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Helicobacter pylori infeksiyonu profilaksisinde benzathine penicilin G
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OzeT: Helicobacter pylori (Hp) enfeksiyonu tedavi edil-

dikten sonra reenfeksiyon séz konusu olmabilmektedir.

Bu calismanin gayesi, reenfeksiyonu tnlemede depope-
nisilinin (Benzathine Penicillin G = BPG) faydali olup
olmayacaginy aragtirmak idi. Calisma Hp eradikasyo-
nu dclii tedavi ile saglanmiz 68 noniilser dispepsili
hasta alind:. Cegitli nedenlerle 19 haste c¢alismadan
gtkarildy. Hp tespitinde iireaz testi ve histopatolojik
inceleme kullanildi, 68 hasta iki gruba ayrildi: Grup
A’daki 30 hastaya 6 ay siireyle ayda bir kez 1,2 milyon
iinite BPG i.m. uyguland:. Kontrol grubunu olugturan
B grubundaki 38 hastaya ise hichir ilag uygulanmadz.
6. aydan-sonra titm hastalarda Hp durumu aragtirild:.
Calismayr 49 hasta tamamladi (Grup A'da 24, grup
B'de 25 kigi). 6. aydan sonra Hp enfeksiyonu A grubun-
da hi¢ giriilmedi (% 0), B grubunda ise 9 hastada
gorilldii (% 36). Gruplar arasindaki fark istatistiki
olarak anlamlyd: (p<0.05). BPG Hp enfeksiyonunun
dnlenmesinde etkili goriinmektedir. Bu sonug ozellikle,
Hp reenfeksiyon orgriman yiiksek oldugu toplumlarda
yasayan ve stk niikseden peptik iilseri olan hastalar igin
dnem arzetmektedir.

Anahtar kelimeler: Helicobacter pylori, reenfeksiyon, .
benzathine penicillin G

GASTRIC Hp infection is increasingly acknowl-
edged as an important cause of chronic active gas-
tritis and there is good evidence showing a signifi-
cant association with peptic ulcer disease (1-7).
Recently attention has focused on a possible asso-
ciation between Hp gastritis and gastric carcino-
ma (8.9). For this reasons, treatment of Hp infec-
tion has great importance. But, after successful
Hp eradication, reinfection may appear as a prob-
lem (10,186). ‘

In this prospective study, whether BPG have a
role in prophylaxis of Hp reinfection was investi-
gated.
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SUMMARY: Reinfection of Helicobacter pylori (Hp) may
occur after successful eradication of infection. The aim
of this study was to investigate if benzathine penicillin
G (BPG) prevents reinfection or not. Sixty-eight non-
ulecer dyspeptic patients who underwent successful Hp
eradication were included in this study. During study,
19 patients dropped out of the study. Rapid urease test
and histopathologic examination were used in defermi-
ning of Hp. 68 patients were divided into two groups: 30
patients in group A used BPG 1.2 million i.u. (one i.m.
injection monthly) for 6 months. 38 patients in group B
did not take any medicine as control group. After 6
months Hp status was investigated in all patients. 49
patients (24 in group A, 25 in group B) completed the

‘study. After 6 months, Hp infection did not appear in

gro'up A (0 %) whereas in group B; 9 patients (36%) were
Hp: (+). The difference between groups was significant
statistically (p<0.05). BPG appears very effective in trea-
tinig prophylaxis of Hp reinfection. This result may have
great importance in patients with recurrent peptic ulcer
disease.
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MATERIALS and METHODS

Sixty-eight non-ulcer dyspeptic patients (52 male,
16 female; ranging in age from 19 to 68 years)
who underwent successful Hp eradication (Bis-
muth subcitrate 300 mg/q.i.d., metranidazole 500
mg/bid., amoxicilline 500 mg/q.i.d. for 15 days)
were included in this study. The study was based
on Hp status, endoscopic findings were not consid-
ered. In determining of Hp status; the parallelism
of urease test (CLO test) and histopathologic ex-
amination were considered. The patients who
have gastric surgery, the discordance of urease
test and histopathologic examination and neglect-
ed BPG injections were excluded. So, 49 patients
(39 male, 10 female) completed the study.

All endoscopic procedures were performed follow-
ing an overnight fast. No patients had sedation,
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Tablo 1. Hp reinfection rates in group A and B at the end of
the 6 months follow-up period.

Group Hp rein fection %
A (n=24) n=0 0
B (n=25) n=9 36

only topical pharyngeal anesthesia was per-
formed. Endoscopic procedures were performed by
Olympus Q 20 and Pentax FG-32 X endoscopes.
Endoscopes and biopsy forceps were disinfected
by glutaraldehyde solution for 10 minutes. Dur-
ing endoscopic procedures 2 antral and 2 corporal
biopsies were fixed in 10 % neutral buffered for-
malin and processed on paraffin in the normal
manner: Sections were stained with haemotoxylin
and eosin and a modified Gram stain for the iden-
tification of Hp in tissue sections (11). Biopsies
were examined by a single histopathologist (M.D.)
without knowledge of patients details.

Eradication of Hp was defined as no evidence of
Hp infection 4 or more weeks after stopping anti-
microbial therapy.

After eradication, the patients were divided into
two groups: 30 patients in group A used 1.2 mil-
lion i.u. BPG injection i.m. monthly for 6 months
(all patients have no penicillin allergy). 38 pa-
tients in group B did not take any medicine as
control group. Probable allergic patients were in-
cluded in group B. Both groups were comparable
in age, sex and symptoms. After 6 months, Hp
status was investigated in all patients (one month
after the last BPG injection in group A) and the
results were compared. At the end of the study,
group A had 24 and group B had 25 patients.

In statistically analysis, Fisher's exact test was
used. The study was approved by the Academy
Ethical Practices Committee and the patients
gave informed written consent to take part in the
study.

RESULTS

At the and of the 6 months follow-up period; none
patient in group A had Hp infection, but in group
B 9 patients had Hp infection (9/25) again (Table
1). The difference between groups were highly sig-
nificant statistically (p<0.05).
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DISCUSSION

In this study, we found that BPG in very effective
in prophylaxis of Hp reinfection.

BPG has been used widely in prophylaxis of rheu-
matic fever. Thamlikitkul and co-workers (23) in-
vestigated the pharmacokinetics of BPG (1.2 mil-
lion iu. given im.) and other antibiotics in
prophylaxis of rheumatic fever. Based on the
pharmacokinetic profiles, they suggested that 1.2
million i.u. BPG given every 4 weeks is an appro-
priate regimen for preventing the recurrence of
rheumatic fever in Thai adults. In our study BPG
was used in same manner.

For Hp eradication, penicillines (e.g. ampicillin,
amoxicillin) are effective about 20% as monother-
apeutic agent (12,13). So, the penicillines have
been used in combined therapeutic regimens (14).

In literature there is only one study about using
BPG in Hp eradication (15). In that study Wirth
and co-workers used oral amoxicillin for two
weeks and then it was substituted for one single
injection of i.m. BPG in Hp positive patients. Ad-
ditionally, patients were given ornidazole 500 mg
t.id. for 14 days and 120 mg colloidal bismuth
sub-citrate q.i.d. for 28 days. The eradication rate
was found 50%. In literature we haven't encoun-
tered any study about using BPG in prophylaxis
of Hp reinfection. For this reason, in this study we
used BPG for prophylaxis of Hp infection, not for
eradication.

A number of studies (10, 17-19, 21, 23-26) have
shown that eradication of the organism reduces
the rate of duodenal ulcer relapse, providing a
strong rationale for eradicating Hp in duodenal
ulcer disease. In these studies, when Hp was
eradicated, the recurrence of duodenal ulcer
ranged between 0 and 22% (in a year) compared,
typically, with 70-80% when eradication treat-
ment failed (27). So, the prophylaxis of Hp infec-
tion has great importance for clinicians.

Rune and co-workers (22) performed a random-
ized controlled trial of the relaps rate of duodenal
ulcer during 12 weeks treatment with penicillin V
(it has no effect on epithelial-cell integrity) or pla-
cebo in 170 out-patients from five centres. They

" found the relapse rate 9% during treatment with

penicillin and 50% with placebo (p<0.0001). So,
they concluded that, infection with penicillin-
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sensitive bacteria, i.e. Hp, plays an important role
for recurrence of duodenal ulcer disease and peni-
cillin V suppresses this infection, but does not
eradicate it.

After successful eradication of Hp infection, the
rate of reinfection in one year is about 1-3%
(29,30). But, Gliman et al (16) reported that, rein-
fection rates of Hp (within one year) in Peru, after
successful eradication using triple therapy were
56%. This rate in our study is 36%; i.e. our result
is as high- as Gliman's. This discrepancies with
other studies might be due to different socio-
economic status of different populations. In addi-
tion, antimicrobial regimens cannot eradicate Hp
easily, and Hp can revert to coccoid form (20,31),
and then coccoid form can have viability and Hp
infection can reappear. For this reason, our rein-
fection rate may not be real reinfection rate, but
may be reactivation rate, partly. We speculate
that, BPG may suppress the reversion of coccoid
form to viable form and it prevents recurrence of
Hp infection.

1790 patients from 11 countries were enrolled in
a prospective international study (28) to deter-
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mine the incidence of allergic reactions to monthly
im. BPG injections to prevent recurrences of
rheumatic fever. The incidence of anaphylactic re-
actions was found 0.2%. This is a low incidence. In
our study we didn't encounter any allergic reac-
tions.

BPG is a cheap drug and available everywhere. In
addition, one injection in a month seems as an ad-
vantage and because Helicobacter Pylori doesn't
produce penicillinase, there isn't resistance prob-
lem againts BPG(14).

We havenot encountered any study about MIC
(minimum inhibitory concentration) value of BPG
for Helicobacter Pylori and secretion of BPG into
gastric juice in literature. Only we know that,:
BPG is stable in the presence of gastric juice (32).
More detailed studies about these subjects are
necessary.

In conclusion, we can say that, because of the
high recurrence rate of Hp infection in our study,
the prophylactic regimens may be necessary, espe-
cially in patients who have recurrent peptic ulcer
disease. BPG may be an appropriate prophylactic
agent in non-allergic patients.
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