.00 0.00
12 0.00 | 68 1 0.00 0.00 1.00 0.00 30-Jun-2004 G 1.00 adeno 0.00 0.00
13 0.00 |72 1 0.00 0.00 1.00 0.00 09-Jan-2002 G 1.00 adeno 0.00 0.00
14 0.00 | 76 2 0.00 0.00 1.00 0.00 11-Jun-2003 G 1.00 adeno 0.00 0.00
15 0.00 |59 0 0.00 0.00 1.00 0.00 29-May-2002 | G 1.00 adeno 0.00 0.00
16 0.00 | 58 0 1.00 0.00 3.00 46.00 25-Jul-2002 @) 0.00 adeno 0.00 0.00
17 0.00 |64 0 0.00 0.00 3.00 46.00 06-Mar-2002 | O 0.00 adeno 0.00 0.00
18 0.00 |59 0 1.00 0.00 2.00 30.00 17-Mar-2003 | O 0.00 squam 1.00 0.00
19 100 |71 1 0.00 0.00 2.00 30.00 12-May-2004 | O 0.00 squam 1.00 0.00
20 0.00 |70 1 0.00 0.00 1.00 0.00 17-Apr-2002 | G 1.00 adeno 0.00 0.00
21 0.00 | 68 1 1.00 0.00 1.00 0.00 02-Oct-2002 0 0.00 adeno 0.00 0.00
22 1.00 | 73 1 0.00 0.00 2.00 30.00 24-Apr-2002 | O 0.00 adeno 0.00 0.00
23 100 |71 1 0.00 0.00 1.00 0.00 25-Jun-2003 0O 0.00 squam 1.00 0.00
24 0.00 | 68 1 1.00 0.00 2.00 30.00 24-Jun-2002 G 1.00 adeno 0.00 0.00
25 0.00 |55 0 1.00 0.00 3.00 46.00 10-Sep-2003 0O 0.00 adeno 0.00 0.00
26 0.00 | 46 0 0.00 0.00 2.00 30.00 26-Jun-2003 @) 0.00 adeno 0.00 0.00
27 1.00 | 48 0 0.00 0.00 3.00 46.00 03-Jul-2002 G 1.00 adeno 0.00 0.00
28 0.00 | 60 0 0.00 0.00 1.00 0.00 06-Oct-2004 G 1.00 adeno 0.00 0.00
29 0.00 | 56 0 1.00 0.00 2.00 30.00 15-Jan-2003 0O 0.00 adeno 0.00 0.00
30 1.00 |74 1 1.00 0.00 2.00 30.00 20-Nov-2004 | Oesoph 0.00 squam 1.00 1.00
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Patient | mOfl | age agecd weight | karnofer | clinstag clinstge | dateop Site positcd | histolog | typecd alcln2
31 1.00 | 54 0 1.00 0.00 4.00 94.00 05-Mar-2002 | Oesoph 0.00 squam 1.00 1.00
32 0.00 | 76 2 0.00 0.00 1.00 0.00 01-Jul-2003 Gastric 1.00 adeno 0.00 1.00
33 0.00 |78 2 0.00 0.00 3.00 46.00 13-Apr-2004 | Oesoph 0.00 squam 1.00 1.00
34 0.00 | 62 0 1.00 0.00 4.00 94.00 30-Dec-2004 | Gastric 1.00 adeno 0.00 1.00
35 1.00 | 89 2 0.00 0.00 4.00 94.00 12-Aug-2002 | Gastric 1.00 adeno 0.00 1.00
36 0.00 |80 2 1.00 0.00 3.00 46.00 28-Jan-2002 Oesoph 0.00 adeno 0.00 1.00
37 0.00 | 60 0 0.00 32.00 1.00 0.00 20-Oct-2004 Gastric 1.00 adeno 0.00 1.00
38 0.00 |49 0 1.00 0.00 4.00 94.00 23-Jun-2004 o/g 0.00 adeno 0.00 1.00
39 0.00 | 76 2 1.00 0.00 3.00 46.00 22-Jul-2003 Oesoph 0.00 adeno 0.00 1.00
40 1.00 | 78 2 1.00 0.00 3.00 46.00 28-Mar-2003 | Oesoph 0.00 squam 1.00 1.00
41 0.00 |64 0 0.00 0.00 4.00 94.00 16-Jul-2004 Gastric 1.00 adeno 0.00 1.00
42 1.00 | 62 0 1.00 0.00 4.00 94.00 08-Oct-2002 Gastric 1.00 adeno 0.00 1.00
43 1.00 | 64 0 1.00 0.00 4.00 94.00 06-Jul-2004 Gastric 1.00 adeno 0.00 1.00
44 0.00 | 88 2 1.00 0.00 3.00 46.00 28-May-2002 | Oesoph 0.00 adeno 0.00 1.00
45 1.00 | 47 0 0.00 0.00 4.00 94.00 07-Dec-2004 | Gastric 1.00 adeno 0.00 1.00
46 0.00 |48 0 1.00 0.00 4.00 94.00 27-Feb-2003 Oesoph 0.00 adeno 0.00 1.00
47 0.00 |70 1 1.00 0.00 3.00 46.00 30-Nov-2004 | Gastric 1.00 adeno 0.00 1.00
48 0.00 |73 1 0.00 0.00 4.00 94.00 01-Sep-2003 Oesoph 0.00 squam 1.00 1.00
49 1.00 |76 2 1.00 0.00 1.00 0.00 14-May-2002 | Oesoph 0.00 adeno 0.00 1.00
50 1.00 | 65 0 1.00 0.00 4.00 94.00 01-Dec-2003 | Gastric 1.00 adeno 0.00 1.00
51 0.00 | 56 0 1.00 0.00 4.00 94.00 20-Oct-2003 Oesoph 0.00 adeno 0.00 1.00
52 1.00 |55 0 0.00 0.00 4.00 94.00 21-Dec-2004 | o/g 0.00 adeno 0.00 1.00
53 0.00 |75 2 1.00 0.00 4.00 94.00 05-May-2004 | Gastric 1.00 adeno 0.00 1.00
54 0.00 | 82 2 1.00 0.00 1.00 0.00 29-Jan-2003 Gastric 1.00 adeno 0.00 1.00
55 1.00 | 79 2 0.00 0.00 4.00 94.00 23-Nov-2004 | Gastric 1.00 adeno 0.00 1.00
56 0.00 | 66 1 1.00 0.00 4.00 94.00 27-Jul-2004 o/g 0.00 adeno 0.00 1.00
57 0.00 |79 2 1.00 68.00 4.00 94.00 01-Apr-2004 | o/g 1.00 adeno 0.00 1.00
58 0.00 | 47 0 1.00 0.00 4.00 94.00 02-Mar-2002 | Gastric 1.00 adeno 0.00 1.00
59 0.00 | 58 0 0.00 0.00 2.00 30.00 12-Apr-2002 | Gastric 1.00 adeno 0.00 1.00
60 0.00 | 67 1 0.00 0.00 4.00 94.00 03-Mar-2003 | Oesoph 0.00 squam 1.00 1.00
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Patient | mOfl | age agecd weight | karnofer | clinstag clinstge | dateop Site positcd | histolog | typecd alcln2
61 0.00 | 64 0 1.00 0.00 3.00 46.00 01-Mar-2004 | Oesoph 0.00 squam 1.00 1.00
62 1.00 | 79 2 1.00 0.00 4.00 94.00 10-Jun-2002 Gastric 1.00 adeno 0.00 1.00
63 0.00 | 63 0 0.00 0.00 4.00 94.00 05-Mar-2004 | o/g 0.00 adeno 0.00 1.00
64 1.00 | 69 1 0.00 0.00 3.00 46.00 23-Apr-2003 | Oesoph 0.00 squam 1.00 1.00
65 1.00 |81 2 1.00 32.00 2.00 30.00 04-May-2004 | Gastric 1.00 adeno 0.00 1.00
66 1.00 | 84 2 0.00 0.00 3.00 46.00 05-Nov-2004 | Oesoph 0.00 adeno 0.00 1.00
67 000 |76 2 1.00 0.00 4.00 94.00 24-Aug-2004 | Gastric 1.00 adeno 0.00 1.00
68 0.00 | 64 0 0.00 0.00 4.00 94.00 23-Aug-2004 | olg 1.00 adeno 0.00 1.00
69 0.00 | 73 1 1.00 0.00 3.00 46.00 14-Jan-2004 Oesoph 0.00 adeno 0.00 1.00
70 0.00 | 73 1 1.00 0.00 4.00 94.00 16-Jul-2004 Gastric 1.00 adeno 0.00 1.00
71 0.00 | 92 2 0.00 0.00 2.00 30.00 23-Dec-2003 | Gastric 1.00 adeno 0.00 1.00
72 0.00 | 60 0 0.00 0.00 4.00 94.00 04-Aug-2003 | Oesoph 0.00 squam 1.00 1.00
73 1.00 | 64 0 0.00 0.00 4.00 94.00 07-Dec-2004 | Gastric 1.00 adeno 0.00 1.00
74 0.00 | 52 0 1.00 0.00 4.00 94.00 05-Jun-2003 o/g 1.00 adeno 0.00 1.00
75 0.00 | 83 2 1.00 0.00 4.00 94.00 03-Sep-2004 | Oesoph 0.00 adeno 0.00 1.00
76 0.00 |81 2 0.00 0.00 1.00 0.00 11-Oct-2004 Gastric 1.00 adeno 0.00 1.00
77 0.00 | 43 0 1.00 0.00 4.00 94.00 06-Jan-2003 o/g 1.00 adeno 0.00 1.00
78 0.00 | 42 0 1.00 0.00 4.00 94.00 17-Mar-2004 | Gastric 1.00 adeno 0.00 1.00
79 1.00 |57 0 1.00 0.00 4.00 94.00 22-Feb-2002 Gastric 1.00 adeon 0.00 1.00
80 000 |74 1 1.00 0.00 4.00 94.00 14-Oct-2003 Gastric 1.00 adeno 0.00 1.00
81 0.00 |61 0 1.00 0.00 3.00 46.00 31-Dec-2002 | Oesoph 0.00 adeno 0.00 1.00
82 0.00 | 49 0 1.00 0.00 4.00 94.00 01-May-2002 | Gastric 1.00 adeno 0.00 1.00
83 0.00 | 80 2 0.00 32.00 3.00 46.00 09-Jun-2003 o/g 1.00 adeno 0.00 1.00
84 0.00 | 65 0 0.00 0.00 4.00 94.00 18-Jun-2002 Oesoph 0.00 squam 1.00 1.00
85 100 |76 2 1.00 0.00 3.00 46.00 20-Oct-2004 Oesoph 0.00 squam 1.00 1.00
86 0.00 | 62 0 1.00 0.00 4.00 94.00 16-Aug-2004 | o/g 0.00 adeno 0.00 1.00
87 1.00 |83 2 1.00 0.00 4.00 94.00 06-Jan-2004 Gadtric 1.00 adeno 0.00 1.00
88 000 |72 1 0.00 0.00 4.00 94.00 30-Jul-2004 Gasdtric 1.00 adeno 0.00 1.00
89 1.00 | 82 2 1.00 0.00 2.00 30.00 26-Mar-2002 | Oesoph 0.00 adeno 0.00 1.00
0 1.00 |94 2 0.00 0.00 2.00 30.00 16-Jan-2004 Oesoph 0.00 adeno 0.00 1.00
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Patient | mOfl | age agecd weight | karnofer | clinstag clinstge | dateop Site positcd | histolog | typecd alcln2
91 0.00 | 68 1 0.00 0.00 4.00 94.00 24-Sep-2003 Gastric 1.00 adeno 0.00 1.00
92 0.00 |75 2 1.00 0.00 4.00 94.00 17-Jun-2002 Oeosph 0.00 squam 1.00 1.00
93 0.00 | 76 2 1.00 0.00 3.00 46.00 16-Sep-2002 Oesoph 0.00 adeno 0.00 1.00
94 0.00 |75 2 1.00 0.00 3.00 46.00 14-Oct-2004 Oesoph 0.00 squam 1.00 1.00
95 0.00 |54 0 1.00 0.00 4.00 94.00 23-Mar-2004 | Oesoph 0.00 adeno 0.00 1.00
96 1.00 |55 0 0.00 0.00 3.00 46.00 20-Aug-2003 | Oesoph 0.00 squam 1.00 1.00
97 0.00 |72 1 1.00 0.00 3.00 46.00 12-Nov-2003 | Oesoph 0.00 adeno 0.00 1.00
98 1.00 | 72 1 1.00 0.00 3.00 46.00 11-Jun-2003 Oesoph 0.00 squam 1.00 1.00
99 0.00 | 83 2 0.00 0.00 4.00 94.00 27-Feb-2004 | o/g 1.00 adeno 0.00 1.00
100 0.00 | 69 1 1.00 0.00 4.00 94.00 14-Jan-2004 Oesoph 0.00 squam 1.00 1.00
101 1.00 | 77 2 1.00 0.00 3.00 46.00 07-Dec-2004 | Gastric 1.00 adeno 0.00 1.00
102 1.00 | 64 0 1.00 0.00 1.00 0.00 12-Nov-2002 | Gastric 1.00 adeno 0.00 1.00
103 0.00 |79 2 0.00 0.00 3.00 46.00 10-Nov-2004 | Oesoph 0.00 adeno 0.00 1.00
104 0.00 | 82 2 1.00 0.00 4.00 94.00 27-Sep-2002 Oesoph 0.00 squam 1.00 1.00
105 1.00 |61 0 0.00 0.00 4.00 94.00 20-Aug-2002 | Oesoph 0.00 squam 1.00 1.00
106 0.00 | 66 1 0.00 0.00 4.00 94.00 06-Jan-2004 Oesoph 0.00 squam 1.00 1.00
107 1.00 | 84 2 1.00 0.00 4.00 94.00 05-Feb-2002 Oesoph 0.00 adeno 0.00 1.00
108 1.00 | 47 0 0.00 0.00 4.00 94.00 09-Sep-2003 Gastric 1.00 adeno 0.00 1.00
109 0.00 |75 2 1.00 0.00 3.00 46.00 14-Sep-2004 | o/g 1.00 adeno 0.00 1.00
110 0.00 | 65 0 1.00 0.00 4.00 94.00 11-Oct-2002 Oesoph 0.00 adeno 0.00 1.00
111 1.00 | 67 1 1.00 0.00 4.00 94.00 26-Nov-2004 | Oesoph 0.00 adeno 0.00 1.00
112 1.00 | 66 1 0.00 0.00 2.00 30.00 19-Sep-2003 Oesoph 0.00 adeno 0.00 1.00
113 1.00 | 54 0 0.00 0.00 4.00 94.00 06-Dec-2004 | Gastric 1.00 adeno 0.00 1.00
114 0.00 |72 1 1.00 0.00 3.00 46.00 22-Dec-2003 | Oesoph 0.00 squam 1.00 1.00
115 0.00 | 69 1 1.00 0.00 4.00 94.00 26-Feb-2002 Gastric 1.00 adeno 0.00 1.00
116 0.00 |80 2 0.00 0.00 4.00 94.00 30-Jul-2004 Oesoph 0.00 squam 1.00 1.00
117 1.00 |41 0 1.00 0.00 4.00 94.00 14-Jun-2004 Gastric 1.00 adeno 0.00 1.00
118 0.00 |81 2 1.00 0.00 4.00 94.00 02-Sep-2004 | o/g 1.00 adeno 0.00 1.00
119 1.00 | 82 2 0.00 0.00 1.00 0.00 05-Jul-2002 Oesoph 0.00 squam 1.00 1.00
120 1.00 | 44 0 1.00 0.00 3.00 46.00 21-May-2002 | Gastric 1.00 adeno 0.00 1.00
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Patient | mOfl | age agecd weight | karnofer | clinstag clinstge | dateop Site positcd | histolog | typecd alcln2
121 0.00 | 77 2 1.00 0.00 4.00 94.00 07-Mar-2003 | Gastric 1.00 adeno 0.00 1.00
122 1.00 |81 2 0.00 32.00 1.00 0.00 03-Nov-2003 | Gastric 1.00 adeno 0.00 1.00
123 000 |75 2 1.00 0.00 4.00 94.00 08-Jan-2002 Gastric 1.00 adeno 0.00 1.00
124 0.00 |77 2 1.00 0.00 3.00 46.00 12-Apr-2002 | Oesoph 0.00 squam 1.00 1.00
125 0.00 |81 2 1.00 0.00 3.00 46.00 16-Oct-2003 Oesoph 0.00 adeno 0.00 1.00
126 000 |79 2 0.00 0.00 3.00 46.00 01-Oct-2004 Oesoph 0.00 sguam 1.00 1.00
127 000 |70 1 0.00 0.00 3.00 46.00 10-May-2004 | Oesoph 0.00 adeno 0.00 1.00
128 000 |76 2 1.00 0.00 4.00 94.00 26-Mar-2004 | Gastric 1.00 adeno 0.00 1.00
129 0.00 | 45 0 1.00 0.00 4.00 94.00 01-Mar-2002 | Gastric 1.00 adeno 0.00 1.00
130 1.00 | 86 2 1.00 0.00 4.00 94.00 04-Aug-2003 | Gastric 1.00 adeno 0.00 1.00
131 0.00 | 46 0 1.00 0.00 2.00 30.00 22-Feb-2002 o/g 0.00 adeno 0.00 1.00
132 0.00 | 46 0 1.00 0.00 2.00 30.00 22-Feb-2002 Oesoph 0.00 adeno 0.00 1.00
133 000 |72 1 1.00 0.00 1.00 0.00 04-Sep-2003 Oesoph 0.00 squam 1.00 1.00
134 0.00 |55 0 1.00 0.00 3.00 46.00 20-Jan-2004 Oesoph 0.00 squam 1.00 1.00
135 0.00 | 65 0 1.00 0.00 3.00 46.00 21-Feb-2002 Gastric 1.00 adeno 0.00 1.00
136 000 |75 2 1.00 0.00 3.00 46.00 19-Feb-2004 | Oesoph 0.00 adeno 0.00 1.00
137 0.00 | 65 0 0.00 0.00 3.00 46.00 23-Apr-2003 | Oesoph 0.00 squam 1.00 1.00
138 100 |75 2 1.00 0.00 4.00 94.00 04-Dec-2003 | Gastric 1.00 adeno 0.00 1.00
139 000 |76 2 1.00 0.00 4.00 94.00 28-Jun-2002 Oesoph 0.00 adeno 0.00 1.00
140 000 |76 2 1.00 0.00 4.00 94.00 30-May-2003 | Gastric 1.00 adeno 0.00 1.00
141 0.00 | 66 1 1.00 0.00 4.00 94.00 30-Jul-2003 Oesoph 0.00 adeno 0.00 1.00
142 0.00 |61 0 1.00 0.00 4.00 94.00 15-Mar-2004 | Oesoph 0.00 squam 1.00 1.00
143 1.00 |56 0 1.00 0.00 4.00 94.00 08-Aug-2002 | Oesoph 0.00 adeno 0.00 1.00
144 000 |72 1 1.00 0.00 4.00 94.00 26-Nov-2002 | Oesoph 0.00 squam 1.00 1.00
145 1.00 |83 2 1.00 0.00 4.00 94.00 07-May-2003 | Oesoph 0.00 adeno 0.00 1.00
146 1.00 |63 0 0.00 0.00 4.00 94.00 23-Aug-2002 | Gastric 1.00 adeno 0.00 1.00
147 0.00 | 84 2 0.00 32.00 1.00 0.00 22-Oct-2004 Gadtric 1.00 adeno 0.00 1.00
148 0.00 |43 0 1.00 0.00 4.00 94.00 16-Apr-2002 | Oesoph 0.00 adeno 0.00 1.00
149 0.00 |57 0 1.00 0.00 4.00 94.00 16-Jan-2002 Gadtric 1.00 adeno 0.00 1.00
150 1.00 | 68 1 0.00 0.00 2.00 30.00 22-Jun-2004 Gadtric 1.00 adeno 0.00 1.00

261




Patient | mOfl | age agecd weight | karnofer | clinstag clinstge | dateop Site positcd | histolog | typecd alcln2
151 1.00 | 62 0 0.00 0.00 4.00 94.00 09-May-2003 | Gastric 1.00 adeno 0.00 1.00
152 0.00 |80 2 1.00 0.00 4.00 94.00 25-Jun-2002 Oesoph 0.00 squam 1.00 1.00
153 0.00 | 83 2 0.00 0.00 4.00 94.00 21-Oct-2002 o/g 1.00 adeno 0.00 1.00
154 0.00 |42 0 1.00 0.00 4.00 94.00 17-Sep-2004 | o/g 1.00 adeno 0.00 1.00
155 0.00 |75 2 1.00 0.00 3.00 46.00 31-Jan-2003 Oesoph 0.00 adeno 0.00 1.00
156 0.00 |76 2 0.00 0.00 4.00 94.00 10-Dec-2002 | Oesoph 0.00 adeno 0.00 1.00
157 0.00 | 56 0 0.00 0.00 3.00 46.00 06-May-2003 | Oesoph 0.00 squam 1.00 1.00
158 1.00 | 82 2 1.00 0.00 3.00 46.00 30-Nov-2004 | Oesoph 0.00 squam 1.00 1.00
159 0.00 | 87 2 1.00 32.00 3.00 46.00 08-Aug-2004 | Oesoph 0.00 squam 1.00 1.00
160 0.00 |79 2 1.00 32.00 3.00 46.00 12-Sep-2003 Gastric 1.00 adeno 0.00 1.00
161 000 |74 1 0.00 0.00 4.00 94.00 18-Nov-2003 | Gastric 1.00 adeno 0.00 1.00
162 1.00 | 77 2 1.00 0.00 3.00 46.00 19-Dec-2003 | Gastric 1.00 adeno 0.00 1.00
163 1.00 | 87 2 0.00 68.00 2.00 30.00 19-Mar-2004 | Oesoph 0.00 adeno 0.00 1.00
164 0.00 |55 0 1.00 0.00 4.00 94.00 19-Jun-2003 Gastric 1.00 adeno 0.00 1.00
165 0.00 |52 0 1.00 0.00 4.00 94.00 10-Dec-2002 | Oesoph 0.00 adeno 0.00 1.00
166 0.00 |78 2 1.00 32.00 4.00 94.00 04-Jun-2004 Oesoph 0.00 squam 1.00 1.00
167 0.00 | 39 0 0.00 0.00 4.00 94.00 17-Sep-2004 | Oesoph 0.00 squam 1.00 1.00
168 1.00 | 82 2 0.00 0.00 2.00 30.00 29-Mar-2004 | Oesoph 0.00 squam 1.00 1.00
169 0.00 | 89 2 1.00 0.00 3.00 46.00 09-Oct-2002 Oesoph 0.00 squam 1.00 1.00
170 0.00 |44 0 0.00 0.00 4.00 94.00 29-Jul-2004 o/g 1.00 adeno 0.00 1.00
171 0.00 |55 0 1.00 0.00 3.00 46.00 13-Mar-2002 | Gastric 1.00 adeno 0.00 1.00
172 0.00 | 82 2 1.00 0.00 1.00 0.00 29-Oct-2002 o/g 0.00 adeno 0.00 1.00
173 0.00 | 60 0 1.00 0.00 4.00 94.00 10-Jun-2002 Gastric 1.00 adeno 0.00 1.00
174 100 |71 1 1.00 0.00 4.00 94.00 05-Jul-2002 Gastric 1.00 adeno 0.00 1.00
175 0.00 | 67 1 0.00 0.00 4.00 94.00 09-Apr-2002 | Oesoph 0.00 squam 1.00 1.00
176 1.00 |70 1 1.00 0.00 4.00 94.00 10-Mar-2004 | Oesoph 0.00 adeno 0.00 1.00
177 1.00 | 68 1 1.00 0.00 3.00 46.00 20-Nov-2003 | Oesoph 0.00 squam 1.00 1.00
178 0.00 |73 1 1.00 0.00 3.00 46.00 29-Feb-2004 | Oesoph 0.00 squam 1.00 1.00
179 1.00 | 63 0 0.00 0.00 3.00 46.00 18-Oct-2004 Oesoph 0.00 squam 1.00 1.00
180 100 |71 1 1.00 0.00 4.00 94.00 01-Sep-2004 | Oesoph 0.00 adeno 0.00 1.00
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Patient | mOfl | age agecd weight | karnofer | clinstag clinstge | dateop Site positcd | histolog | typecd alcln2
181 1.00 | 77 2 1.00 0.00 4.00 94.00 23-Mar-2004 | olg 1.00 adeno 0.00 1.00
182 0.00 | 76 2 1.00 32.00 2.00 30.00 25-Jun-2004 Gastric 1.00 adeno 0.00 1.00
183 000 |71 1 1.00 0.00 2.00 30.00 17-Dec-2002 | Oesoph 0.00 squam 1.00 1.00
184 000 |71 1 1.00 0.00 1.00 0.00 13-May-2004 | Gastric 1.00 adeno 0.00 1.00
185 1.00 |81 2 0.00 0.00 1.00 0.00 26-Nov-2002 | Oesoph 0.00 adeno 0.00 1.00
186 0.00 | 83 2 0.00 32.00 4.00 94.00 24-Sep-2004 | Oesoph 0.00 squam 1.00 1.00
187 0.00 | 62 0 1.00 0.00 4.00 94.00 21-Jan-2004 Oesoph 0.00 adeno 0.00 1.00
188 0.00 | 65 0 0.00 0.00 4.00 94.00 30-Apr-2003 | Gastric 1.00 adeno 0.00 1.00
189 1.00 |42 0 0.00 0.00 4.00 94.00 23-Jan-2003 Gastric 1.00 adeno 0.00 1.00
190 1.00 |83 2 1.00 0.00 3.00 46.00 17-Dec-2002 | Oesoph 0.00 squam 1.00 1.00
191 0.00 |30 0 1.00 0.00 4.00 94.00 16-Oct-2003 o/g 1.00 adeno 0.00 1.00
192 0.00 | 66 1 1.00 0.00 2.00 30.00 23-Apr-2002 | Oesoph 0.00 adeno 0.00 1.00
193 0.00 |77 2 0.00 0.00 1.00 0.00 09-Sep-2003 o/g 1.00 adeno 0.00 1.00
194 1.00 | 70 1 0.00 0.00 2.00 30.00 25-Mar-2003 | O 0.00 adeno 0.00 1.00
195 0.00 | 52 0 1.00 0.00 2.00 30.00 10-May-2004 | G 1.00 adeno 0.00 1.00
196 000 |70 1 1.00 0.00 3.00 46.00 01-Nov-2002 | G 1.00 adeno 0.00 1.00
197 000 |70 1 1.00 0.00 3.00 46.00 20-Aug-2003 | G 1.00 adeno 0.00 1.00
198 1.00 | 46 0 1.00 0.00 2.00 30.00 17-Jun-2004 0 0.00 squam 1.00 1.00
199 0.00 | 58 0 1.00 0.00 2.00 30.00 28-Apr-2004 | O 0.00 squam 1.00 1.00
200 0.00 | 64 0 0.00 0.00 1.00 0.00 05-Sep-2002 G 1.00 adeno 0.00 1.00
201 0.00 | 69 1 0.00 0.00 1.00 0.00 04-Feb-2004 | O 0.00 adeno 0.00 1.00
202 000 |75 2 1.00 0.00 2.00 30.00 03-Sep-2002 G 1.00 adeno 0.00 1.00
203 0.00 | 68 1 1.00 0.00 3.00 46.00 20-Mar-2002 | G 1.00 adeno 0.00 1.00
204 0.00 |59 0 1.00 0.00 3.00 46.00 27-Aug-2003 | O 0.00 adeno 0.00 1.00
205 0.00 | 68 1 0.00 0.00 3.00 46.00 03-Jun-2002 0 0.00 adeno 0.00 1.00
206 0.00 |51 0 1.00 0.00 3.00 46.00 22-Dec-2004 | O 0.00 squam 1.00 1.00
207 000 |74 1 0.00 0.00 3.00 46.00 10-Sep-2003 G 1.00 adeno 0.00 1.00
208 0.00 |61 0 1.00 0.00 4.00 94.00 04-Jun-2003 Oesoph 0.00 adeno 0.00 2.00
209 000 |72 1 0.00 32.00 4.00 94.00 09-Jul-2003 Gadtric 1.00 adeno 0.00 2.00
210 0.00 | 64 0 1.00 0.00 3.00 46.00 08-Oct-2002 Oesoph 0.00 squam 1.00 2.00
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Patient | mOfl | age agecd weight | karnofer | clinstag clinstge | dateop Site positcd | histolog | typecd alcln2
211 0.00 | 60 0 1.00 0.00 4.00 94.00 03-Dec-2004 | o/g 1.00 adeno 0.00 2.00
212 0.00 |75 2 1.00 0.00 2.00 30.00 10-Sep-2002 Oesoph 0.00 adeno 0.00 2.00
213 1.00 |58 0 0.00 0.00 1.00 0.00 21-Apr-2004 | O 0.00 squam 1.00 2.00
214 1.00 |80 2 1.00 0.00 2.00 30.00 11-Feb-2004 | O 0.00 adeno 0.00 2.00
215 0.00 | 62 0 1.00 0.00 3.00 46.00 21-May-2003 | O 0.00 adeno 0.00 2.00
216 0.00 | 68 1 0.00 0.00 2.00 30.00 03-Mar-2003 | O 0.00 adeno 0.00 2.00
217 1.00 | 38 0 1.00 0.00 3.00 46.00 13-Aug-2003 | O 0.00 adeno 0.00 2.00
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Patient | doffu survmths crpgres crpfinal cfinaled | albfinal | albfincd | mgps | ers erscd | treatment treatcd
1 31-Jul-2008 53.97 1.00 8.00 0.00 38.00 0.00 0.00 | 134.00 | 2.00 | Chemo 2.00
2 31-Jul-2008 67.47 1.00 11.00 1.00 39.00 0.00 1.00 | 20.00 0.00 | DXT 2.00
3 31-Jul-2008 71.00 1.00 16.00 1.00 40.00 0.00 1.00 | 66.00 1.00 | rad chem/rad 1.00
4 31-Jul-2008 63.23 0.00 5.00 0.00 48.00 0.00 0.00 | 66.00 1.00 | Chemo/DXT 2.00
5 31-Jul-2008 47.70 0.00 5.00 0.00 40.00 0.00 0.00 | 62.00 1.00 | DXT 2.00
6 31-Jul-2008 45.80 1.00 62.00 1.00 38.00 0.00 1.00 | 86.00 1.00 | DXT 2.00
7 31-Jul-2008 68.20 0.00 5.00 0.00 46.00 0.00 0.00 | 50.00 0.00 | rad chem/rad 1.00
8 31-Jul-2008 72.07 1.00 8.00 0.00 44.00 0.00 0.00 | 40.00 0.00 | None 3.00
9 31-Jul-2008 52.50 1.00 8.00 0.00 41.00 0.00 0.00 | 114.00 | 1.00 | rad chem/rad 1.00
10 31-Jul-2008 61.20 0.00 5.00 0.00 42.00 0.00 0.00 | 0.00 0.00 | Laser 3.00
11 31-Jul-2008 48.10 0.00 5.00 0.00 46.00 0.00 0.00 | 30.00 0.00 | Surg 0.00
12 31-Jul-2008 49.73 0.00 5.00 0.00 45.00 0.00 0.00 | 0.00 0.00 | Surg 0.00
13 31-Jul-2008 79.83 0.00 5.00 0.00 41.00 0.00 0.00 | 0.00 0.00 | Surg 0.00
14 31-Jul-2008 62.57 0.00 5.00 0.00 41.00 0.00 0.00 | 0.00 0.00 | Surg 0.00
15 31-Jul-2008 75.17 0.00 5.00 0.00 42.00 0.00 0.00 | 0.00 0.00 | Surg 0.00
16 31-Jul-2008 73.27 0.00 5.00 0.00 47.00 0.00 0.00 | 66.00 1.00 | Surg 0.00
17 31-Jul-2008 77.97 0.00 5.00 0.00 39.00 0.00 0.00 | 46.00 0.00 | Surg 0.00
18 31-Jul-2008 65.43 0.00 5.00 0.00 45.00 0.00 0.00 | 50.00 0.00 | Surg 0.00
19 31-Jul-2008 51.37 0.00 5.00 0.00 44.00 0.00 0.00 | 30.00 0.00 | Surg 0.00
20 31-Jul-2008 76.57 0.00 5.00 0.00 43.00 0.00 0.00 | 0.00 0.00 | Surg 0.00
21 31-Jul-2008 70.97 0.00 5.00 0.00 42.00 0.00 0.00 | 20.00 0.00 | Surg 0.00
22 31-Jul-2008 76.33 0.00 5.00 0.00 43.00 0.00 0.00 | 30.00 0.00 | Surg 0.00
23 31-Jul-2008 62.10 0.00 5.00 0.00 40.00 0.00 0.00 | 0.00 0.00 | Surg 0.00
24 31-Jul-2008 74.30 1.00 7.00 0.00 44.00 0.00 0.00 | 70.00 1.00 | Surg 0.00
25 31-Jul-2008 59.53 0.00 5.00 0.00 37.00 0.00 0.00 | 66.00 1.00 | Surg 0.00
26 31-Jul-2008 62.07 0.00 5.00 0.00 48.00 0.00 0.00 | 30.00 0.00 | Surg 0.00
27 31-Jul-2008 74.00 0.00 5.00 0.00 45.00 0.00 0.00 | 46.00 0.00 | Surg 0.00
28 31-Jul-2008 46.47 0.00 5.00 0.00 41.00 0.00 0.00 | 0.00 0.00 | Surg 0.00
29 31-Jul-2008 67.47 0.00 5.00 0.00 47.00 0.00 0.00 | 50.00 0.00 | Surg 0.00
30 24-Aug-2005 | 9.23 1.00 19.00 1.00 45.00 0.00 1.00 | 70.00 1.00 | rad chem/rad 1.00
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Patient | doffu survmths crpgres crpfina cfinaled | albfinal | albfincd | mgps | ers erscd | treatment treatcd
31 05-May-2002 | 2.03 1.00 31.00 1.00 40.00 0.00 1.00 | 13400 | 200 | Chemo/DXT 2.00
32 08-Oct-2004 15.50 1.00 10.00 0.00 34.00 1.00 0.00 | 20.00 0.00 | Laser 3.00
33 10-Apr-2005 | 12.07 0.00 5.00 0.00 43.00 0.00 0.00 | 46.00 0.00 | DXT 2.00
34 08-Feb-2005 1.33 1.00 15.00 1.00 39.00 0.00 1.00 | 13400 | 200 | DXT 2.00
35 04-Nov-2002 | 2.80 1.00 8.00 0.00 40.00 0.00 0.00 | 114.00 | 1.00 | Laser 3.00
36 24-May-2002 | 3.87 0.00 5.00 0.00 35.00 0.00 0.00 | 66.00 1.00 | Stent 3.00
37 13-Feb-2008 | 40.37 1.00 29.00 1.00 31.00 1.00 2.00 | 52.00 0.00 | Laser 3.00
38 21-Jul-2004 0.93 1.00 217.00 1.00 43.00 0.00 1.00 | 134.00 | 200 | Chemo 2.00
39 17-Nov-2004 | 16.13 0.00 5.00 0.00 42.00 0.00 0.00 | 66.00 1.00 | DXT 2.00
40 03-Sep-2004 17.50 1.00 122.00 1.00 35.00 0.00 1.00 | 86.00 1.00 | Laser 3.00
41 10-Oct-2004 2.87 1.00 11.00 1.00 43.00 0.00 1.00 | 11400 | 1.00 | DXT 2.00
42 05-Jun-2003 8.00 1.00 89.00 1.00 38.00 0.00 1.00 | 134.00 | 200 | Chemo 2.00
43 10-Sep-2004 2.20 1.00 64.00 1.00 41.00 0.00 1.00 | 134.00 | 200 | Chemo 2.00
44 24-Oct-2002 4.97 0.00 5.00 0.00 33.00 1.00 0.00 | 66.00 1.00 | Laser 3.00
45 26-Dec-2004 | 0.63 1.00 79.00 1.00 40.00 0.00 1.00 | 11400 | 1.00 | None 3.00
46 27-Dec-2003 | 10.10 1.00 19.00 1.00 34.00 1.00 2.00 | 134.00 | 2.00 | Chemo/DXT 2.00
47 19-Jun-2005 6.70 0.00 5.00 0.00 39.00 0.00 0.00 | 66.00 1.00 | Chemo/DXT 2.00
48 13-Dec-2003 | 3.43 1.00 22.00 1.00 34.00 1.00 200 | 114.00 | 1.00 | Chemo 2.00
49 28-Nov-2002 | 6.60 0.00 1.00 0.00 44.00 0.00 0.00 | 20.00 0.00 | rad chem/rad 1.00
50 12-Jan-2004 1.40 1.00 53.00 1.00 40.00 0.00 1.00 | 13400 | 200 | Chemo 2.00
51 12-Oct-2004 11.93 1.00 97.00 1.00 43.00 0.00 1.00 | 13400 | 200 | DXT 2.00
52 26-Aug-2005 | 8.27 1.00 8.00 0.00 50.00 0.00 0.00 | 114.00 | 1.00 | Chemo 2.00
53 03-Feb-2005 | 9.13 0.00 5.00 0.00 32.00 1.00 0.00 | 114.00 | 1.00 | Chemo/DXT 2.00
54 03-Jun-2003 4.17 1.00 15.00 1.00 35.00 0.00 1.00 | 40.00 0.00 | Laser 3.00
55 04-May-2005 | 5.40 0.00 5.00 0.00 42.00 0.00 0.00 | 94.00 1.00 | None 3.00
56 04-Feb-2005 6.40 0.00 5.00 0.00 40.00 0.00 0.00 | 114.00 | 1.00 | Chemo & Laser 2.00
57 01-May-2005 | 13.17 0.00 5.00 0.00 39.00 0.00 0.00 | 182.00 | 2.00 | Laser 3.00
58 25-May-2002 | 2.80 1.00 57.00 1.00 39.00 0.00 1.00 | 13400 | 200 | Chemo 2.00
59 21-Nov-2002 | 7.43 1.00 36.00 1.00 42.00 0.00 1.00 | 50.00 0.00 | Chemo 2.00
60 07-Apr-2003 | 1.17 1.00 275.00 1.00 40.00 0.00 1.00 | 11400 | 1.00 | DXT 2.00
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Patient | doffu survmths crpgres crpfinal cfinaled | albfinal | albfincd | mgps | ers erscd | treatment treatcd
61 26-Jan-2005 11.03 1.00 10.00 0.00 44.00 0.00 0.00 | 86.00 1.00 | rad chem/rad 1.00
62 24-Jul-2002 1.47 1.00 74.00 1.00 33.00 1.00 2.00 | 134.00 | 2.00 | None 3.00
63 11-Aug-2005 | 17.47 1.00 10.00 0.00 45.00 0.00 0.00 | 114.00 | 1.00 | Chemo/DXT 2.00
64 25-Aug-2003 | 4.13 1.00 50.00 1.00 31.00 1.00 2.00 | 66.00 1.00 | Trachy & DXT 2.00
65 09-May-2005 | 12.33 0.00 5.00 0.00 39.00 0.00 0.00 | 82.00 1.00 | Laser 3.00
66 18-Apr-2005 | 5.47 1.00 7.00 0.00 36.00 0.00 0.00 | 66.00 1.00 | DXT & Laser 2.00
67 05-Oct-2004 1.40 1.00 38.00 1.00 37.00 0.00 1.00 | 13400 | 200 | None 3.00
68 04-Nov-2004 | 2.43 1.00 19.00 1.00 34.00 1.00 200 | 114.00 | 1.00 | Laser 3.00
69 08-Dec-2004 | 10.97 0.00 6.00 0.00 47.00 0.00 0.00 | 66.00 1.00 | Chemo/DXT 2.00
70 30-Sep-2005 14.70 0.00 6.00 0.00 38.00 0.00 0.00 | 114.00 | 1.00 | Chemo 2.00
71 01-May-2004 | 4.33 1.00 64.00 1.00 38.00 0.00 1.00 | 50.00 0.00 | Stent 3.00
72 23-Sep-2003 1.67 1.00 19.00 1.00 39.00 0.00 1.00 | 11400 | 1.00 | Chemo/DXT 2.00
73 10-Oct-2005 10.23 1.00 7.00 0.00 43.00 0.00 0.00 | 114.00 | 1.00 | DXT 2.00
74 01-Sep-2004 15.13 1.00 42.00 1.00 37.00 0.00 1.00 | 13400 | 200 | Chemo & Laser 2.00
75 05-Nov-2004 | 2.10 1.00 36.00 1.00 33.00 1.00 200 | 134.00 | 2.00 | Laser 3.00
76 01-Dec-2005 | 13.87 1.00 60.00 1.00 25.00 1.00 2.00 | 20.00 0.00 | Laser 3.00
77 28-Aug-2003 | 7.80 1.00 190.00 1.00 38.00 0.00 1.00 | 13400 | 200 | Chemo 2.00
78 24-Apr-2004 | 1.27 1.00 30.00 1.00 22.00 1.00 2.00 | 134.00 | 2.00 | None 3.00
79 16-Mar-2002 | 0.73 1.00 28.00 1.00 36.00 0.00 1.00 | 13400 | 2.00 | gastro-je 3.00
80 04-Nov-2003 | 0.70 1.00 109.00 1.00 35.00 0.00 1.00 | 13400 | 200 | None 3.00
81 26-Jul-2005 31.27 1.00 19.00 1.00 41.00 0.00 1.00 | 86.00 1.00 | rad chem/rad 1.00
82 27-May-2002 | 0.87 1.00 39.00 1.00 37.00 0.00 1.00 | 13400 | 200 | Laser 3.00
83 16-Oct-2004 16.50 1.00 24.00 1.00 40.00 0.00 1.00 | 98.00 1.00 | Laser 3.00
84 23-Dec-2002 | 6.27 1.00 216.00 1.00 27.00 1.00 200 | 114.00 | 1.00 | DXT & Laser 2.00
85 22-Mar-2005 | 5.10 0.00 5.00 0.00 44.00 0.00 0.00 | 66.00 1.00 | Stent 3.00
86 03-Nov-2004 | 2.63 1.00 36.00 1.00 35.00 0.00 1.00 | 13400 | 200 | Chemo 2.00
87 10-Jun-2004 5.20 1.00 8.00 0.00 42.00 0.00 0.00 |134.00 | 200 | Laser 3.00
88 21-Aug-2004 | 0.73 1.00 68.00 1.00 34.00 1.00 200 | 114.00 | 1.00 | Chemo 2.00
89 16-May-2002 | 1.70 1.00 23.00 1.00 39.00 0.00 1.00 | 70.00 1.00 | Stent 3.00
90 13-Sep-2004 | 8.03 0.00 5.00 0.00 33.00 1.00 0.00 | 30.00 0.00 | Stent 3.00
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Patient | doffu survmths crpgres crpfina cfinaled | albfinal | albfincd | mgps | ers erscd | treatment treatcd
91 31-Dec-2003 | 3.27 0.00 5.00 0.00 38.00 0.00 0.00 | 94.00 1.00 | Laser 3.00
92 24-Dec-2002 | 6.33 1.00 133.00 1.00 40.00 0.00 1.00 | 13400 | 200 | Laser 3.00
93 09-Jun-2003 8.87 1.00 25.00 1.00 44.00 0.00 1.00 | 86.00 1.00 | Laser 3.00
94 12-Dec-2004 | 1.97 1.00 70.00 1.00 34.00 1.00 2.00 | 86.00 1.00 | Stent 3.00
95 01-Feb-2005 10.50 0.00 5.00 0.00 43.00 0.00 0.00 | 114.00 | 1.00 | Chemo 2.00
96 17-Jan-2004 5.00 1.00 48.00 1.00 45.00 0.00 1.00 | 66.00 1.00 | rad chem/rad 1.00
97 18-Apr-2005 | 17.43 1.00 15.00 1.00 39.00 0.00 1.00 | 86.00 1.00 | CH/DXT &Laser 2.00
98 02-Feb-2004 7.87 1.00 51.00 1.00 45.00 0.00 1.00 | 86.00 1.00 | DXT & Laser 2.00
99 03-May-2004 | 2.20 1.00 96.00 1.00 30.00 1.00 200 | 114.00 | 1.00 | Laser 3.00
100 24-Jan-2005 12.53 1.00 20.00 1.00 41.00 0.00 1.00 | 134.00 | 200 | Chemo/DXT 2.00
101 20-Mar-2005 | 343 0.00 5.00 0.00 31.00 1.00 0.00 | 66.00 1.00 | Stent 3.00
102 16-Jan-2004 14.33 1.00 18.00 1.00 43.00 0.00 1.00 | 40.00 0.00 | Chemo 2.00
103 30-Jan-2006 14.87 0.00 5.00 0.00 41.00 0.00 0.00 | 46.00 0.00 | Laser 3.00
104 16-Jan-2003 3.70 1.00 27.00 1.00 46.00 0.00 1.00 | 134.00 | 200 | None 3.00
105 12-Mar-2003 | 6.80 0.00 5.00 0.00 43.00 0.00 0.00 | 94.00 1.00 | DXT 2.00
106 19-Apr-2005 | 15.63 0.00 1.00 0.00 44.00 0.00 0.00 | 94.00 1.00 | rad chem/rad 1.00
107 28-May-2002 | 3.73 1.00 12.00 1.00 41.00 0.00 1.00 | 13400 | 200 | Laser 3.00
108 13-May-2004 | 8.23 0.00 5.00 0.00 37.00 0.00 0.00 | 94.00 1.00 | Chemo/DXT 2.00
109 03-Nov-2005 | 13.83 1.00 10.00 0.00 30.00 1.00 0.00 | 86.00 1.00 | Chemo/DXT 2.00
110 09-Dec-2002 | 1.97 1.00 14.00 1.00 36.00 0.00 1.00 | 13400 | 200 | Stent 3.00
111 23-Mar-2006 | 16.07 1.00 16.00 1.00 44.00 0.00 1.00 | 134.00 | 200 | DXT 2.00
112 08-Sep-2005 24.00 0.00 1.00 0.00 43.00 0.00 0.00 | 30.00 0.00 | rad chem/rad 1.00
113 06-Nov-2005 | 11.17 0.00 5.00 0.00 38.00 0.00 0.00 | 94.00 1.00 | Chemo 2.00
114 07-Jul-2004 6.60 1.00 36.00 1.00 43.00 0.00 1.00 | 86.00 1.00 | Chemo/DXT 2.00
115 01-Apr-2002 | 1.13 1.00 44.00 1.00 37.00 0.00 1.00 | 13400 | 200 | Chemo 2.00
116 09-Sep-2004 1.37 1.00 173.00 1.00 35.00 0.00 1.00 | 11400 | 1.00 | None 3.00
117 11-Feb-2005 | 8.07 1.00 88.00 1.00 35.00 0.00 1.00 | 13400 | 200 | Chemo & Laser 2.00
118 21-Oct-2004 1.63 1.00 23.00 1.00 28.00 1.00 2.00 | 134.00 | 2.00 | None 3.00
119 11-Mar-2004 | 20.50 0.00 5.00 0.00 35.00 0.00 0.00 | 0.00 0.00 | DXT & Laser 2.00
120 10-Aug-2002 | 2.70 1.00 45.00 1.00 44.00 0.00 1.00 | 86.00 1.00 | gastro-jg 3.00
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Patient | doffu survmths crpgres crpfinal cfinaled | albfinal | albfincd | mgps | ers erscd | treatment treatcd
121 17-Apr-2003 | 1.37 1.00 31.00 1.00 28.00 1.00 2.00 | 134.00 | 2.00 | None 3.00
122 20-Oct-2005 23.90 0.00 5.00 0.00 42.00 0.00 0.00 | 32.00 0.00 | Laser 3.00
123 11-Feb-2002 1.13 1.00 94.00 1.00 32.00 1.00 2.00 | 134.00 | 2.00 | Chemo/DXT 2.00
124 29-May-2002 | 1.57 0.00 5.00 0.00 36.00 0.00 0.00 | 66.00 1.00 | Stent 3.00
125 24-Sep-2004 11.47 1.00 16.00 1.00 42.00 0.00 1.00 | 86.00 1.00 | DXT & Laser 2.00
126 25-Mar-2007 | 30.17 1.00 10.00 0.00 40.00 0.00 0.00 | 66.00 1.00 | Chemo 2.00
127 14-Mar-2005 | 10.27 0.00 5.00 0.00 38.00 0.00 0.00 | 46.00 0.00 | oesoph-j€ 3.00
128 03-Jun-2004 2.30 1.00 89.00 1.00 36.00 0.00 1.00 | 13400 | 200 | None 3.00
129 30-May-2002 | 3.00 1.00 96.00 1.00 43.00 0.00 1.00 | 13400 | 200 | Chemo 2.00
130 04-Sep-2003 1.03 1.00 38.00 1.00 28.00 1.00 2.00 | 134.00 | 2.00 | None 3.00
131 12-Jul-2005 41.20 0.00 5.00 0.00 43.00 0.00 0.00 | 50.00 0.00 | Chemo 2.00
132 20-Jul-2005 41.47 0.00 5.00 0.00 43.00 0.00 0.00 | 50.00 0.00 | rad chem/rad 1.00
133 21-Jan-2004 4.63 0.00 5.00 0.00 45.00 0.00 0.00 | 20.00 0.00 | Chemo/DXT 2.00
134 23-Aug-2004 | 7.20 1.00 27.00 1.00 40.00 0.00 1.00 | 86.00 1.00 | Chemo 2.00
135 29-Apr-2003 | 14.40 0.00 5.00 0.00 42.00 0.00 0.00 | 66.00 1.00 | Chemo 2.00
136 03-Sep-2004 | 6.57 0.00 5.00 0.00 36.00 0.00 0.00 | 66.00 1.00 | Chemo/DXT 2.00
137 10-Oct-2003 5.67 1.00 64.00 1.00 44.00 0.00 1.00 | 66.00 1.00 | DXT 2.00
138 27-May-2004 | 5.83 1.00 253.00 1.00 29.00 1.00 2.00 | 134.00 | 2.00 | None 3.00
139 08-Mar-2003 | 8.43 0.00 5.00 0.00 42.00 0.00 0.00 | 114.00 | 1.00 | Chemo/DXT 2.00
140 04-Aug-2003 | 2.20 1.00 65.00 1.00 35.00 0.00 1.00 | 13400 | 200 | Chemo & Laser 2.00
141 27-Feb-2005 19.27 1.00 9.00 0.00 46.00 0.00 0.00 | 134.00 | 2.00 | Chemo 2.00
142 30-Jul-2005 16.73 0.00 5.00 0.00 39.00 0.00 0.00 | 114.00 | 1.00 | Chemo/DXT 2.00
143 23-Jun-2003 10.63 1.00 31.00 1.00 47.00 0.00 1.00 | 134.00 | 2.00 | radchem/rad 1.00
144 10-Apr-2003 | 4.50 1.00 50.00 1.00 33.00 1.00 2.00 | 134.00 | 2.00 | DXT 2.00
145 17-Jun-2003 1.37 1.00 91.00 1.00 35.00 0.00 1.00 | 13400 | 200 | Laser 3.00
146 04-Oct-2002 1.40 1.00 171.00 1.00 42.00 0.00 1.00 | 11400 | 1.00 | None 3.00
147 15-Oct-2005 11.93 1.00 58.00 1.00 27.00 1.00 2.00 | 52.00 0.00 | Laser 3.00
148 30-May-2003 | 13.63 0.00 5.00 0.00 40.00 0.00 0.00 | 114.00 | 1.00 | Chemo 2.00
149 21-Sep-2002 | 8.27 0.00 5.00 0.00 42.00 0.00 0.00 | 114.00 | 1.00 | gastro-jg 3.00
150 06-Apr-2008 | 46.13 0.00 5.00 0.00 43.00 0.00 0.00 | 30.00 0.00 | DXT 2.00
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Patient | doffu survmths crpgres crpfina cfinaled | albfinal | albfincd | mgps | ers erscd | treatment treatcd
151 23-May-2003 | 0.47 1.00 29.00 1.00 28.00 1.00 2.00 | 114.00 | 1.00 | None 3.00
152 03-Feb-2003 7.43 1.00 40.00 1.00 38.00 0.00 1.00 | 13400 | 200 | DXT 2.00
153 16-Aug-2003 | 9.97 1.00 43.00 1.00 39.00 0.00 1.00 | 11400 |1.00 | Laser 3.00
154 10-Sep-2005 11.93 0.00 5.00 0.00 44.00 0.00 0.00 | 114.00 | 1.00 | Chemo 2.00
155 17-Apr-2003 | 2.53 1.00 17.00 1.00 36.00 0.00 1.00 | 86.00 1.00 | DXT & Laser 2.00
156 23-Sep-2004 21.77 0.00 5.00 0.00 43.00 0.00 0.00 | 94.00 1.00 | rad chem/rad 1.00
157 23-Aug-2005 | 28.00 0.00 5.00 0.00 38.00 0.00 0.00 | 46.00 0.00 | rad chem/rad 1.00
158 27-Jul-2005 7.97 1.00 11.00 1.00 40.00 0.00 1.00 | 86.00 1.00 | Chemo/DXT 2.00
159 22-Dec-2004 | 4.53 1.00 12.00 1.00 42.00 0.00 1.00 | 11800 | 1.00 | DXT & Laser 2.00
160 01-Oct-2004 12.83 1.00 12.00 1.00 37.00 0.00 1.00 | 118,00 | 1.00 | None 3.00
161 01-Feb-2004 2.50 1.00 171.00 1.00 36.00 0.00 1.00 | 11400 | 1.00 | None 3.00
162 07-Oct-2004 9.77 1.00 15.00 1.00 40.00 0.00 1.00 | 86.00 1.00 | Chemo & Laser 2.00
163 08-Mar-2005 | 11.80 1.00 17.00 1.00 31.00 1.00 200 | 118.00 | 1.00 | Laser 3.00
164 21-Sep-2003 | 3.13 1.00 26.00 1.00 43.00 0.00 1.00 | 134.00 | 200 | Chemo 2.00
165 02-Sep-2003 | 8.87 1.00 12.00 1.00 43.00 0.00 1.00 | 13400 | 200 | DXT 2.00
166 01-Aug-2004 | 1.93 1.00 44.00 1.00 40.00 0.00 1.00 | 166.00 | 2.00 | Stent 3.00
167 18-Jan-2005 4.10 1.00 56.00 1.00 46.00 0.00 1.00 | 11400 | 1.00 | Chemo 2.00
168 14-May-2006 | 25.87 0.00 5.00 0.00 42.00 0.00 0.00 | 30.00 0.00 | DXT 2.00
169 18-Nov-2002 | 1.33 1.00 66.00 1.00 38.00 0.00 1.00 | 86.00 1.00 | Stent 3.00
170 19-Apr-2005 | 8.80 1.00 11.00 1.00 48.00 0.00 1.00 | 11400 | 1.00 | Chemo 2.00
171 08-Oct-2002 6.97 0.00 5.00 0.00 43.00 0.00 0.00 | 66.00 1.00 | Chemo/DXT 2.00
172 03-Sep-2003 10.30 1.00 7.00 0.00 43.00 0.00 0.00 | 40.00 0.00 | Laser 3.00
173 12-Feb-2003 | 8.23 1.00 43.00 1.00 28.00 1.00 2.00 | 134.00 | 2.00 | Chemo/DXT 2.00
174 27-Aug-2002 | 1.77 1.00 120.00 1.00 32.00 1.00 200 |134.00 | 2.00 | Laser 3.00
175 03-May-2002 | 0.80 1.00 37.00 1.00 40.00 0.00 1.00 | 11400 | 1.00 | None 3.00
176 26-Mar-2004 | 0.53 1.00 46.00 1.00 37.00 0.00 1.00 | 13400 | 200 | None 3.00
177 01-Oct-2004 10.53 1.00 38.00 1.00 34.00 1.00 2.00 | 86.00 1.00 | Chemo/DXT 2.00
178 30-Apr-2004 | 2.03 1.00 39.00 1.00 34.00 1.00 2.00 | 86.00 1.00 | Laser 3.00
179 03-Dec-2005 | 13.70 1.00 56.00 1.00 36.00 0.00 1.00 | 66.00 1.00 | CH/DXT & Laser 2.00
180 26-Feb-2005 | 5.93 1.00 32.00 1.00 32.00 1.00 2.00 | 134.00 | 2.00 | Chemo 2.00
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Patient | doffu survmths crpgres crpfinal cfinaled | albfinal | albfincd | mgps | ers erscd | treatment treatcd
181 24-Aug-2004 | 5.13 1.00 28.00 1.00 37.00 0.00 1.00 | 13400 | 200 | Chemo & Laser 2.00
182 10-Jul-2004 0.50 1.00 20.00 1.00 24.00 1.00 200 | 102.00 | 1.00 | Laser 3.00
183 23-Jul-2004 19.47 1.00 72.00 1.00 39.00 0.00 1.00 | 70.00 1.00 | Chemo/DXT 2.00
184 09-Jan-2007 32.37 0.00 5.00 0.00 45.00 0.00 0.00 | 20.00 0.00 | Laser 3.00
185 16-Aug-2004 | 20.97 0.00 5.00 0.00 47.00 0.00 0.00 | 0.00 0.00 | Laser 3.00
186 14-Nov-2004 | 1.70 1.00 162.00 1.00 26.00 1.00 2.00 | 146.00 | 2.00 | None 3.00
187 30-Apr-2005 | 15.50 1.00 28.00 1.00 47.00 0.00 1.00 | 13400 | 200 | Chemo 2.00
188 23-May-2003 | 0.77 0.00 5.00 0.00 43.00 0.00 0.00 | 94.00 1.00 | gastro-jg 3.00
189 23-Oct-2003 9.10 0.00 5.00 0.00 48.00 0.00 0.00 | 94.00 1.00 | Chemo 2.00
190 08-Jan-2003 0.73 0.00 5.00 0.00 45.00 0.00 0.00 | 66.00 1.00 | Stent 3.00
191 13-Jan-2004 2.97 1.00 8.00 0.00 40.00 0.00 0.00 | 134.00 | 2.00 | None 3.00
192 15-May-2002 | 0.73 1.00 153.00 1.00 22.00 1.00 2.00 | 70.00 1.00 | Laser 3.00
193 30-Nov-2005 | 27.10 1.00 9.00 0.00 46.00 0.00 0.00 | 20.00 0.00 | Laser 3.00
194 26-Oct-2004 19.37 1.00 19.00 1.00 44.00 0.00 1.00 | 50.00 0.00 | Surg 0.00
195 25-Nov-2004 | 6.63 0.00 5.00 0.00 42.00 0.00 0.00 | 50.00 0.00 | Surg 0.00
196 13-Jul-2005 32.83 0.00 5.00 0.00 39.00 0.00 0.00 | 66.00 1.00 | Surg 0.00
197 25-Mar-2004 | 7.27 1.00 9.00 0.00 37.00 0.00 0.00 | 86.00 1.00 | Surg 0.00
198 11-Jun-2008 48.50 1.00 8.00 0.00 36.00 0.00 0.00 | 70.00 1.00 | Surg 0.00
199 16-Oct-2007 42.20 0.00 5.00 0.00 39.00 0.00 0.00 | 50.00 0.00 | Surg 0.00
200 18-Jun-2003 9.53 1.00 19.00 1.00 35.00 0.00 1.00 | 20.00 0.00 | Surg 0.00
201 10-Aug-2004 | 6.27 0.00 5.00 0.00 41.00 0.00 0.00 | 0.00 0.00 | Surg 0.00
202 30-Jan-2004 17.13 0.00 5.00 0.00 41.00 0.00 0.00 | 50.00 0.00 | Surg 0.00
203 22-Mar-2003 | 12.23 1.00 9.00 0.00 45.00 0.00 0.00 | 86.00 1.00 | Surg 0.00
204 18-Apr-2005 | 20.00 0.00 5.00 0.00 43.00 0.00 0.00 | 66.00 1.00 | Surg 0.00
205 13-Nov-2003 | 17.60 0.00 5.00 0.00 41.00 0.00 0.00 | 46.00 0.00 | Surg 0.00
206 10-Dec-2005 | 11.77 0.00 5.00 0.00 49.00 0.00 0.00 | 66.00 1.00 | Surg 0.00
207 15-Dec-2005 | 27.57 0.00 5.00 0.00 39.00 0.00 0.00 | 46.00 0.00 | Surg 0.00
208 25-May-2004 | 11.87 1.00 42.00 1.00 38.00 0.00 1.00 | 13400 | 200 | Chemo 2.00
209 07-Jul-2004 12.13 1.00 157.00 1.00 32.00 1.00 2.00 | 146.00 | 2.00 | chemo/Laser 2.00
210 29-Mar-2003 | 5.73 0.00 5.00 0.00 36.00 0.00 0.00 | 66.00 1.00 | Chemo 2.00
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Patient | doffu survmths crpgres crpfinal cfinaled | albfinal | albfincd | mgps | ers erscd | treatment treatcd
211 21-Dec-2004 | 0.60 1.00 171.00 1.00 28.00 1.00 2.00 | 134.00 | 2.00 | CH/DXT & Laser 2.00
212 10-May-2003 | 8.07 0.00 5.00 0.00 45.00 0.00 0.00 | 50.00 0.00 | Laser 3.00
213 13-Sep-2004 | 4.83 0.00 5.00 0.00 42.00 0.00 0.00 | 0.00 0.00 | Surg 0.00
214 30-Jul-2006 30.00 0.00 5.00 0.00 42.00 0.00 0.00 | 50.00 0.00 | Surg 0.00
215 26-Nov-2007 | 55.00 0.00 5.00 0.00 40.00 0.00 0.00 | 66.00 1.00 | Surg 0.00
216 26-Mar-2006 | 37.30 0.00 5.00 0.00 43.00 0.00 0.00 | 30.00 0.00 | Surg 0.00
217 19-Jul-2005 23.53 0.00 5.00 0.00 38.00 0.00 0.00 | 66.00 1.00 | Surg 0.00
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