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POUCH-VAGINAL FISTULA
JS Groom, RJ Nicholls, PR Hawley, RKS Phillips

St Mark's Hospital, City Road, London ECIV 2PS

Between 1976 and June 1991, 161 females underwent
restorative proctocolectomy. Sixteen (9.9%) developed pouch-
vaginal fistula. No difference between inflammatory 14/139
(10.1%) and non-inflammatory 2/22 (9.1%) disease, severity of
colitis, or number of stages in operation. All fistula involved
the ileo-anal anastomosis. There was no significant
difference between hand sewn 9/117 (7.6%) and stapled 7/44
(15.9%) ileo-anal anastomosis, although 3/15 (20%) had double-
stapled anastomosis. Of the 16, 8 had pelvic sepsis in the
immediate post operative period, only 3 had an anastomotic
defect and one who catheterizes had a stricture. In 6 cases
there was no apparent reason for PVF. There was no case of
Crohn's disease. Three developed PVF before ileostomy
closure, 13 after a median interval of 7.5 months (range 0.5
to 33 months).

Five further patients were referred giving a total of 21 cases
These were divided into group 1 with PVF developing before
ileostomy closure (5 patients) and group 2 with development
after (16 patients). The procedures and outcome in group 1:
spontaneous closure (n = 2), direct repair (n = 2, closure 1),
pouch excised (n = 1) and unhealed (n = 1). For group 2:
spontaneous closure (n = 2), ileostomy alone (n = 7, closure 1).
Ileostomy with; direct repair (n = 4, closure 1), pouch
advancement flap (n = 2, closure 1), revision ileo-anal
anastomosis (n = 2, closure 0), fistulotomy with delayed
direct repair (n = 1, outcome awaited). In this group excision
of the pouch was necessary in 6 cases. With these small
numbers the prognosis appears to be worse when PVF occurs
after ileostomy closure. Optimal management is not yet
established.
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RADIOTHERAPY ALTERS CELL KINETICS AT EXPERIMENTAL
COLONIC ANASTONOSES

J.L. McCue. R.K.S. Phillips.
St Bartholomew's and St Mark's Hospitals, London.

Radiation carcinogenesis is greatly enhanced at
colonic anastomoses. With chemical carcinogens, sutures
enhance anastomotic tumour formation preceded by
elevated cellular proliferation. This study was
performed to determine anastomotic proliferative indices
after irradiation.

Method

60 adults male F344 rats were used. In 30 animals
the lower descending colon and rectum was exposed to 16
Gy orthovoltage x-rays, via anterior and posterior
portals, through a 2xlcm aperture in a 4mm lead sheet.
One week later all 60 animals underwent a 5mm transverse
colotomy within the radiation field, which was repaired
with l)silk, stainless steel or Vicryl sutures. 30
animals were killed after 4 weeks and a further 30 after
3 months. CCPR was assessed by the stathmokinetic
technique.

Results

CCPR was significantly elevated at sutured anasto-
moses compared to adjacent descending colon in both
irradiated and non-irradiated rats for at least 3 months
(See Table 1). Elevated proliferation was more
pronounced at the irradiated compared to the non-
irradiated anastomosis at 4 weeks (pC0.05, f=4.3) and 13
weeks (p<0.005, f=14.1). Little difference was noted
between the suture types.

Conclusion

Anastomotic proliferative changes are exaggerated by
irradiation. This has potentially disturbing
implications in view of the increasing use of adjuvant
radiotherapy for rectal carcinoma.

Helicobacter pylori T159-T.166
T159

CHILDHOOD LIVING CONDITIONS DETERMINE
HELICOBACrER PYLORI SEROPOSITIVlTY IN ADULT LIFE,
MA Mendall. PM Goggin. Nicola Molineaux. Joanne Levy.
F Toosy(i). D Strachan*. TC Northffeld.
Departments of Medicine and Public Health Sciences*, St. Georges
Hospital Medical School and The Practice, Wallington@, London.

Background. H. pylori has emerged as a major cofactor in peptic
ulcerdisease and gastric cancer. Studies into risk factors for infection have
concentrated on current living circumstances and have shown an associa-
tion with social class. Our aim was to see whetherchildhood living circum-
stances are a risk factor for infection with H. pylori.
Methods-An in-house Elisa using a partially purified antigen was
validated on 227 subjects (median age 46, 55% positive for H. pylori on
biopsy), and gave a sensitivity of 127/130 (98%) and specificity of 87/93
(94%) using a cut-off point midway between two clearly defined popula-
tions of positives and negatives. A bimodal distribution was also obtained
in the main study and the trough corresponded to that in the validation
study. 215 subjects (agel8-82, median 46), attending a health screening
clinic in London were interviewed and serum taken for serology. The
results were analysed by multiple logistic regression using GLIM.
Results.
Seropositivity varied from 9% (age <30) to 67% (age 70+). In childhood,
absence of a fixed hot water supply (p=0.0005) and domestic crowding
(p=0.0005) were powerful independent risk factors for current infection
with H. pylori. Amongst current living conditions, only the number of
children living in the household was independently associated with H.
pylori infection(p=0.004).
Conclusions
Most British adults currently infected by H. pylori probably acquired their
infection by household contact in childhood. Improved childhood living
circumstances with a decrease in prevalence of H. pylori is probably the
mechanism behind the cohort effects observed in mortality from peptic
ulcer disease.
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PREVALENCE OF HELICOBACTER PYLORI (HP) INFECTION
IN PATIENTS WITH PRECANCEROUS CHANGES AND GaASTRIC
CANCER. F.Farinati. F.Valiante. B.GermanA. R.
Baffa. M.Ruaae. G.Della Libera. MC.Fanton. F.
Vianello. F.Di Mario. R.Naccarato. Catt.Malatt.
App.Dig., Anat.Pat., I111 Catt., Padova, Italy.

Several recent papers have suggested a role
for HP infection with respect to gastric cancer
development. The aim of this study was to
evaluate the prevalenc:e of HP infectiron in an
endoscopic population of patients with gastric
precancerous conditions and lesions. Perendo-
scopic biopsies (antral and fundic:) from 186 pts
(112 M, 74 F, mean age 52 yrs, range 21-84) were
evaluated, recording the presence and degree of
HP infection: chronic superficial gastritis (CSG)
chronic deep (or pre-atrophic) gastritis (CDG),
chronic atrophic gastritis (CAG), intestinal
metaplasia (IM), epithelial dysplasia (ED),cancer
(K) and, as a further control, duodenal ulcer pts
(DU) were investigated. In the population as a
wh.ole, HP infection rate increased with age. For
CSG a higher prevalence was found in the fundic
area and for CDG in antral (80% and 76%
respectively) (p<O.005). A significantly lower
prevalence was observed in CAG (50%, p<O.002),
particularly in the antral type (39%, p<O.0Ol).

Also the severity of colonization was
significantly lower in CAG pts (p=0.0l). HP
infe:-tion rate was also lower in both IM and ED
patients (p<O.OOO) . None of the KC pts had HP in
the c-ancer*ous tissue, and only *23% were HP+ in
adjacent mucosa. DU pts had an 80/. infection ratel
in both antral and fundic mucosa. In ovur
experience, HP infection inversely correlate with
the presence of gastric prec-ancerous changes and
cancer (:p = 0.000) . A cautious interpretation of
the epidemiological data regarding HP> infection
and gXastric cancer therefore is, in our opinion,
mandatory, also because DU pts (who are most
frequently infected) are notoriously at a very
low rilsk for c-ancer .
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PEPSINX" A AND C AFE FtATED M1H)lELICIACIER PYLCIUIfECtICI
M Plebani*, D Basmo*, GF Delle Fave^, B Anibale^, V Stanghellini§, S Vi-

~rei°, R Ccrinaldesi§, F Di Mario* R tacarato*
*Institute of Laoratay Medicine, Padwva; ^Irstitute of Gastroeterolcgy,
Rana; §Institute of Gastroenterolcgy, Bolcgra; 0Institute of Gastroentero-
logy, Palermo; Italy

A relatiamhip betwen Helicobacter pyloi (Hp) infection aid the pre-

sence of chronic gastritis has been recently d0mstrated. On the otier

hand, senm pepsincgen A (PGA) and C (PGC) levels are signs of inflamwati-
on of gastric mucoea. The aim of the present study was to verify the effe-

ct of treatment for Hp eradication on circulatirg PGA, PFC and gstrin. Se

nun PGA, PGC and gastrin were assayed by specific radioimrossays (Scrin
Bianedica, Saluggia, Italy for PGA and PGC; en in-hose method for gtr-
in) in 41 pts (25 with peptic ulcer and 16 with chronic gstritis) with a

docunented Hp infection (histologically proven). The sae pts were studied

three mnnths later after treatment with "triple" therapy (bisruth subcitra
te 120 wg q.d.s. for 28 days, arcxycillin 500 Eug q.d.s. and metronidazole

500 nrg q.d.s. for 10 days) or with antisecretory drugs alone.
After treatment Hp eradication was found in 26/41 subjects. PGA and PGC

were found to significantly decrease in pts with eradication of Hp infecti

an (t=5.81, pD.OOl for PGA and t-3.79, p0O.005 for PGC). On the contrary

no variation for both PGA and PGC was observed in the 15 pts in whmn Hp
infection was not eradicated after treatment (t=0.09, p:ns for PGA and t--

0.30, p:ns for PGC). No relaticrship was found between gastrin serun le-

vels and PGA, PGC variations or Hp infecticn.

In ccnclusicn: PGA and PGC decrease in all but cne pts with Hp erica-

tion; this suggests a lirk between Hp infection and PGA Cr PGC serun le-

vels which may be of same utility in ffnitoring the sucmess of therapy.

IN VITRO IDENTIFICATION OF REACTIVE OXYGEN
METABOLITES PRODUCED BY MUCOSAL BIOPSIES FROM
INFLAMED DUODENUM AND H.PYLORI POSMVE ANTRUM
G R Davies. N J Simmonds. D S Rampton
Gastrointestinal Science Research Unit, The London Hospital Medical
College, London, El 2AJ

A role for reactive oxygen metabolites (ROMs) in the pathogenesis of
duodenal ulcer disease is suggested by ulcer healing with ROM inhibitors
(Am J Med Sci 1990; 300: 1). We previously found enhanced
chemiluminescence in biopsies from inflamed duodenal mucosa and
H.pylori-associated antral gastritis. The aims of this study were (i) to
show that ROMs are responsible for the chemiluminescence (CL)
observed; (ii) to identify the species involved.
Methods We amplified duodenal and antral biopsy CL in 97 patients

using (i) lucigenin (75gM), which reacts directly with ROMs, and (ii)
luminol (75jM), which reacts with ROMs in the presence of neutrophil-
derived myeloperoxidase. ROMs were identified by assessing inhibition
of CL by: sodium azide, a myeloperoxidase inhibitor (0.1 mM); DMSO,
hydroxyl scavenger (5%); catalase (2H202 -->2H20 + 02) (3000 U/mI);
superoxide dismutase(SOD) (02- + 2H+-->H202) (300 U/ml).
Results Both lucigenin- and luniinol-CL were significantly enhanced in

inflamed compared to normal duodenal mucosa (p=0.001), and in HP
positive compared to negative antral biopsies (p=0.0005). Lucigenin and
luminol CL were related in both sites (each R = +0.5, p < 0.02). Changes
in CL after scavengers/enzymes, expressed as median % change
(interquartile range) compared to control (buffer or heat-inactivated
enzyme) are shown below:

agent amplifier n antral gastritis n duodenitis/ulcer
azide 'lumidnol 6 -82(-81 to -85)* .6 -80(-77 to -90)*
DMSO luminol 6 -41(-25 to -53)* 6 -24(-1.2 to -54)
catalase luminol 9 -36(-20 to -56)* 7 -73(-61 to -77)*
SOD luminol - N/A 8 -7(-11 to -56)*
SOD lucigenin 5 -52(-32 to -68)* 3 -81(-60 and -81)
(* p < 0.05 compared to control)
Conclusions i) Lucigenin- and luminol-amplified chemiluminescence

are enhanced in duodenal ulceration and H.pylori-associated antral
gastritis. ii) ROM production accounts for most of the chemiluminescence
observed. iii) All ROM products of neutrophil activation (superoxide,
hydrogen peroxide, hydroxyl and myeloperoxidase activity) are detected,
and could contribute to pathogenesis.

A STUDY OP CHRONIC DUODENAL ULCER DISEASE IN
PATIENTS WITHOUT a PYLORI INFECTION
KEL McColl, AM El Nulumi, RS Chittaiallu, E El
Omar, S Dahill, R Bessent, H Gray.
University Department of Medicine and
Therapeutics, Western Infirmary, Glasgow Gll
6NT

Chronic duodenal ulcer disease in the
absence of Helicobacter pylori (HP) infection
is extremely rare. We have reviewed the 12
such patients that we have identified in our GI
unit in the past 5 years. Absence of HP was
confirmed in each by CLO - test, micrcspopy of
antral biopsy, HP IgG serology and C-urea
breath test. Four were taking NSAID therapy,
one was found to have the Zollinger Ellison
syndrome and one patient had Crohn's disease of
stomach. In the six remaining patients in whom
no cause for their DU was apparent more
detailed studies were performed as detailed
below.

Three were males and three females and their
mean age was 40 y (range 19 - 64). Only two
had a family history of DU and only three
smoked. Three were refractory to H2 antagonist
therapy having endoscopic evidence of failure
to heal after 3 months full dose treatment and
two of these could only be controlled on
omeprazole. Two had suffered acute bleeding
requiring transfusion. The median maximal acid
output in these six patients (30 mmol/h, range
17-48) was similar to that in HP +ve age and
sex matched DU controls (95, 15-54) but the
median gastric emptying T /2 for solids was
markedly shorter in the former 69 min (11-106)
than in the latter 181 min (62 - 1500) (p =

0.001).
In conclusion patients with HP -ve chronic

DU and with no other apparent cause for the
ulcer disease have rapid gastric emptying and
may be unresponsive to standard acid inhibitory
therapy.

HELICOBACTER PYLORI AND GASTRIC PATHOLOGY IN NORTHERN
NIGERIA
C Holcombe, C Thom, J Kaluba, S B Lucas, J Eldridge,
D M Jones. (introduced by M Willoughby).
University of Maiduguri, Nigeria University College and
Middlesex School of Medicine, London. Public Health
Laboratory, Manchester.

In northern Nigeria H.pylori infection is common. Two
hundred and sixty eight randomly chosen subjects were
tested for IgG antibodies to H.pylori, these were present
in 228(85%). This high rate of infection was confirmed by
gastroscopy and biopsy in 40 asymptomatic volunteers, 32
(80%) of whom were infected by H.pylori. Despite this
high prevelance of infection, serious gastric pathology
is uncommon.

In a prospective endoscopic study of 213 patients with
dyspepsia 22(10.3%) had duodenal ulcers but only 2(0.9%)
had gastric ulcers (DU/GU ratio of 7), there were 5
patients with gastric cancer and 176(82.6%) with non-ulcer
dyspepsia. 176 of 192(92%) patients with acceptable
biopsies had histological gastritis of whom 91% were
infected by H.pylori (96% of those with active gastritis).
There were 16 patients with normal gastric mucosa, none
of whom were infected by H.pylori. Intestinal metaplasia
was present in 44(2%) patients.

All malignant tumours presenting to a regional hospital
over four years were analysed. In the absence of accurate
population data, the proportional frequency of gastric
cancer was used as an indicator of tumour incidence.
Gastric cancer accounted for only 2% of 780 tumours
presenting.

In this environment, serious gastric pathology is
uncommon despite a very high level of H.pylori infection.
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THE INFLUENCE OF HELICOBACTER PYLORI
COLONISATION ON GASTRODUODENAL ULCERATION IN
PATIENTS ONNON - STEROIDAL ANTI - INFLAMMATORY
DRUGS.
N Hudson, *AS Taha, *RD Sturrock, *RI Russell, CJ Hawkev.
Dept of Therapeutics, University Hospital, Nottingham, NG7 2UH
and *Dept of Gastroenterology and Rheumatology, Glasgow Royal
Infirmary, Glasgow G4 OSF, UK

Non - steroidal anti - inflammatory drugs (NSAIDs) cause
gastroduodenal mucosal injury and ulceration. It is unclear whether
damage is potentiated by Helicobacter pylori (H.p) colonisation.
229 patients with rheumatoid or osteoarthritis underwent a screening
upper gastrointestinal endoscopy to assess gastroduodenal injury.
H.p status was determined by a rapid urease test and confirmed by
histology..
RESULTS The overall prevalence of gastroduodenal ulceration

was 32.3% (24.4% GU, 12.2% DU) and haemorrhagic or non-
haemorrhagic erosions 27.5%. Erosions were more prevalent in
conjunction with ulceration (37.8% vs 22.5%, p<0.025 Chi2 test)
The presence of upper abdominal symptoms was not significantly
associated with ulceration (ulcers; 45.9% vs no ulcers; 32.9%).
The prevalence of H.p colonisation was significantly higher in
patients with ulcers 54.0% than patients without 38.7% ( p < 0.05)
although mucosal erosions were not more prevalent in patients
colonised with H.p (31% vs 24.8%). There were no differences
between H.p prevalence in patients with GU (51.7%) or DU
(57.1%) and H.p colonisation did not affect the age or sex
distribution or symptom status of patients with ulceration.
CONCLUSIONS Gastroduodenal ulceration in NSAID users is

more prevalent in those colonised with Helicobacter pylori. This is
not accounted for solely by an increase in duodenal ulcers and
suggests eradication therapy maybe of value in these patients.

T166

ROLE OF HELICOBACTER PYLORI IN DYSPEPTIC SYNDROME:FACT
OR FANCY 7
G.Bianchi Porro. M. Lazzaroni. 0. Sansaletti. S.Baruixsia
Gastrointestinal Unit, "L. Sacco" Hospital - Milan,
Italy.

Aim of the study was to evaluate, in dyspeptic
subjects, the possible relation between Helicobacter
pylori (HP) eradication and symptoms' relief after a
treatment with colloidal bismuth subcitrate (CBS) with
or without metronidazole (YTR).

We enrolled 46 consecutive out-patients with antral
HP +ve gastritis and dyspeptic symptoms lasting at
least 4 wks (female 521; mean age 46 yrs, range 18-65).
Using a double-blind randomized scheme, all pts were
treated with CBS (250mg, 5 tablets/day) for 4 wks + MTR
(250mg, 4 tablets/day) in the 1st week, or CBS +
placebo. Clinical, endoscopic and histologic
assessments were done at entry, after 4 wks of therapy
and following 4 wks of drug discontinuation. Symptoms
were evaluated by a numerical score, obtained by adding
individual scores of 12 possible symptoms, graded from
O (absent) to 3 (severe). Symptom response was as-
sessed as the difference between the score at entry and
at 8 wks one (D- delta). HP eradication was defined as
a negativity of both Quick urease test and histology at
8 wks.

Preliminary analysis shows that eradication of HP
was achieved in 44S of pts, whereas symptoms'
improvement in 971 of them after 4 and 8 wks; the mean
D value was 8.2 for non-eradicated pts and 10.3 for
eradicated pts: however, this difference was not
statistically significant (Mann-Whitney test).

Our results suggest that CBS' therapy is highly
effective in inducing symptoms relief, and that this
effect is not directly related to HP eradication.

Small intestine T167-T177
T167

THE EFFECT OFCARDIOPULMONARY BYPASS ON GASTRIC
MUCOSAL BLOOD FLOW AND SMALL INTESTINAL FUNCTION.
Ohri SK. Somasundaram S. Pathi V. KsoMh BE. Menzies IS. Talr
i<M. BnOnMM 1. Hamewmlt Hospital, St Thomas's Hospital and
Kings College School of Medicine.

Clinically signifant gastrointestinal damage followig
cardiopulmonay bypass(CPB) occurs In 2% d patints and caries a
12-67% mortality. We assed the effect of non-pulsatie,
hypothrmic CPB on gastric mucal blood flow(laser Doppler
flowmetry) and small intestinal absoon(m-D-glucose(active
carrier meciated), D-xyospasslve carrier mediated), L-rhamnose
(passive transcelular) and Intestinal permeabllty(lactulose/L-
rhamnose) during and after CPB for coronary artery bypass
graftlng(N:9) or valve replacement(N:6). During surgery there was an
average 60% reduction in mucosal blood now despite maintenance of
acoeptabie blood pressure(55-85mm-g) wkh subsequent recovery
on termination of bypass. Sugars wom administered iImediately
folowing bypass via nasogastic tube. The permeation d 3-0-m-D-
glucose(39.5+/-4.5% v. 1.7+1-0.7%), D-xyloee(27.2+/-2.8% v. 1.1+/-
0.5%)and L-rhamnose(10.0+/-1.0% v. 3.0+/-0.6%) decreased
signilficantly(P<0.001). The permeation of lactulose did not aster
significantly but the urine excretion ratio of lactulose/L-rhamnose
Increased significantly(P4).004)from 0.05+14-.01 to 0.22+/-0.05. By
the 5th postoperative day the permeation of sugars had retumed to
normal presurgery levels. These studies demonstrate reduced
mucosal blood flow during CPB and dramatic reversible Impairment In
monosaccharide permeation. These findings have implication for
post-CPB nutritional and drug therapy.
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CARBACHOL POTENTIATES CHOLERA TOXIN-INDUCED
SECRETION IN H'29-19A CELLS AND RAT RLEALMUCOSA IN
VITRO.
B.Mahmood. N.B.Higgs, A.Tonge. G.Warhurst, L.A.Turnber
Manchester Epithelial Membrane Research Centre and Dept. of
Medicine, Hope Hospital, Salford.

Recent studies in vivo suggest that activation of the enteric nervous
system may enhance the secretory activity of cholera toxin (CT)
though the neurotransmitters involved and their sites of action are
unclear.
The aim of this study was to examine the effects of cholinergic

agonists on CT-induced secretion in a human epitheial model (H29-
19A) and in rat ileal mucosa in vitro.

Secretion was assessed by measuring the increase in short circuit
current (Isc) across HT29-19A cell monolayers grown on collagen
coated Millipore supports and stripped rat ileal mucosal preparations
mounted in Ussing chambers.
CT (2&g/ml) stimulated a marked increase in Isc across H=29-19A

monolayers (29.27gA/cm2) which peaked 120 min after addition.
Pretreatment with carbachol (CCh; 100M) elicited 2-fold stimulation
of the CT response (CCh+CT 54.901AA/cm2; p<0.01). CCh alone
produced only a small increase in Isc (4-5;&A/cm). CCh also enhanced
CT-induced cAMP accumulation by 400-600% in HT29-19A cells.
Both actions of CCh were abolished by pretreatment with 100PM
atropine. Parallel studies using rat ileal mucosa showed that CCh
stimulated a large, transient increase in Isc but produced no significant
potentiation of the CT secretory resonse. However, when tissues were
pretreated with prostaglandin synthesis inhibitor, indomethacin (5^&M
CCh pretreatment caused a potentiation of the CT response similar in
time course and magnitude to that observed in HT29-19A cells.

These data suggest a synergistic interaction between CT and
cholinergic neurotransmitters at the intestinal epithelium which may
play a role in regulating the secretory response to the toxin. Such
interactions may be readily studied using cultured epithelial models but
may be masked in intact tissues in vitro due to thie release of
endogenous secretagogues during isolation.
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