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The use of nonsteriodal anti inflammatory drugs (NSAID) is associated with an increased risk of peptic ulcer and of ulcer complica-
tions. However, the relation between Helicobacter pylori infection and gastroduodenal damage associated with NSAID use is unclear.
This study investigated the prevalence of Helicabacter pylori infection in patients with arthritis (n=85) taking NSAID, trying to find
out whether the patients taking NSAID and infected with H. pylori were more likely to have dyspepsia, mucosal damage or chronic active

g

astritis than those without H. pylori infection. H. pylori was identified by biopsy, rapid urease test and histologic test. Dispeptic symp-
toms were assessed according to a standardized questionnaire. Gastroduodenal mucosal damage was graded endoscopically (using

2 modified Lanza scale) and the diagnosis of chronic gastritis was based on the histologic criteria of the Sydney system.

The frequency of H. pylori infection was found to increase with age. No statistically significant difference was observed in the
presence of damage to gastroduodenal mucosa between the patients with and without H. pylori infection. H. pylori infection was found
to be associated with an increased frequency and severity of dyspeptic symptoms in patients with arthritis taking long-term NSAID.
Chronic active gastritis was only present in patients with H. pylori infection.

H. pylori infection was shown to be associated with an increased frequency and severity of dyspeptic symptoms in patients with
arthritis on long-term NSAID therapy, without causing an increased damage to gastroduodenal mucosa.
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INTRODUCTION

It is now accepted that Helicobacter pylori (H. pylori)
causes active gastritis type B! and is associated with
duodenal and gastric ulcer. The association between
I, pylori infecion and peptic ulcer disease is strong-
est for the presence of duodenal ulcer2. -

The use of nonsteroidal anti inflammatory drugs
(NSAII')} Is associated with an increased risk of pep-
tic uleer and ulcer complications?-5.

However, the relation between H. pylori infection
and gastroduodenal damage associated with NSATD
use is unclear.

In dyspepsia caused by NSAID, there is no cor-
relation between the symptoms and severity of gas-
troduodenal damage® 7. Upadhyay et al8 found an
Mereased prevalence of dyspeptic symptoms in rhe-
Umatoid arthritis patients taking NSAID if they had
FL pylori infection. However, this has not been con-
firmed by ohersy, 10
The aims of this study were, firstly to determine
'© Prevalence of H. pylori infection in patients with
fll!hrllm receiving, NSAID; and secondly, o deter-
1?:3:’ ;*I\r-']'wi'lu.-rl the patients on NSAI_L) treatment and
dyspe ];_{fu/m'.f infection are more likely to develop
ft:c:ludl'i.\! and mucosal damage than those not in-

willy Fi. pylori.

the

PATIENTS AND METHODS

The study included 85 patients on long—term (more
than 8 months) NSAID treatment (39 with rheuma-
toid arthrits, 28 with osteoarthritis, and 18 with an-
kylosing spondylitis; M: F 27: 48; mean age 54, ran-
ge 23-80 years).

An informed consent was obtained from each
patient. Patients who were receiving steroids, gold,
penicillamine sulfasalazine, or other slow—acting anti-
rheumatic drugs, were excluded from the study.
None of the study patients was receiving Hy antago-
nists, proton pump inhibitors, or any mucosal pro-
tective drug during the study period.

During examination, the clinician, pathologist and
endoscopist were blinded for the results of their
work.

Dyspeptic symptoms were assessed according to
a scoring system similar to that of Upadhyay® (Table
1) during a 3-week period, before the endoscopic
examination, while the patients were receiving their
routine NSAID treatment.

Esophagogastroduodenoscopy was performed af-
ter an overnight fast, and the gastric and duodenal
appearance was assessed according to a moditied
Lanza scalell (Table 2). Three biopsy specimens
were taken from the antrum (within 4 cm from the
pylorus) and three from the corpus. Four specimens
were submitted for histologic examination and two
for the biopsy urease test!214. The endoscopes
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Table 1. o
Dysepsia scoring system: abdominal pain, abdominal bloating, nausea, vomiting and heartburn were each scored Morg
according to the chart below. In addition, the use of antacids was scored according to the frequency alone ternt
appy
T T - Jini
- - - Score _ == cous
Ie— 2 3 I S | A
Timing Short period < 2 hours > 2 hour :an,:
Frequency Occasional ~_ Some days Most days Every day Pati'
8 ureal
As an example, a patient who had abdominal pain on most of days (score 3) lasting for less than two hours but for more thay WOILE
a short period (score 2) would score a total of 5 for this symptom. The total score was the sum of these for each individual =  fyes
symptom.
5
unps
Table 2. cmg:
30 ¢ - Modified Lanza system for scoring mucosal damage in8  sidel
= the stomach and duodenum
W
25 . R
"mm - Grade Endoscopic appearance B U
20 + - " 0 No evidence of erosions or submucosal |'I i_]}_m"
am hemorrhage 57.6¢
15 - == - 1 Single erosion or submucosal hemorrhage t'u':n
T == el
- = 24 More that one but not numerous erosions or age
- Ema submucosal hemorrhages 612
101 = =g 3 Numerous areas of erosions or submucosal [
hemorrhages pylai
-EEE LY 3] »

5 1 - B 4 Invasive ulcer or large areas of erosions or (p<
- L submucosal hemorrhage with active bleeding I
== = h — fout

L B BB .

0 & =ssumuse asastlesldats (Olympus GIF Q 10) and bioptic pincer (Olympuss H.

FBO 24-K) were sterilized with 2% glutaraldehyde (‘,L?
H. pylori +ve H. pylori-ve between examinations. The biopsies were fixed iff Sixt
formalin, oriented and embedded in paraffin. Se@ of
tions 3 um thick were stained with hematoxylin and. 3
. . : 30351 Cor sk iC T i 1 vt a ’E
Fig. 1. Dyspeptic symptoms score was increased (p < eosin for histologic evaluation, and with May-Gring 98
0.05) in H. pylori+ve patients. wald Giemsa for identification of H. pylori.” The dig  oul
agnosis of chronic gastritis was based on the hist S50
tologic criteria proposed in the Sydney system™ ‘Ii!“
Table 3. H,
Endoscopic mucosal damage scores for 36 patients with arthritis without I lelicobacter pylori infection and for 49 § Wik
patients with arthritis and Helicobacter pylori infection }“5; '
’ ! triti
Ulcer Duodenum Stomach
Group - 0 I 2a 2b 4 0 1 2a 20 3 E I
(H. pylori-ve) inf
None 20 4 0 14 3 1 = sim
me
Duodenal 0 0 1 1 ® o
Gastric 0 1 0 7 f:-“"
— _— S S = S _ inf
(H. pylori+ve) 1,
b
None 24 0 19 4 { ;;a}
Duodenat 1 0 2 0
Gastric 3 1 0 1 1 0 a8 ong
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H:‘.Hruh.-'h:fr-_r pul
. ovidence of H. pylori infection was de-
~hologic €V idence o ) : e
Morpholas he presence of typical curved bacilli,

emined by ! £ X
lﬁmm;imnlé‘]\' [ to 3 um long and 0.5 pm wide,
appro he surface epithelium or penetrating the mu-
lifntg the S

r {p;n'licn_llarly in the gastriclpits)...

A patient was considered J—I'.‘py.’m'r positive (+ve)
o . pylori was identified on histologic examination
it F.‘i{'the biopsy rapid urease test was positive. All
and lt_q found o be H. pylori positive by the rapid
Faﬂe:,‘wq[ were confirmed by histology (in other
t:‘(e!fﬁ*;, th.r: rapid urease test produced no false posi-
-
hvﬁ:a?r.h‘i:;tfrs, The Mann-Whitney U test was used' for
unpairt‘d' and Wilcoxon SIgnud'an\’ test for Pau‘ed
comparisons, with a p value of less than 0.05 con-

sidered significant.

CoLs la .VC

RESULTS

[n 85 patients with arthritis on Ion_g—l'e_rm NSAID
therapy, the frequency of H. pylori infection was
57.6% (49/85).

The frequency of H. pylori infection in the pa-
tients on long—term NSAID therapy increased with
age from 35% in the 21-30 age group to 73% in
61-70 age group.

Dyspeptic symptoms were more severe in the H.
pylori +ve than in H pylori —ve patients with arthritis
(p<0.05) (Fig. 1).

In 85 patients with arthritis, duodenal ulcer was
found in 12 (14. 1%) patients, seven of them with
H. pylori infection. Gastric ulcer was found in four
(47%) patients, two of them with H. pylori infection.
Sixty—nine (81.2%) patients were free from ulcer, 40
of them with H. pylori infection.

Table 3 shows endoscopic score of mucosal dam-
age to gastroduodenum in the patients with or with-
out H. pylori infection. There was no statistically
significant difference in mucosal damage to gastro-
duodenum between the patients with and without
H. pylori infection.

Chronic aclive gastritis was found in all the 49
H-‘ pylori +ve patients. In the group of patients
without [, pirtori infection, 16 patients had normal

El_i‘,tm”i‘iic findings and 20 had chronic inactive gas-
itis,

DISCUSSION

il:‘.:fetc}:‘ls study, the overall prevalence of H. pylori
si|11ij-1“-m. m the patients with arthritis (:’57.(1%)’ was
l'ﬂea; 1 l.” 11_1(1._[ expected for a population wl'llh a
fio %"'_ ol lecl”- 16 suggesting that NSAID inges-
le:rv:ﬂ:\ndj c}la'llu'll'ls IL!U_IIO!I affect the risk and na.tm_‘;ll
3 h;w:-' ,If_!ff:lh' infection. However, two studies!7.
imeciip’:nlw“] t'_"_'d a reduced prevalence of H. pylori
T i those taking NSAID. Other studies$: 10,
feported on the prevalence of H. pylori infec-
s n NSAID users to be similar to that in the
general pni:“]ﬂ Homn.

In this g
and geye

tion

' study, showed an increased frequency
nty of dyspeptic symptoms in the patients

with arthritis on long-term NSAID therapy, if they
had H. pylori infection. Similar results have been
reported from two other studies® 1. In contrast,
some studies found the prevalence of H. pylori in-
fecion in patients taking NSAID to be similar in
dyspeptic and asymptotic subjects?, and with no
correlation between dyspeptic symptoms and the
presence of H. pylori infection10. Jones and et all?
found that rheumatoid arthritis patients taking
NSAID who were H. pylori +ve were more likely to
have a history of peptic ulcer disease, and had more
severe dyspeptic symptoms leading to multiple
NSAID intolerance.

Recent findings of Kim and Graham? show that
H. pylori infection does not increase the risk of duo-
denal ulcer in patients with arthritis and long—term
NSAID treatment. In our study, duodenal ulcer was
more common in the H. pylori +ve patients who
were on long-term NSAID treatment. It remains
unclear whether most NSAID-associated duodenal
ulcers are H. pylori associated ulcers, NSAID-exacer-
bated H. pylori-associated ulcers, or NSAID induced
ulcers. The known age-related increase in H. pylori
infection?! coupled with the relatively older popula-
tion characteristic of patients with chronic arthritis
ensures that, by chance, a large number of them will
both receive NSAIDs and have H. pylori infection.

Goggin and et al.ll found that there was a trend
toward a greater increase in the endoscopic score of
gastroduodenal damage in H. pylori —ve subjects, but
the differences were not statistically significant. In
this study, there was no significant difference in the
endoscopic score of damage between the patients
on NSAID treatment who were H. pylori +ve and
those H. pylori —ve. In a serologic study, healthy
volunteers received NSAID for seven days, but no
difference was found in the endoscopic score of
damage between the subjects who were H. pylori
+ve and those who were H. pylori —ve22. Two stud-
iesl0, 23 found that H. pylori +ve patients taking
NSAID had less gastric hemorrhages. In the latter
study?3 the presence of neutrophils on gastric cytol-
ogy was presumably related to H. pylori infection. In
contrast, Heresbach et al4 found an increased pre-
valence of H. pylori infection in patients taking
NSAID if gastropathy was present.

In this study, all patients with H. pylori infection
had chronic active gastritis Twenty (55.6%) patients
without H. pylori infection had chronic inactive gas-
tritis and 16 (44.4%) had normal histologic finding®.
These results suggested that NSAID were not the
cause of histologic gastritis. In the studies by Met-
zger et al.25, and Goggan and et al.ll the histologic
gastritis score was found to be unchanged after the
tratment with NSAID. In contrast, Taha et al.26 re-
port that the percentage of patients with severe gas-
tritis increased from 5% to 78% after one—month
treatment with naproxen or etodolac, and NSAIDs
have been suggested as the cause of active chronic
gastritis. This discrepancy between the findings of
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Taha et al. findings and previously mentioned find-
ings is difficult to explain.

In conclusion we showed that H. pylori infection
was associated with an increased frequency and se-
verity of dyspeptic symptoms in the patients with
arthritis on long—term NSAID therapy without caus-
ing an increased damage to gastroduodenal mucosa.

REFERENTCES

1.  Rauws EA, Langerberg W, Zanen HC, Tytgat GN.
Campylobacter pyloridis associated chronic active antral gas-
tritis. A prospective study of its prevalence and the effects
of antibacterial and antiulcer treatment. Gastroenterology
1988; 94: 33-40.

2. Graham DY. Campylobacter pylori and peptic ulcer
disease. Gastroenterology 1989; 96(Suppl): 615-625.

3. Armstrong CP, Blower AL. Non-steroidal anti-in-
flammatory drugs and life threatening complications of
peptic ulceration. Gut 1987; 28: 527-532.

4. Graham DY. Prevention of gastroduodenal injury
induced by chronic nonsteroidal antiinflammatory drug
therapy. Gastroenterology 1989; 96 (Suppl): 675-681.

5. Somasundaram S, Hayllar H, Rafi S, Wriggles-
worth JM, Macpherson AJS, Bjarnason ]. The biochemical
basis of non-steroidal antiinflammatory drug induced da-
mage to the gastrointestinal tract: a review and a hypothe-
sis. Scand ] Gastroenterol 1995; 30: 289-299.

6. Farah D, Sturrock RD, Russel RI. Peptic ulcer in
rheumatoid arthritis. Ann Rheum Dis 1988; 47: 478-480.

7.  Lanza FL. A review of gastric ulcer and gastro-
duodenal injury in normal volunteers receiving aspirin
and other nonsteroidal antiinflammatory drugs. Scand J
Gastroenterol 1989; 163 (Suppl): 24-31.

8. Upadhyay R, Howatson A., Mc Kinlay A, Danesh
BJ, Sturrock RD, Russel RI. Campylobacter pylori associated
gastritis in patients with rheumatoid arthritis taking non-
steroidal antiinflammatory drugs. Br ] Rheumatol 1988; 27:
113-116.

9. Doube A, Morris A. Nonsteroidal antinflamma-
tory drug induced dyspepsia — is Campylobacter pyloridis
implicated? Br ] Rheumatol 1988; 27: 110-112.

10. Graham DY, Lidsky MD, Cox AM, Evans DJJr,
Evans DG, Alpert L et al. Long—term nonsteroidal antiin-
flammatory drug use and Helicobacter pylori infection. Gas-
troenterology 1991; 100: 1653-1657. .

11. Goggin PM, Collins DA, Jazrawi RP, Jackson PA,
Corbishley CM, Bourke BE, Northfield TC. Prevalence of
Helivobueter pylori infection and its effect on symptoms and
nonsteroidal antiinflammatory drug induced gastrointesti-
nal damage in patients with rheumatoid arthritis. Gut
1993; 34: 1677-1680.

12.  Marshall B], Warren JR, Francis GJ, Langton SR.
Rapid urease test in the management of Campylobacter

pyloridis associated gastritis. Am ] Gastroenterol 1987; 82:
200-210.

30

A. Tvandié, A. Vieva, D. Stimac, B.Taka&, 1. Mikolagevié, S. Jovanovié¢, B. Dmitrovié¢, D. Vukovié, B. Egi¢. Infection With
. . Use of Non-steroidal Antiinflammatory Drugs. Acta med. Croat. Vol. 52 (1998) No. 1, pp 273

13, Szeto ML, Pounder RE, Hamilton DS, Dhiltgy 4
Rapid urease test provides specific identification of ¢
pylobacter pylori in antral mucosal biopsies. Postgrad p
| 1988; 64: 935-936.

4. Morris A, Ali MR, Brown P, Lane M, Pattoy »
Campylobacter pylori infection in biopsy specimens of
tric antrum: laboratory diagnosis and estimation of g8
pling error. | Clin Pathol 1989; 42: 727-732. :

15. Misiewcs J], Tylgal GNj, Goodwin CS et al, Ty
Sydney system: a new classification of gastritis, Wyl
Congress of Gastroenterology. Working Parly Reports, ¢
dney: Blackwell Sci Publ, 1990; 1-10. ;

16. Wyant JI, Rathbone BJ]. The role of serology
the diagnosis of Campylobacter pylori infection. Scang
Gastroenterol 1989, 24 (Suppl 160). 27-34.

17. Iglehart IW, Edlow DW, Mills Lj, Morrison §§
Hochberg MC. The presence of Campylobacter pylori j
nonsteroidal antiinflammatory drug associated gastritis,
Rheumatol 1989; 16: 599-603.

18. Caselli M, Pazzi P, La Corte R, Aleotti A, Triviszg
L, Stabellini G. Campylobacter-like organisms, nonsteroidg
antiinflammatory drugs and gastric lesions in patients wige
rheumatoid arthritis. Digestion 1989; 44: 101-104.

19. Jones ST, Clague RB, Eldridge ], Jones DM. Segt
logical evidence of infection with Helicobacter pylor: maj)
predict gastrointestinal intolerance to nonsteroidal intig
flammatory drug (NSAID) treatment in rheumatoid arthif
tis, Br | Rheumatol 1991: 30: 16-20.

20. Kim JG, Graham DY. Helicobacter paplori infectio
and development of gastric or duodenal ulcer in arlhtg

patients receiving chronic NSAID therapy. The Misopros
tol Study Group. Am | Gaslroenterol 1994; 89: 203-207.

21. Graham DY, Adam E, Klein PD et al. Epidemid]
ogy of Campylobacter pylori. Gastroentrol Clin Biol 1989; 1§
848-88B.

22. Lanza FL, Evans DG, Graham DY. Effect of Helf
cobacter pylori infection on the severity of gastroduoder |
mucosal injury after the acute administration of naproxef
or aspirin to normal volunteers. Am ] Gastroentero] 199
86: 735-737.

23, Wood PH, Harvey-Smith EA, Dixon AJ. Salic
lates and gastrointestinal bleeding—acelylsalicylic acid and
aspirin derivates. BMJ 1962; 1: 669-675.

24. Heresbach D, Raoul JL, Bretagne JIF et al. [uli®
bacter pylori — a risk and severity factor of nonsteroid®
antiinflammatory drug induced gastropathy. Gut 1992; 3§
1608-1611.

25. Metzger WH, Mc Adam L, Bluestone R, Cull
PH. Acute gastric mucosa injury during continuous d
interrupted aspirin ingestion in humans. Am ] Dig DH
1976; 21: 963-968.

26. Taha AS, Mc Laughlin S, Hollandd PJ, Kelly RW
Sturrock RD, Russel RI. Effects on gastric and duodcnq},
mucosal prostaglandins of repeated intake of therapculh
doses of naproxen and etodolac in rheumatoid arthrit®
Ann Rheum Dis 1990; 49: 354-358.




A. Véeva, D. Stimac, B.Taka¢, 1. MikolaSevié, S. Jovanovié, B. Dmitrovié, D. Vukovié, B. Egic. Infecton with
Long-term Use of Non-steroidal Antiinflammatory Drugs. Acta med. Croat. Vol. 52 (1998) No. 1, pp 27-31

A Tvandié,
sl and

L pp 27. Véev,
— 3[ !ﬁ:]'.r'l'lji-"_"-;f[.‘_!

ostgrad i
M, P “
e 8 SAZETAK
tion of ¢
INFEKCIA HELICOBACTER PYLORI T DUGOTRAJNA UPORABA NESTEROIDNIH ANTIREUMATIKA
S et al §
tritis, Wy - - & 3 dutel ) <2 53
. RL‘]":'Jr[-S_ N VyCEV, A IVANDIC, A. VCEVA, D. STIMAC, B. TAKAC, I.B Mélé%leSEVIC , S. JOVANOVIC?, B. DMITROVIC?, D. VUKOVIC” i

Klinika, Kiinika za ortopedijul, Zavod za ;w‘rtoh:ilx_':'_juz, Zovod za H!ﬂ'}'\lfyt.lh13{:}!!'1 Kiinicke bolnice u Osijeku 1 Specijalna bolnica za reumatske

O:;Qn.lh.’gy !| Interna bolesti i medicinsku rehabilitaciju™ v Darwvarn, Hroatska
. \L'"i |||
flonison @ aidnih antireumatika (NSAR) udruzena je s porastom rizika od peptickih uiceracija i komplikacija istih. Medutim, odnos

ter pyloyiis Uporaba nester

! izmedu infekeije

1 gastrigl Helicobacter pylori i gastroduodenalnog oste¢enja uzrokovanog NSAR-om nije jasna.
et ._

Autori su istrazivali prevalenciju infekcije Helicobacter pylori u bolesnika s artritisom (n=85) na dugotrajnoj terapiji NSAR, te razliku
u sklonosti razvoja dispepsije, mukoznog ostecenja i kroniénog aktivnog gastritisa u bglesnika s infekcijom H. pylori i bez infekcije H.
A, Trovi pyloti. Helicobacter pylori identificiran je pomocu brzog bioptickog ureaza testa i histoloSkog ispitivanja. Dispepticki simptomi ustanov-
nonstergiy jjeni su prema standardiziranom upitniku. Gastroduodenaino mukoverO o§.teé§.nje stupnjevano je endoskopski (prevma modificiranoj
atients wi. Lanza skali), @ dijagnoza kroniénog gastritisa temeljena je na histoloskim kriterijima propisanim u Sydney sustavu. Ucesta]ost H pylori
04. raste s bolesnikovim godinama. Nije bilo statisticki znacajnih razlika u mukoznom oste¢enju gastroduodenuma u bolesnika s i bez H.
pylort. Kronicni aldtivni gastritis imali su samo {svi) bolesnici s H. pylori infekcijom. Infekcija H. pylori udruzena je s porastom uestalosti
’ D}\/I'_ S  jagine dispeptickih simptoma u bolesnika s artritisom na dugotrajnoj NSAR terapiji.
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