Onginal Research

Peptic ulcer in chronic
hepatitis

Abstract
Two hundred fifty patients with chronic hepatitis (mean age 31.58 years) were examined endoscopically for the
presence of peptic ulcer. All paticnts were subjected to routine blood counts, LFT and liver biopsy. Simultaneously
100 normal volunteers (mean age 30.20 years) were also examined as control. Patients were segregated into chronic
passive, chronic lobular and chronic active hepatitis on histopatholegical findings. Duodenal ulcer was seen in 17/94

(18.09%), 15/58 (25.86%) & 31/98 (31.63%) patients and gastric ulcer was seen in 3/94 (3,19%), 2/58(3.45%) & 4/98
(4.08%) patients with chronic passive, lobular and active hepatitis respectively. In the control group, duodenal and
gastric ulcers were seen in 7/100 (7.00%) and 2/100 (2.00%) of subjects respectively. The occurrence of duodenal
ulcer in chronic persistent hepatitis as compared to the control was significantly high (P = 0.,0236), The occurrence
of duodenal ulcer in chronic active hepatitis as compared with chronic persistent hepatitis (P = (.0454) and control
(P = 0.00002) was significantly high. No statistically significant difference was seen in occurrence of gastric ulcer
between the control group and chronic hepatitis.

Introduction

Peplic Ulcer (PU) is a disease
that is influenced by many fac-
tors, many of them are known but
search is still on for the others. The
frequency of peptic ulcer in cirrhosis
has been reported to be fivelold
higher than that of normal popula-
tion'?. To our knowledge no study
has been done to show the relation
of PU in chronic hepatitis. The aim
of the present case control study is
to sec the occurrence of PU in
paticnts with various types of
chronic hepatitis (CH).

Materials & Methods

Subject: Consccutive patients of
either scx with CH were endoscopi-
cally examined [or the presence of
PU during the period between JUly
1990 & March 1993. The diagnosis
of CH was confirmed by clinical,
biochemical and histopathological
methods. Patients with known acid
peptic ulcer disease were excluded
from the study. During the period
250 eligible paticnts were evaluated.
Each gave informed written consent,
the study has approval ol hospital

¢thical committee for investigative
studics in humans,

An age and sex matched group
of volunteers was also examined cn-
doscopically for peptic ulcer as con-
trol (CON). Thesc volunteers had
negative medical history for acid
peptic discase and were not al-
coholics.

Definitions®* Chronic Persist-
ent Hepatitis: was defined as
hepatitis for more than six months
with lymphocvtic infiltrate limited to
the limiting plate and abscnce of
piccemcal nccrosis and bridging
fibrosis.

Chronic lobular Hcepatitis: was
defined as hepatitis for more than
six months with fecatures of acute
hepatitis on histopathology.

Chronic Active Hepatitis: was
deflined as hepatitis for more than
six months having lymphocytic in-
filtration cxtending into the portal
tracts, with piccemeal necrosis and
bridging fibrosis.

Peptic Ulcer: was defined as
presence of a carter of 5 mm. within
the duodenum or stomach covered
with a fibrinous base.

Endoscopic
Procedures

All endoscopics were performed
by consultant gastroenterologist
using an Olympus QES OX10 endo-
scope.  Endoscopy was done by ob-
serving standard precautions” and
procedurc’.

Statistical Analysis: The occur-
rence of PU in various types of CH
was analyzed by chi-square test” (xz)
for proportions and Fisher’s exact
test. Odds ratio and 95% con-
fidence interval (Cl) were also cal-
culated. A "p value” of less than 0.05
was considered significant.

Results

Two hundred and fifty patients
with CH were studied.  These in-
cluded 136 males (mean age 32.76
years) and 114 females (mean age
30.18 year). Paticnts were
catecgorized into CPH (n = 94;
mean age 34.08 years), CLH (n =
58; mean age 27.87 years) and CAH
(n = Y8 mean age 31.37 years), his-
topathologically. Hundred normal
subjects (mcan age 30.20 years) were
also examined as control. Duodenal
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ulcer (DU) was seen in 17/94
(18.09%), 15/58 (25.85%) & 31/98
(31.63%) patients and gastric ulcer
(GU) was seen in 3/94 (3.19%), 2/58
(3.45%) % 4/98 (4.08%) palients
with CPH, CLH & CAH respective-
ly. In control (CON) group DU was
seen in 7 (7.00%) and GU was scen
in 2 (2.00%) of the subjects. The
occurrence of DU in CPH as com-
pared to the CON was significantly
high (P = 0.0336). The occurrence
of DU in CLH as comparcd to CPH
and CAH v/s CLH although higher,
were not statistically significant (P
= (1.3484) and (P = 0.5604) respec-
tively. However the occurrence of
DU.in CAH as compared with CPH
(P = 0.0454) and CON (P =
0.00002) was significantly high. No
statistically signilicant increase in oc-
currence of GU was noted in CAH
as compared to CON (P = 0.6817).
The statistical analysis is dctailed in

Original Research

PU in CH in our country. In a
recent study done in patients under-
going ERCP a higher frequency of
peptic ulcer is documented in both
obstructed and hepatocellular jaun-
dice®. In another study 216 male
cirrhotic patients were endoscopical-
ly examined as a part of routine
workup for liver transplant. The
prevalence of DU was found 7.8%
that was significantly hiﬁher than the
control (2.2% p 0.005)"".

The cause of peptic ulcer in
obstructed jaundice is attributed to
the absence of bile in the
duodenum, which lcads weakened
inhibiting effect of secretion on the
serum gaslrin content, resulting in
hypergastrinemia and hypcracidilylz.

Various causes for peptic ul-
ceration in chronic liver discase have
been postulated. Porto-systemic
anastomosis allows an ulcerogenic
factor to enter the systemic circula-

Table - L tion bypassing the liver™!3,
TABLE - |
Statistical analysis of DU in CH.

X% STA-X P Value ODDS 95% CONFIDENCE

TISTICS RATIO INTERVAL
CPH & CON  4.5172 0.0336"" 2.9332 1.0744 & 8.2736
CLH & CPH  0.8792 0.3484 1.58 0.6688 & 3.7311
CAH & CLH 0.33Y 0.5604 1.3263 0.6056 & 2.9245
CAH & CPH  4.0017 0.0454 2.0957 1.0136 & 4.3606
CAH & CON  17.808 0.00002 6.1471 2.4017 & 16.3757
Statistically Significant (P 0.05).

Discussion

Chronic Liver discascs are in-
creasing in our part of the world and
so are their complications. Many of
them are known but scarch is on for
others. Onc of them is peptic ulcer.
Some studics have been done Lo sce
the relationship of PU with cirrhosis
but, to our knowledge, no study has
been done to sce its relationship
with CH. Thesc studies were con-
ducted in the western Counlrics7‘8‘9,
in which the most common cause of
cirrhosis, is alcohol related, while in
our country it is post infective. thus
no data exists on the frequency of

Decrcase in the gastroduodenal
mucosal defence is another™ In con-
trast to obstructed jaundice, peptic
ulcer in chronic liver discase does
not occur due to hyperacidity, but
occur in reduced gastric acid output
and high levels of scrum
gastrin'331¢ " The hypergastrinemia
is probably duc to hypochlor-
hydrials, than duc to reduced
hepaltic clearance, as liver does not
play a significant role in the
clearance of gas[rin”.

Out study showed that the oc-
currence of duodenal ulcer increases
as the CH progress. The occurrence
being lowest in CPH (18.09%) and

highest in CAH (31.635). All of our
patients  with DU were
asymptomatic, thus possibility of DU
has to be kept in mind in patients
with CH.

Twice yearly cndoscopic ex-
amination of patients with CH is
recommended. Improving the
mucosal defence with prostaglan-
dins, sucraflate or colloidal bis-
muth'® would be more beneficial as
compared to the reduction of the
gastric acid secretion. Further
studies are needed to see the rela-
tion of CH with PU and various
trcatment options.

In summary, we document an in-
creased occurrence of DU in CPH
as compared to the control and in
CAH as comparcd to CPH and a
pon significant rise in the occurrence
of GU in CH.
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World Health
Assembly calls for

action to protect
INNS

The system that identifics cach
pharmaccutical substance included
in marketed pharmaceutical
products by a unique, universally
recognised genetic name is of crucial
importance to inlernational com-
municalion in mcdicine WHO's
programme on the sclection of Inter-
national Nanproprictry Nuames
(INN) is intended 1o maintain and
protect this system, and since 1930
names have been selected for ap-
proximately 6.000 pharmaccutical
substances.

The procedure for selecting
INNs allows munufacturers to con-
test names that arc cither identical
or similar to their licensed trade
marks. In contrast, trade mark ap-
plications are disallowed only when
they are identical to an INN,  Be-
causce of the competitive promotion
ol products no langer protected by
paticnts, INNs now require greater
protection.  Rather than marketing
such products by generic name many
companies apply for a trade mark
derived from an INN and, in par-
ticular, including the INN common
stem. The 1991 WHO Expert Com-
mitlee on the Use ol Essential Drugl
warned that “This practice cn-
dangers the principle that INNs arc
public prspcrly, it can frustrate the
rational selection of further INNs for
related substances and it will ul-
timately compromise the safety of
patients by promoting - confusion in
drug nomenclature™.

Il was against this background
that the Fortv-sixth World Health
Assembly in May 1993 adopted a
resolution drawing attention to the
dangers inherent in the situation and
calling for action. The resolution ac-
knowlcdges the fundamental con-
tribution of international non-
proprictary names o clfective com-
munication in medicine, and expres-
scs satislaction with the increasing
contribution ol generie products (o
nationasl drug markcets in both
developed and developing countrices.
Howcver, it warns that the cirrent
trend o morket veneric products g
under trade marks or brand names
derived from INNS may compromise
the sofery of paticnts by creating
canfusion 1 preseribing and dis-
pensing medicincs and by interlering
with the orderly development of the
nomenelature for INNS.

The resolution calls on Member
States:

“Lo ¢nact rales or regulations, as
necessary, 1o ensure that internation-
al nonproprictary names (or the
equivalent nationally approved
generic names) used in the labelling
and adverlising of pharmaceutical
products arc always displayed
promincntly;

“to cncourage manufacturers to @
rely on their corporate name and the
international nonproprielary names,
rather than on trade marks, to
promotc and market multi-source
products introduced alter patient ex-
piration;

“ta develop policy guidelines on
the use and protection of interna-
tional nonproprictary names, and to
discourage the use of names derived
from INNS, and particularly names
including cstablished INN stems as
trade marks.”
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