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The absorption of dietary. nutrients depends on the coordinated
expression of different genes in duodenum, jejunum and ileum but
how this region-specifc expression is regulated is unclear. The
aim of this study was to determine whether the expression of
homeobox transcrpfon factors differs between proximal and distal
regions of intestine. RNA was prepared from regions of normal
intestinal mucosa of patients undergoing bowel resection.
Reverse transcription polymerase chain reaction (RT-PCR) using
mixed oligonucleotide primers was performed so that all
expressed homeobox genes would be ampliffied. Cloned PCR
products were identified by sequencing and/or blotting. The
human homologues of Cdx-1, Cdx-2/3 and ldx-1, three genes
previously only described in rodents, were identified, as were 13
other human Hox gene-products. The proportion of inserts were:
Ileum
Sequence
Duodenum
Cdx-1
31%
41%
11%
8%
Cdx-2/3
Idx-1
1%
31%
Hox-C6
18%
15%
Hox-B3
7%
Hox-B4
4%
6%
6%
Hox-B8
Others
A1, B5, B6, A1, A4, A5, A7, A10,
D3
B5, B6, B9, D3
(each <5%)
Conclusions: Many homeobox genes are expressed in adult
human small intestinal mucosa. Patterns of expression in
duodenum and ileum are different, with high levels of ldx-1 in
duodenum and Hox-C6 in ileum.
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CALCIUM AND pH REGULATE APICAL MEMBRANE K'
CHANNELS INDUCED IN RAT DISTAL COLON BY DIETARY
K+ LOADING
I. Butterfield, G.I. Sandle. Gastrointestinal Molecular Physiology
Group, Department of Medicine, Hope Hospital (University of
Manchester), Salford M6 8HD, U.K.
BACKGROUND: The colon plays an important part in K' homeostasis,
increasing its capacity for K' secretion during dietary K+ loading. The
active K+ secretory process stimulated in rat distal colon includes
enhancement of the apical membrane K+ conductance (Sandle et al.
1985 Pflugers Arch 403: 433-439), the nature of which has been
unclear. AMS & MEMODS: The effect of 8-fold dietary K+ enrichment
for 10-14 days on apical K+ channel expression in surface colonocytes
in rat distal colon was evaluated using patch clamp recording techniques.
RESLTTS: Dietary K+ loading induced a >30-fold increase in the
prevalence of high conductance (-210pS) K+ channels in cell-attached
membrane patches on isolated (nonpolarized) surface colonocytes. A
similar increase in the expression of this K' channel was also seen when
recording from the apical membrane of (polarized) surface colonocytes
surrounding the openings of isolated intact crypts. Using excised insideout membrane patches (n=3), high conductance K' channels were
inhibited by 5mM barium, a classic K' channel blocker. Channel
activity decreased progressively in line with decreasing concentrations
of free Cal' (1.2mM, 1M, 100nM, 32nM, lOnM and lnM) in
solutions bathing the cytosolic face of inside-out patches (n=6). ITese
channels were moderately voltage-sensitive (activity increasing with
depolarization), but only at submicromolar concentrations of free Ca2+,
which suggests that Ca2+ interacts with a voltage-sensitive site on the
channel protein. Increasing the pH of the solution (COntaining 32nM free
Ca2 |) bathing the cytosolic face of inside-out patches from 7.4 to 7.6
produced a 100% increase in channel activity at membrane voltages
between -60mV and +4OmV (n=5). Fluorescent imaging using the pHsensitive probe BCECF indicated significant intracellular aLkalinztion
in surface colonocytes from three dietary K+ loaded animals compared
with three control animals (ApH 0.26 units, P<0.05). CQfig&UJQi:
Stimulation of colonic K+ secretion during dietary K+ loading entails
increased activity of high conductance K+ channels in the apical
membrane of surface colonocytes, which are regulated, at least in part,
by changes in intracellular Ca2+ and pH.

BRONCHOSCOPY AS A RISK FACTOR FOR ACQUIRNG
HELICOBACTER PYLORI INFECTION.
SJ.LEWIS, L.F.POTTS, R.AMOUNTFORD.
Dept. of Gastroenterology, Bristol Royal Infirwnry, Bristol, U.K.
The mode of transmission of Helicobacter pylona remains unclear with
faecal-oral and oral-oral routes being possible. The bacterium has been
identified in dental plaque and saliva. Gastroenterologists are at
increased risk of infection when performng upper GI endoscopy.
Dentists appear not to be at risk. We looked at the prevalence of
H.pylori infection in 30 respiratory physicians performing bronchoscopy
compared to an "at risk" population of 30 gastroenterologists
performing upper GI endoscopy using the 13carbon urea breath test
(CUBT).
The two study groups were similar for age, years of practice, 3rd
world travel, glove use and drug use (antacids, H2 antagonists, proton
pump inhibitors, cisapride, rmtoclopramide and bismuth). Similarly there
was no difference in reporting of upper GI symptoms (indigestion,
heartburn abdominal pain) or history of abdominal pain, hiatus hernia or
peptic ulcer. There was no relation between these parameters and
Helicobacter status.
Mean and standard deviation of parameters
No Positive Age Years of Sessions per
CUBT
practice
week
Gastroenterologists 3 15* 46.2(8.7) 16.1(6.8) **11.8(4.0)
3
4.2 (1.2)
Respiratory physicians 30
44.3(8.5) 13.2(5.5)
*P=0.001 **P<0.001. Correlating the presence of H.pylori, we found
no relationship with the number of years in practice, the number of
sessions performed and age for either group
The prevalence of H. pyloni infection in gastroenterologists was
similar that in other studies while that for the respiratory physicians was
similar to the normal population. This suggests that respiratory
physicians are not at risk of acquiring Helicobacter pylori infection
when performing bronchoscopy and that it is exposure to gastric
secretions and not saliva that is infecting gastroenterologists.
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UNCOMPLICATED DYSPEPSIA IS A VERY RARE
PRESENTATION OF GI MALIGNANCY UNDEI% AGE 55.
DjGilkJ, E. El-Omar, KIE.L. McColl. University Department of
Medicine and Therapeutics, Western Infirmary, Glasgow,
Scotland.
Background: Many patients aged less than 55 with
uncomplicated dyspepsia (i.e. that without associated sinister
symptoms) are endoscoped due to concern for occult upper GI
malignancy. We have tested whether this concern is justified in
the region with the highest incidence of both gastric and
oesophageal malignancy in the UK.
Methods: All cases of gastric and oesophageal malignancy
diagnosed between 1989 and 1993 in patients aged less than 55 at
time of presentation were identified from the West of Scotland
Cancer Registry. Case records were then reviewed at the relevant
medical records department. Prior to commencing the review
uncomplicated dyspepsia was defined as dyspepsia unaccompanied
by any of the following sinister features: unexplained weight loss
(>3kg), dysphagia, previous gastric surgery, persistent vomiting,
haematemesis or melaena, anaemia or palpable mass.
Results: Over the 5 year period there were 68 gastric cancers
and of these only 5 had no associated sinister symptoms at time of
presentation. Of these 5, 4 were found to have advanced disease at
the time of initial presentation and died from it. Only 1 had
localised disease and is alive after 3 year follow-up. Over the 5
year period 68 patients were diagnosed to have oesophageal
malignancy and all had sinister symptoms on initial presentation.

Conclusionsfl: Upper GI malignancy rarely presents as
uncomplicated dyspepsia in patients under 55. When it does it is
usually incurable. These findinlgs question the value of performing
endoscopy in order to exclude malignancy in patients of <55 years
who have no sinister features.
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EXPRESSION OF HOMEOBOX TRANSCRIPTION FACTORS
DIFFERS IN HUMAN DUODENUM AND ILEUM. A Howard,
H Rumble, SR Prathalingam, CJ Shaw-Smith, S Legon &
JRF Walters. Depts of Medicine & Metabolic Medicine, Royal
Postgraduate Medical School, London.

T131

A34

Gut 1996; 38 (suppl 1)

T133

T135

Oct-Dec
before
£head
1
1.85
West
East
1.69
S W Reg 1.99
England 1.85

Jan-Mar Apr-Jun Jul-Sept
after
during after
£/head £/head £/head
2
3
4
1.86
1.80
1.75
1.81
1.84
1.86
2.04
2.04
2.06
1.91
1.92
1.96

change

%
1-4
- 5.4
+ 10.00
+3.5
+5.5

Conclusions: It is possible to rduce dyspepsia drug costs by
updaig general practitioners on the management of dyspepsia
without incasming demand for endoscopy. The 15% difference in
the 2 study groups taslates into a saving of £1 per head
population per yar (£50 milon/year in the UK).
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CAN PYLORIC STXNOSIS DUE TO PEPTIC ULCERATION BE
TREATED IDICALLY?
P N Trewby, S Khandekar. S Chandler
Department of Medicine and Medical Physics
Darlington Memorial Hospital,DL3 6HX
Surgical treatment & balloon dilatation are
perceived by many as the mainstay of treatment
in peptic pyloric stenosis. We have tested the
effectiveness of medical treatment alone in 15
consecutive patients presenting over a 10 year
period with pyloric stenosis (defined as
residual gastric volume > 500ml, pylorus
impassable by standard 9.2 or 10.5mm endoscope,
no biopsy evidence of malignancy).
Presenting symptoms were vomiting, pain,
haematemesis or weight loss; 'their mean duration

was 16.5 months (range 1-120).
Treatme After gastric drainage 13 pts were
treated with omeprazole, 2 with cimetidine.

Results Symptoms resolved in all patients but
complete resolution took a mean of 4.2 weeks
(range 1-13). In 7 patients an H2RA was
substituted for omeprazole 3-6 months after
starting treatment; 5 relapsed. All responded to
restarting omeprazole.
Gastric emptying studies were carried out in 11
patients a mean of 17 months after diagnosis. 3
had normal results. In 3 solid emptying alone
was prolonged (T1/2 77 - 108 min). In 5, solid &
liquid emptying were prolonged (T1/2 range:
solid 171-207, liquid 112-1290 min).
SUMMARY This, the only prospective trial of
medical treatment in endoscopically confirmed
pyloric stenosis, shows medical treatment alone
is efective but complete resolution of symptoms
may take up to up to 12 weeks. Asymptomatic
patients may still have prolonged gastric
emptying. Patients may relapse when transferred
from a proton pump inhibitor to an H2RA.

T136

CCISz

"C-UREA BREATH

TElTSUACr-UBTU: |

COMPARISONS WITH AND IMPACT ON OPEN ACCZSS
ENDOSCOPY. P Kos=edA, M Clough, E Heminborough, DM
Chalmers, ATR Axon. Centre for Digestive Diseases,
Leeds General Infirmary, Leeds, UK.
Introduction: We have recently introduced an
OAU3C-UBT service to GPs. Patients <40 years
with dyspepsia were eligible and were given a
T aat tthe LGI. H pylori positive patients
13C
---UBT
were given eradication therapy and a repeat 13CUBT 2 months later. H pylori negative patients
were referred back to their GP. We wished to
compare the type of patient referred to this
service with those referred to open access
endoscopy (OAE) and if it reduced the need for
endoscopy in young patients. Methods: Referral
patterns to the OA 3C-UBT and OAE in patients
under 40 years were evaluated retrospectively
whilst a validated dyspepsia questionnaire was

administered prospectively to a proportion (n=36)
patients attending each service. Results: 188
patients attended the 0AU3C-UBT and 112 patients
the OAE service between August and November 1995.
Comparing the two groups (OA'3C-UBT vs OAE) there
was no difference in H pylori status (38* vs 37*
p=l.0), age (29.7±5.9 vs 30.5±6.1 years),
gender(45* vs. 51% female p=0.4) or smoking
(7.2±8.6 vs 6.3±7.8 cigs/day p=0.6). There were
higher dyspepsia scores in the 0AU3C-UBT compared
with the OAE group (14.1±6.7 Vs 9. 5C4.6 p=0.O00)
but fewer patients in the OAU3C-UBT group were
taking anti-secretory drugs (17% vs 53% p=0.001).
In 1993 and 1994 282/807 (35%) of all OAE were in
patients <40 years. After the introduction of
the OA'3C-UBT this has fallen to 112/448 (25*
p-0.003). Only 2 patients referred for an 0A13CUBT have subsequently been referred for endoscopy
(both normal endoscopies and H pylori negative)
Conclusions: The 0AU3C-UBT has resulted in a
of
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performed in patients <40 years.
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WY DO PATIENTS DIE AFTER AN UPPER Gl BLEED?
JD
JM
Douds, M K
StGorge H A and Mec Scho, Lond

Pu$hn, ANC

SinhaN MaxweRL.

St George's Hospital and Medical School, London SW17 ORE.

Demographic changes explain unchanged mortality from GI bleeding
over many years despite therapeutic and management ad.'ances. To
determine major causes of death, and potential for improving outcome.
we reviewed 392 cases of GI bleeding admited over 1 year. Deaths
r
(mean follow up 6 months) were recorded from hospital Patient
Administration System and notes. Death certificates and PM findings
were used to ascertain cause of death. Patient management was
reviewed i i reltion to nationa gudelnes. Deats were defined as due
toGIbleed
fom exsanguination, definedcomplications or

resltiong

post-operatively. The remainder were classified as coincidentaL
Das
Number
Meanage Days after bleed
Mean (range)
(Inpaient bleed) (years)
Dudngadmi&ion
-exaguiation

-

4 (0)

63

2.6 (1-5)

compacahons

13 (1)

coincidental

21(17)

66
76
76
73

5 (1-14)
22 (1-48)
29 (1 - 155)
98 (14-210)

-postoperative
-

After diIg
Total

1

4 (0)

18(11)
60(29)

(64deaths-4notesnotmrieved)

Results: 64 (29 with inpatient index bleed) of 392 died wihin 6
onths oftheGIbleed Lnpatientdeathratewasll.9%buQtincrasdto
16.3% at 6 month follow up. 35% of deaths within 6 months of index
bleed were attnbutable to the bleed. Panel review indicated that altered
nagementnmght have improved outcome in 2 patients (0.5% of
cases). 6%%ofdeathswerecoicidetatothebleed.
.Sumomary: Cause of death in the majority of cases is coincidental to
the GI bleed and appears to be a marker of general infirmity in elderly
padets. Management guidelines basd on curent UK national
recommmedat
unlikely to improve outcome in these patients.
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CODMMUNITY DYSPEPSIA WORKSHOPS REDUCE
DYSPEPSIA DRUG COSTS: A CONTROLLED TRIAL
RM Vauoi,CM Brown, P Strangeways. Glouceer
Gastroenterology Group, Gloucestenhire Royal Hospital, Great
Westem Road, Gloucester GL1 3NN,.England.
Backrond: Medication for dyspepsia accounts for more than
10%ofommunitydrugcosts. Bytzerinacontrolled study
showedthaealyopen-acssendoscopyreduced.dyspepsiadrg
1994: 343: 811-816). Thepresentstudytestedthe
uspg(Lancet
hypothesis that dyqxpsia worshop for genend practitioners could
reduce prescribing costs without affecting demand for endoscopy.
Methds: The stdy took place in the West(pop: 315,000) and
East (pop: 250,000) sides of a county in South West England. A
single Gastroenterologist provided 10 separate, but identical,
workshops in the West county imed at updating general
practitioners on H.pylori, indications for endoscopy and costeffective prescribing, paticularly for reflux symptoms. The Eat
sideh no workshops and acted as the control group. Drug costs
wer derived from prscnption pncmg authonty data. Open-access
endoscopy refeds were recorded. Prscribing costs for the SouthWest region (pop: 5.6 mion) and England were also obtained.
Redts: 126 of 183 eligible general practitioners aended the
workshops. The table illustrates changes in prescribing costs (per
head of popuMlion) for dyspepsia medications for quarters before,
during and after (x2) the workshops. Demand for open-access
endoscopy remained seady at 0.5% of the population per year.
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Introduction: Patients undergoing a papillotomy of the sphincter of
Oddi by ERCP are often routinely admitted for 24 to 48 hours post
procedure in most hospitals in Britain which has cost implications with
increasing availability of therapeutic ERCP. Following a previous
retrospective audit, we decided to undertake a prospective audit of
daycase papillotomy.
Aim: To determine the safety of performing endoscopic biliary
papillotomy (EBP) as a daycase procedure.
Methods: Over a 4 month period, 27 consecutive daycase patients who
had an EBP (mean age 69.7 years, range 50 - 85 years, 17 female) were
audited to determine the safety of performing EBP as a daycase
procedure. Patients were observed for 2 hours post procedure before
being discharged home; with 30 day follow up.
Results: EBP was performed in 27 patients; 1 with papillary stenosis and
26 with biliary stones. 2 patients had minor haemorrhage that stopped
spontaneously. one patient was discharged home on antibiotics as the
procedure had been prolonged. 2 patients underwent EBP and stent
insertion as the stones could not be extracted. Both patients were
admitted post procedure as one had been prolonged and the other patient
was frail and elderly. There were no complications during the 2 hour
observation period or within 24 hours post discharge. 1 patient was
admitted 20 days post EBP with atrial fibrillation, but there were no
perforations, episodes of cholangitis or severe haemorrhage or deaths
during the period audited.
Conclusion: EBP can be performed safely as a daycase procedure with a
significant saving in costs. A larger prospective audit is currently in
progress to further evaluate the safety of our policy.

THE MANAGEMENT OF ACUTE PANCREATTIS IN A
SPECIAI ST REFERRAL CENTRE
Pau Lodmr In G Matin, Michael J McMahon (M1M)
Academic Department of Surgery, The General Infimary at Leeds
144 patients with acute pancreatitis were treated consecutively
over a seven year period by one consa nt (MJM). 70 were
admitted from our local populaon and 74 were trfed from
other hospitals The mean age was 53 years (17-91) and 90 patients
were male. The aetiology was thought to be ethanol in 44 patients,
galtones in 51, idiopathic in 33 and due to other causes in 16

patins

Dynamic CT imaging was performed in 99 patients and formed
the basis of all subsequent management. Pancreatic necrosis was
diagnosed in 54 patients on CT. In 24 of these patients (44%),
infection was demonated within the necross either by fine needle
aspiration or subsequently at operationL 1 patient was found to have
infeted pancreatic necrosis which was not diagnosed at CT.
Ofthe 144 patients, 74 were managed conservatively, 33 had
radiological intervention and 33 required operation, which consisted
of debrdement of necrosis in 27 patients. Surgery was carried out a
mean of 27 days after pr onwith a mean delay of 11 hours
(range 1 to 31) after a decision to operate was made. Forty of the
144 patients requied intensive care sUpport and 79 needed

intravenous nutrition.

Overall 26 of the 144 (18%) patients died. The best predictor of

mortality was the APACHE H score on admission (p<0.001). 14
(56%) patients with ined pancreatic necrosis died compared
with only 6 (20%) of those with demonstrated sterfile pancreatic

necrosis. 70% ofpatients undergoing pancreatic debridement died, a
mean of 68 days from onset of their attack The mean length of stay
of patients surviving their attack was 44 days (range 1 to 173).
At an estimated cost of up to £250,000 per patient, this very sick
group of patients pose a formidable challege and place great
demand upon the therapeutic and support services of the hospital
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APACHE-O A NEW PREDICTOR OF SEVERITY IN
ACUTE PANCREATITIS. Simon K C Toh, James Walters,
Colin D Johnson. University Surgical Unit, Southampton General
Hospital. Tremona Road. SO16 6YD.
-

The admission APACHE-Il score has been used to predict outcome
in acute pancreatitis (BJSl990: 7T:1260). It does not include
obesity. which appears to be an important prognostic factor
(BJS1993:80:484). Aim: To evaluate and compare the reliability
of the admission APACHE-II score vs a combined APACHE-Il and
Body Mass Index (BMI) score in predicting severe acute
pancreatitis.as defined by Atlanta criteria. Patients & Methods:
Between Nov.1994 Nov.1995, all patients admitted with acute
pancreatitis into 8 hospitals in Wessex were evaluated
prospectively by a single research team on admission and followedup until discharge. Demographic data. admission APACHE-Il
score. BMI and outcome data were collected. The BMI was scored
as follomws:BMI < 5 = 0: _6-29 =1: > 30 = 2. The combined score,
APACHE-O ( O' for obesity) = APACHE-II + BMI score. Results:
186 patients were evaluated. 106 men & 60 women,15-98yrs
(median 54). Aetiology,: 62 gallstones, 38 alcohol. 60 idiopathic. 15
drugs. 1 1 others. 60 had a severe outcome (Atlanta criteria) with 17
deaths. The sensitivity, specificity, positive predictive value.
negative predictive value. and accuracy of APACHE-O were better
than APACHE-II for ever} cut-off of >7 to >1 1, with cut-offs of >9
having the best accuracy.
-

APACHE-Il
>8
>9
APACHE-O

Sensitivity
70
68

Specificitv
78
84

'

PPV
63
71

NPV
84
84

Accuracy
77

S0

82
94
67
85
91
74
Conclusion: APACHE-O appears to be a more reliable predictor of
severit) in acute pancreatitis than APACHE-Il and deserves further
>8

>9

evaluation.

89
82

79

86

"ONE STOP"'RECTAL BLEED CLINCS WITHOUT
ROUTINE FLEXIBLE SIGMOIDOSCOPY- IS IT SAFE?
Zbar A. Toomey P. Asimakopoulos G. Kmiot W.
Department of Colorectal Surgery, Royal Postgraduate
Medical School, London.
Over 90°/o of referrals to outpatients with minor rectal
bleeding will have a diagnosis of haemorrhoids,anal fissure
or proctitis. We have studied if a "one stop" assessment in a
dedicated clinic by a consultant coloproctologist can obviate
the need for same day flexible sigmoidoscopy (FS).
A conitant provided "one stop" rectal bleed service was
established and loca general practitioners notified. Two clinics
per week were scheduled so that a maximun of 30 new pates
could be assessed. Patients underwent bowel preparation at
home;in outpatients,a standard history and examination,digital
rectal examination,proctoscopy and rigid sigmoidoscopy was
performed. FS was used in all patients without a typical history
of isolated,post defaecatory bright red rectal bleeding. At 3 and
6 month review,if rectal bleeding persisted FS was performed.
Over a 4 month period,344 consective new patients were
assessed ofwhich 326 were diagnosed as having haemorrhoids,
anal fises or procitis, none ofwhom udrwt FS.Out of the
remaining 18 patients who underwent same day FS, useful new

clinical inintion was obtained in 11 patients;Ieft colon cancer
(n=4), adenomatous polyps (n=g4) and proctosigmoiditis (n=3).
FS failed in 4 patients with rectosigmoid cancer due to poor
bowel preparmation (n=2) and luminal obstruction (n=2) and in 3
patients with rctal cancer,management was not changed by FS.
Ofthe patients with an initial diagnosis of haemorrhoids,
ana fissure or proctitis who returned for review (n=244),follow
up at 6 months has revealed 22 patients with persistent rectal
bbeding despte treatment. During FS,3 furher coleal cancers
have been found so far,all in patients over 50 years of age.
At present,routine FS seems essential in all patients who
attend "one stop" rectal bleed clinics.
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SAFETY OF DAYCASE ERCP PAULLOTOMY
ID.Duncan, L.Hodgkson, M.Deakin, J.R.B.Green Department of
Gastroenterology, City General Hospital, Newcastle Road, Stoke-on-
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Neoplasia, gastrin and ulcer T143-T151
T141

Patients with symptomatic colorectal problems have traditionally been
submitted to multiple hospital visits and several bowel preparations in
order to facilitate colonic investigations and arrive at a diagnosis. This
situation represents an inefficient use of resources and is inconvenient
for the patient. We have therefore utilised nurse practitioners skilled in
endoscopy, counselling and management in order to establish a
diagnostic service requiring only one out patient visit.
Nurse practitioners manage the service, perform the flexible
sigmoidoscopies and counsel the patients as they proceed through a
sigmoidoscopy, barium enema examination and clinical evaluation
during the outpatient visit. Data is collected prospectively by the nurse
manager in charge of the service.
Fifty patients have been evaluated. Male to female ratio 2:4 with a
mean age of 62 years. Presenting symptoms included: change in bowel
habit (n=15), PR bleeding (n=10), abdominal pain (n=5), tenesmus (n=2)
and other non-specific abdominal symptoms (n=18). All of the patients
underwent flexible sigmoidoscopy and barium enema.. Twenty (40%)
of the flexible sigmoidoscopies were performed independently by a
nurse practitioner. The final diagnoses included: normal (n=12),
diverticular disease (n=25), haemorrhoids (n=2), ulcerative colitis (n=2),
polyps (n=6), annular cancer (n=l), non specific inflammation (n=1),
melanosis coli (n=l).
This study represents the initial evaluation of the first one stop
diagnostic colorectal clinic to utilise nurse sigmoidoscopists and
counsellors. The addition of a barium enema permitted the evaluation of
the whole colon and confirmation of the sigmoidoscopic findings. We
conclude that this service is safe and efficient and represents a significant
improvement in patient management.
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TEAQIING IN THE COLOIRECTAL CLINIC USING RISK-ESTIMATION
AND A DATABASE OF PRIOR EXPERIENCE
Simon Dodds FRCS, Mike Thampson FRCS, Queen Alexandra
Hospital, Portsmouth
Introduction
Good clinical judgement requires sound principles and
extensive prior experience. Collection of clinical data
can provide statistically valid evidence on which to base
clinical decisions and such data can also be used as a
teaching tool for students and trainees with limited
clinical experience.
Method
Prospective collection of information concerning the
presentation, clinical findings, investigation and outcome
of all patients attending a colorectal outpatient clinic
since 1986. An interactive teaching system ("hot learning
system", HLS) has been designed which uses the database to
provide likelihood estimates for particular diagnoses (eg
colorectal cancer) for real and hypothetical cases based
on partial information provided by the user.
Results
Camplete records on over 6000 patients have been
collected. The likelihood of finding a cancer in this
population is 5% and by using the HLS it can be
demonstrated that this risk varies between 0% and 30%
depending only on the age and presenting symptems. By
using a "what if" approach, different investigation
strategies (eg flexible sigmoidoscopy, barium enema) can
be evaluated to ascertain their effectiveness in defined
risk groups.
Discussion
On-line access to an extensive database of prior
experience can provide the necessary clinical perspective
to allow trainees to make informed decisions regarding the
Uikelihood of finding serious pathology and the
appropriateness of specific investigations. However, such
"hot learning" systems cannot make management decisions as
they only provide risk estimates based on a subset of the
clinical information available to the doctor.

EXPRESSION OF A PEPTIDE EPITOPE OF THE COLONIC
MUCIN MUC2 IN PRECURSOR LESIONS TO GASTRIC,
CARCINOMA
D.M. Swallows J.M. Linehan', L.G. Durrant 2, M.R. Price3, N.C.
Smeeton4, S. Pathakl and M.I. FilipI,
'Dept of Histopathology, 4Dept of Public Health Medicine, UMDS,
Guy's Hospital, London SEI 9RT, UK; 2Academic Dept of Clinical

Oncology, City Hospital, Nottingham NG5
1PB, UK; 3Cancer Research Laboratory, Dept of Pharmaceutical
Sciences, University of Nottingham, Nottingham NG7 2RD; SMRC
Human Biochemical Genetics Unit, Galton Laboratory, University
College London, Wolfson House, 4 Stephenson Way, London NW1
2HE, UK.

Previous histochemical studies have shown that changes occur in the
composition of mucins both in pre-neoplastic and neoplastic lesions of
the gastric mucosa (Filipe&Lake,1990, Histochemistry in Pathology
Churchill Livingstone p451). Since monoclonal antibodies are now
available which recognise the protein product of distinct mucin genes,
they are likely to provide useful tools for evaluating these changes.
Thus a monoclonal antibody 996/1 raised against a peptide epitope of
the colonic mucin MUC2 (Price et al, 1993 Int. J. Cancer a 753759)was examined for its potential as a prognostic indicator in gastric
cancer. 996/1 works well on formalin fixed paraffin sections and
shows good staining of the colonic goblet cells in the region of the
golgi, while there is no staining of normal control gastric mucosa. The
epitope was detected in all cases of intestinal metaplasia (48 samples)
and some but not all cases of dysplasia (26 samples) and gastric
carcinoma (74 samples). The pattern and intensity of staining differed
between the intestinal metaplasia close to the tumours and the intestinal
metaplasia in non-cancer patients. However, this was probably more a
reflection of the relative frequencies of intestinal metaplasia type I and
type m. There was no significant difference between the positivity of
the tumours according to their classification, stage and lymph node
status, thus giving little indication that it would be useful as a
prognostic indicator in gastric carcinogenesis. Nevertheless, the pattern
of 996/1 staining provides some indications of the molecular changes in
mucin expression in gastric carcinogenesis. These results indicated that
this antibody is unlikely to be a useful prognostic tool. Nevertheless,
the pattern of 996/1 staining provides some indications of the molecular
changes in mucin expression that occur in gastric carcinogenesis.
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ABNORMAL EXPRESSION OF THE E-CADHERIN-CATENIN
COMPLEX IN GASTRIC CARCINOMA AND DYSPLASIA:
CORRELATION WITH PATIENT SURVIVAL A Jawhari(l), S Poole(2),
M. Pignatelli(2), MJG Farthing(l). (l)Digestive Disases Research Centre, St.
Bartholomew s & The Royal London School of Medicine & Dentistry, London.
(2)Dept. of Histopathology. Hammersrnith Hospital, London.

Background/Aims: E-cadherin is a calcium-dependent cell-cell adhesion
molecule whose function is dependent on interaction with the cytoplasmic
proteins, a., ,B and y-catenin. Distrbance of E-cadherin and ax-catenin expression
has been shown to correlate with a poorly differentiated phenotype in a nwnber
of tumors. We investigated expression of the E-cadherin-catenin complex in
gastric cancers and correlated this with tumor characteristics and patient survival.
Methods: We studied 89 gastric cancers, adjacent non-involved mucosa, and
lymph node metastases. as well as mucosal biopsies from patients with dysplasia
(n=14) and normal healthy controls (n=10). lmmunohistochemical staining of
microwave-teated parffin-embedded sections was performed using monoclonal
antibodies to E-cadherin and P-catenin (n=89), a and y-catenin (n=38). Results
were scored semiquantiatively by 2 independent observers and were correlated
to tunor type, grade, stage, and patient survival. The normal pattem of staining
was membranous. A heterogeneous pattern, cytoplasmic, and absent staining
were scored as abnormal.
Resuls: E-cadherin expression was abnormal in 23% (n=2 1) of all cancers (13%
of intestinal and 54% of diffuise tumors, p<0.0001). et, J and y-catenin were
abnomal in 92%, 58/o and 100% of diffise tumors respectively, but only 54%,
38% and 54% of intestinal tumors. Both E-cadhein and ,Bcatenin showed
statisticallly significant correlation with tumor grade (p<0.00l and <0.05,
respectively), but no correlation with tumor stage. in a multivariate analysis,
abnonnal E-cderin and [3caenin correlated closely with poor survival (p<0.01
and <0.001 respectively). ai and y-catenin showed no correlation with tumor
grade, stage or patient surival. Areas of gastric dysplasia stained abnormally in
21-57%o of cases, suggesting that disruption of the complex is an early step in the
neoplastic sequence.
Conclusons: Abnormal expression of the E-cadheicatenin complex occurs
frequently in gastric dysplasia and cancer and may be an important factor in the
development and progression of neoplasia. The close correlation with poor
survival suggests that abnormal E-cdein and J3catIenin may be useful

prognostc markcers.
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