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DIETARY MICROPARTICLES AND INFLAMMATION.
RSJ Harvey. JJ Powell. CC Ainley, R Wolstencroft!, RPH Thompson.

Gastrointestinal Laboratory and *Department of Immunology, The Rayne
Institute. St Thomas' Hospital, London SE1 7EH

INTRODUCTION: Sub-micron dietary inorganic particles are actively taken
up from the intestinal lumen by specialist M cells and accumulate in underlying
intestinal lvmphoid aggregates. In the intestinal lumen particulates can adsorb a
range of biomolecules and such interactions may significantly alter the
inflammatory properties of the particle and biomolecule.

AIMS: To demonstrate the adsorption of lipopolysaccharide (LPS) to
titanium dioxide (TiO2). a ubiquitous food additive, and examine the effect of
such particle modification on the activation of monocytes.
METHODS: Modified particles were formed by low energy sonication of

fluorescein labelled LPS 10Ong/ml (from E. coli 055:B5) with TiO2 5gg/ml in
4mM CaCIl or deionized water. Particles were then separated by centrifugation
and resuspension. LPS adsorption was demonstrated by flow cytometry.
Particle size was measured by photon correlation spectroscopy.

% FITC +ve particles Particle size(nm)
TiO- 0 300
TiO. / LPS 1.5 500
TiO, /LPS + 4mm Ca 31% 1100
Separated blood mononuclear cells (5x105 cellslml) from five normal

volunteers were suspended in tissue culture medium containing modified
particles (5g1g/ml). After 24hr culture, supernatants were harvested for
interleukin 1 assay (bioassay) and the cells were labelled with monoclonal
antibodies (the monocyte/macrophage markers CD14 + CD1 lc, and the
activation marker CD25) for analysis by flow cytometry.

RESULTS.(Means±SEM) Activated monocytes Interleukin 1
(% CD25 +ve) (pg/ml)

Control 5.5 ± 3.2 0
TiO2/LPS 13.9 8.8 0
TiO./ LPS + 4mm Ca 32.6 + 14.4 450 ± 174
CONCLUSIONS Titanium dioxide forms microaggregates with LPS and

Ca' ions which activate monocytes and stimulate the production of the pro-
inflammatory cvtokine interleukin 1. Similar processes in the intestine nlay be a
mechanism of antigen delivery capable of generating mucosal hypersensitivity.
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GRANZYME B mRNA LEVELS ARE RAISED IN CROHN'S
DISEASE BUrr NOT IN ULCERATIVE COLITIS. R. Seth,
Wakatsuld. AM.. Cole.A*.. McW%7illiams.,D.F., Scott, B.B*$.,
Robbins,R.A., Hawkey, C.J.* and Jenk-ins. D. Department of
Clinical Laboratory Sciences and *Division of Gastroenterology,
Lincoln County Hospital** and University Hospital,
Nottinoham. UK. NG7 2UH.

Granzyme B (gzmB) is a serine protease which plays a vital
role in cell-medialed cytotoxicity by causing apoptosis and DNA
fragmentation. It is produced by cytotoxic T-lymphocytes, NK
cells and antibody-dependent cytotoxic cells and is a marker for
cell-mediated cytotoxicity. Although T-cell activation in
inflammatory bowel disease is well documented, no studies have
determined the levels of gzmB production in inflammatory
bowel disease.
Methods: Total RNA was extracted and reverse ftanscribed

(RT) from colonic mucosal biopsies from 11 patients with acute
onset. active, untreated ulc&ratve colitis (UC), 21 with Crobn's
disease (CD). 11 with acute self-limiting colitis (ASLC) and 13
normal controls. PCR amplification was then performed (28
cycles) for granzyme B and 23 cycles for GAPDH as intemal
control. The limited cycles ensure that amplification is log-linear.
RT-PCR products were quantified using our sensitive Enzyme-
linkled oliconucleotide chemiluminescent assay (ELOCA). The
ratio of gzmB'GAPDH RT-PCR products is a measure of gzmB
m.RNA level.

Results: median (gmiB/GAPDH) Interquarile range

Normal 0.25 0.16-0.92
U-C 0.20 0.14-0.54
CD 1.39' 0.91-5.07
ASLC 3.00' 1.43-13.33
'signxificanit difference compared to normal with p<0.005.

Conclusion: Mucosal mRNA levels of Granzme B are highly
elevtated in CD and ASLC, but not in active, untreated UC.
These data suggest that cellular cytotoxicity (T and/or NK cells)
is important in CD and in normal responses to isifecton but is
not a feature of UC.
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NUMEROUS CELLS MIGRATE OUT OF THE LAMINA
PROPRIA (LP) OF NORMAL & INFLAMATORY BOWEL
DISEASE (IBD) MUCOSA FOLLOWING LOSS OF SURFACE
EPITHELIAL CELLS. MKE.McAflndoa, T.Gray, A.Galvin,
HISewell, D.K.Podolsky & YMbid Divisions of
Gasoenterology, Pathology, & Immunology, University Hospital,
Nottingam, U.K. & Gastrointesnal Unit, Masachusetts General
Hospital, Boston, USA.

Mucosal ulceration in severe IBD is charaterized by loss of epithelial
cells leaving a denuded LP, until repair occurs by epithelial restitution.
We have established an ex-vivo model to investigate migration of LP
cells into the lumen, following the loss of surface epithelium.
Metbods Fresh samples ofnormal (16) and active IBD (11) intestinal

mucosa were studied. After removal of epithelium (with EDTA),
mucosal pieces were cultured in 10%FCS/RPMI. Cells migrating into
media were characteized [data presented as mean(SEM)]. Mucosal
samples, were also studied by electron microscopy (EM).
Reslt In ulcerated IBD mucosa (EDTA-untreated), EM showed

discrete tunnels in the lamina propria which were in continuity with
pores in the basement membrane. During culture of denuded mucosa
(devoid ofepithelium), cells emigrated via the tumnels and pores into the
medium. During the first 3h culture ofdenuded IBD mucosa, 9(5)x105
cells emigrated from the LP/g/h. They comprised 38.6(12.2)% T cells,
39.8(9.2)% polymorphonuclear cells (PMN), 1.1(5)% eosinophils (Eos),
6.9(3)% macrophages (Mac), and 1.9(0.4)% B cells. During culture for
24h, 3.9(0.7)x106 cells/g denuded IBD mucosa [1.7(0.3)x105/g/h] and
2.7(±0.3)x106 cells/g denuded normal mucosa migrated into medium.
They comprised, IBD and normal respectively: 58.1(8)% & 68.4(5.1)%
T cells, 26.7(6.4)% & 0% PMN, 8.4(0.9)% & 10.5(1.3)% Mac.
6.8(2.0)% & 7.1(1.3)% Eos, 1.7(0.5)% & 3.2(0.6) % B cells.
Colnclusion Following loss ofnormal and IBD mucosal epithelium.

large numbers ofLP cells emigrate via discrete tunnels and basement
membrane pores. For IBD, this migration is greatest during the first 3h.
The emigrating cells would provide protection against luminal bacteria
and facilitate epithelial cell restitution via secreted cytokines.

Cell/molecular biology T124-T130
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HUMAN SPASMOLYTIC POLYPEPTIDE STIMULATION
OF COLORECTAL CANCER CELL MIGRATION
INVOLVES MODULATION OF EPITHELIAL CADHERIN
FUNCTION: PRELIMINARY OBSERVATIONS.
Offori T,Karaviannakis A, Playford R,Pignatelli M,Kmiot W.
Departments ofHistopathology and Colorectal Surgery,
Royal Postgraduate Medical School, London

Down regulation ofthe cell-cell adhesion molecule E-cadherin
(E-cad) is associated with enhanced cell motility and a poorly
differentiated phenotype in colorectal cancer.The trefoil peptide
human spasmolytic polypeptide (hSP)plays a key functional role
in epithelial restituition after mucosal injury in the gut but also
stimulates motility in some colorectal cancer cell lines.We have
studied whether decreased E-cad expression is associated with
the enhanced motogenic effects ofhSP in vitro.
Four colonic carcinoma cell lines were established in monolayer

culture and in collagen gel.The lines were: HT29(E-cad positive)
SW1222(E-cad positive),LS174T(E-cad negative) and an E-cad
transfectant ofLS 174T;LSBAT1 7.Immunocytochemical staining
extent for hSP, E-cad and its cytoplasmic regulatory proteins
alpha,beta and gamma catenin was estimated and cell migration
in collagen gel measured by linear colony number before and
after addition of 100mcg/ml of recombinant hSP.
hSP was not constitutively expressed in monolayer culture or

in collagen gel. Addition of hSP stimulated cell migration in
SW1222 cells (16 colonies), in HT29 cells (20 colonies),
LSBAT17 cells (10 colonies),but not in LS174T cells (0 colony)
Expression ofE-cad and the catenins in all 4 cell lines was not
changed by addition of hSP.
The motogenic effet ofhSP in colorectal cancer cell lines may

involve modulation ofE-cad fiunction;the relevance of this in
vitro finding with colorectal cancer stage and grade in vivo is
being studied.
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GENETIC LINKAGE STUDY OF THE ROLE OF THE T-CELL
RECEPTOR GENES IN COELIAC DISEASE

JY YIannakou. PM BDrett, D CurtisO, M- Morris, RW Vaughan, A Ellis t,
PJ Ciclitira. Gastroenterology Unit, St. Thomas' Hospital, London.
*Institute of Psychiatry, London. tBroadgreen Hospital, Liverpool.

Introduction: Coeliac disease is caused by T-cell mediated small
intestinal inflammation. Disease susceptibility is genetically
determined, partly due to the HLA alleles DQA1*0501 and
DQB1*0201 (DQ2). However, the genetic contribution from the HLA
region has been calculated to be only 30%. The T-cell receptor
(TCR) genes are strong candidates for the HLA-unlinked
susceptibility and previous studies of this have been inconclusive.
Methods: Twenty-five two- or three-generation, multiply affected

families were used. Subclinical coeliac disease was identified using
antibody screening and duodenal biopsy. HLA typing of the DQ loci
was performed by PCRISSO. Microsatellite markers were used
which were tightly linked to the TCR gene loci: TCRA, TCRB, TCRD
and D7S484 for TCR y. Markers were genotyped using an ABI
DNA sequencer. In the linkage analysis DQ2-negative subjects
were treated as having unknown affection status. Lod score
analysis was performed using MLINK, assuming dominant
transmission with 80% penetrance. Model-free analysis was
performed using MFLINK, which reports a model-free lod score and
the maximum lod score obtained for any transmission model.
Results: The lod scores totalled over families are shown and are

strongly negative. When analysed under the assumption of locus
heterogeneity only negligible admixture lods were obtained, and
similarly the MFLINK analysis provided no evidence for linkage.
theta 0.000 0.010 0.050 0.100 0.200
TCRA -5.691 -4.795 -3.004 -1.778 -0.569
TCRB -10.392 -7.507 -3.787 -1.945 -0.449
D7S484 -3.165 -2.618 -1.634 -1.103 -0.683
TCRD -5.190 -3.145 -1.748 -1.028 -0.389
Conclusion: This study provides no evidence to support a role for

the TCR genes in the pathogenesis of coeliac disease.

UBIQUITOUS SOMATIC ALTERATIONS AT
MICROSATELLITE ALLELES OCCUR INFREQUENTLY IN
ADENOCARCINOMA OF THE OESOPHAGUS AND GASTRIC
CARDIA. Gleson C.M.1, Sloan, J.M.2, McGuigan, J.A.3, Ritchie,
AJ.3, Weber. J.L.4, Russl, S.E.H1 1 1Department ofMedical Genetics.
The Queen's University ofBelfast, 2Department ofPatholo&y, 3Regional
Thoracic Unit, Royal Victoria Hospital Belfast, N Ireland, 4Marshfield
Medical Research Foundation, Marshfield, WI 54449-5790.

Microsatellite alterations have been documented in a subset of sporadic
tumours, including those ofthe colon, endometrium and stomach. The
present study documented the frequency ofmicrosatellite alterations in a
total of 57 primary adenocarcinomas, arising in the oesophagus (n=l 7)
and gastric cardia (n=40). A total of 139 microsatellite markers,
comprising 37% (52 of 139) dinucleotide, 4% (5 of 139) trinucleotide
and 59% (82 of 139) tetranucleotide repeit sequences, were analysed.
Widespread microsatelite alterations, occurring at >45% ofloci tested.

were detected in two cases. A further 50 tumours showed a relatively
low level ofmicrosatefite alterations, ranging from 0.8% (I of 128) to
11.2% (15 of 134) ofloci tested, whilst five tumours showed no
microsatellite alterations at any ofthe loci tested. The two cases with
ubiquitous somatic alterations showed no significant difference in the
incidence ofnovel alleles at dinucleotide repeat loci compared to
tetranucleotide repeat loci In contrast, the 50 tumours showing a low
level ofmicrosatellite alterations demonstrated a 3.9-fold higher
incidence ofnovel alleles at tetranucleotide repeat loci compared to
dinucleotide repeat loci (Ch2, P < 0.001).

These data suggest that ubiquitous somatic alterations at microsatellite
loci, considered a phenotypic expression of defective mismatch repair,
occur infrequently in adenocarcinoma ofthe oesophagus and gastric
cardia. However, the majority ofthese tumours demonstrate a low level
ofmicrosatellite alterations perhaps reflecting the inherent instability of
these markers. There is evidence to suggest that tumours exhibiting
ubiquitous somatic alterations at microsatellite alleles do not demonstrate
preferential mutability at tetranucleotide repeat loci unlike those tumours
exhibiting a low level of microsatellite alterations.

BINDING OF GLUTEN PEPTIDES TO HLA CLASS II TRANSFECTANTS IN
COELIAC DISEASE
RG Shidrawi *S Rosen-Bronson, *A Wagner and PJ Ciclitira.
Gastroenterology Unit, UMDS, St Thomas' Hospital, London, UK and
*Georgetown University Medical Center, Washington, D.C.

Background: A peptide corresponding to amino acids 31-49 of A-gliadin,
peptide A, has been shown to induce the histological features of coeliac discase
(CD) both in vitro and in vivo (Shidrawi, Scand J Gastroenterol 1995; 30:758;
Sturgess, Lancet 1994; 343:758). Peptide B and peptide C, corresponding to
residues 202-220 and 3-21 of A-gliadin respectively, were non-toxic. Workl using
lymphoblastoid B cell lines (LBL) has shown the binding affinity of these peptides
to HLA DQ2 (DQal*0501, DQPI*0201), the HLA class II heterodimer strongly
associated with CD, correlates with their toxicity (Shidrawi et al., Gut 1()95;
36:A53).
Aims: To examine the HLA/pepLide interaction in isolation and
eliminate the influence of other surface molecules which may be present on the
surface of LBL, we wished to study the binding of these peptides to transfectants
expressing the HLA class II heterodimers HLA DR3 and HLA DQ2 known to be
associated with CD.
Methods: Murine fibroblacts (L-cells) and Epstein-Barr virus transfonned
B cells from a patient with the Bare Lymphocyte Syndrome (BLSI) were
transfected with genes encoding for the alpha and beta chains of human HLA DR3
(DRa. DR01*0X30 and DQ2 (DQatl*0501 DQP1*0201) respectively, grown in
selection media (C,418 sulphate, 1mg/ml). sorted and sub-cloned for HLA class II
surface expression. The binding of N-terminal, long-chain biotinylated peptide A
(LGQQQPFPPQQPYPQPQPF), peptide B (QQYPLGQGSFRPSQQNPQA), and
peptide C (VPVPQLQPQNPSQQQPQEQ) synthesised using fmoc chemistry was
measured in a cellular binding assay described elsewhere (Shidrawi,Ga.stroenterol
1995; 108:A916). DAP3 and BLSI parent lines were used as negative controls.
Peptide binding is expressed as the mean value for net FITC fluorescence at 250
pM peptide concentration (F250) calculated from 2-4 experiments.
Resulla: High signal:noise ratios were obtained using our assay, with low
background binding observed with the parent lines. With the HLA DR3
transfectants, the binding of peptide B (F250-262) was significantly greater than
for peptide C (F2_5=125), with minimal binding observed with peptide A
(F2so=61). With the HLA DQ2 transfectants, which had a lower level of lILA
class II heterodimer surface expression, the binding of peptide A (F2.o=2O) was
significantly greater than the binding of peptide B (F250=l4) or peptide C
(F2so=12).
£ncluniomn: This data supports the hypothesis that the fonnation of a gluten
peptide/HLA DQ2 complex is integral to the initiation of the lesion in CD. It also
provides further evidence against the role of HLA DR3, inherited in linkage
disequilibrium with HLA DQ2, in the pathogenesis of this condition.

CHARACTERIZATION OF5-FLUOROURACIL-INDUCED APOPTOSIS IN
MURINESMALL AND LARGE INTESTINE: STUDIES IN P53-NULL AND
BCL-2-NULL TRANSGENIC MICE. D.M.Pritchard'23, A.J.M.Watson'.
C.S.Potten', J.A.Hickman2. 'Dept. of Epithelial Biology, Paterson Institute.
Christie Hospital, Manchester, M20 9BX, U.K., 2School of Biological Sciences
and 3Dept. of Medicine, University of Manchester. M 13 9PT, U.K.
Background: Evidence is accumulating that defective apoptosis contributes t(
the development of colon cancer and to its relative resistance to chemotherapy.
Previous studies have shown that deletion or mutation ofp53 and the expression
of bcl-2 renders the intestine resistant to radiation-induced apoptosis.
Aims: We investigated (a) whether p53 and bcl-2 expression influences the
apoptotic response of mouse intestine to 5-Fluorouracil (SFU) and (b) whether
5FU-induced apoptosis is mediated by inhibition of thymidylate synthase.
Methods: 40mng/kg SFU was administered by intraperitoneal injection to 10-12
week old BDF1 (C57BL x DBA/2) mice, p53-null mice and bcl-2-null mice
(n=4 in each case). Apoptosis was scored on a cell positional basis by light
microscopic assessment of haematoxylin and eosin-stained sections of intestine.
a technique which has been previously validated (J.Cell Sci. 1995:108:2261).
Results: Administration of SFU to BDFl(wild-type) mice induced apoptosis in
the small intestine with a maximum incidence at cell position 8 (counting from
the base of the crypt.) A similar but attenuated response was seen in the
caecum. Apoptosis was attenuated further in the midcolon and rectum. and
occurred predominantly at cell positions 1-4. In the small intestine. a marked
apoptotic response was seen 4.5 hours after drug administration and reached a
peak after 15 hours. Coinjection of 500mg/kg thymidine with 5FU had no
effect upon the amount of apoptosis at 4.5 hours. suggesting that at this
timepoint, apoptosis is induced by means independent of thymidylate synthase
inhibition. The apoptotic response to SFU was greatly attenuated in the small
and large intestine of p53-npll mice, relative to p53 wild-type animals, at all
timepoints up to 24 hours. SFU caused similar effects in the small intestine of
bcl-2-null and bcl-2 wild-type animals. However, the bcl-2-null mice showed
greatly increased apoptosis at 4.5 hours at the crypt base (cell positions 1-6) in
the colon. This is the site of normal bcl-2 protein expression and also of the
putative stem cells.
Conclusions: SFU-induced apoptosis in the murine intestine is independent of
thymidylate synthase activity, but dependent on p53 expression, suggesting that
directDNA damage is responsible. Bcl-2 only attenuates SFU-induced apoptosis
at sites where it is normally expressed. This data suggests that p53 and bcl-2
status may influence the therapeutic and toxic effects of SFU in the gut. (BDF
Funded).
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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.

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:

Sequence Duodenum Ileum
Cdx-1 41% 31%
Cdx-2/3 11% 8%
Idx-1 31% 1%

Hox-C6 - 18%
Hox-B3 7% 15%
Hox-B4 4% 6%
Hox-B8 - 6%
Others A1, B5, B6, A1, A4, A5, A7, A10,

(each <5%) D3 B5, B6, B9, D3
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 inside-
out 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 pH-
sensitive 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.
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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 ofHelicobacter 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)
Respiratory physicians 30 3 44.3(8.5) 13.2(5.5) 4.2 (1.2)

*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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