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SUMMARY

Helicobacter Pylori has been implicated with a possible link
to immune thrombocytopenia purpura (ITP) and studies
have shown contradicting results in platelet recovery after
eradication of H pylori infection. Objectives: To determine
the prevalence of H pylori infection in adult ITP patients in
Malaysia and to examine the effect of eradication of H pylori
infection in these patients.

Method: 50 ITP adult patients from haematology clinics were
recruited. A 13C urea breath test for H. pylori infection was
performed in all patients. Those with H. pylori infection were
treated with standard eradication regimen. Platelet counts
were monitored regularly after eradication therapy to assess
response. Complete response (CR) was defined as the
achievement of platelet counts of >150x10°L within 3
months after eradication therapy and partial response (PR)
was defined as platelet count above 50x10°/L and/or at least
doubling the baseline count.

Result : The median age of patients recruited was 50 years.
The majority of patients were female (76%). Chinese was the
largest ethnic groups (56%) followed by Malays (28%) and
Indians (16%). 11 of the 50 patients (22%) were found to have
H. pylori infection and all but one had eradication therapy.
Overall, some response was observed in 3 patients (30%)
with a CR seen in 2 patients and PR in one patient. However,
all these patients had a drop in their platelet counts at 6th
month follow up.

Conclusion: The prevalence of H. pylori infection is
relatively low in our adult ITP patients (22%) and by
eradicating the infection did not have any sustained effect in
the platelet recovery.
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INTRODUCTION

Immune thrombocytopenic purpura (ITP) is a relatively
common haematological disorder where there is persistent
thrombocytopenia due to premature platelet destruction
from autoantibodies and reduced megakaryopoiesis. Clinical
features of ITP in adults are quite distinct compared with
childhood acute ITP. Adult ITP usually has an insidious onset
and does not resolve spontaneously. It is well documented
that there is a link between ITP and H. pylori infection'.
According to Maastricht III consensus, ITP is one of the

extraintestinal diseases of H. pylori for which eradication
therapy is indicated’. Eradication of the infection has been
reported to produce increase in platelet counts in some
studies but not in others. Initial reports from the Italian and
Japanese studies showed that eradication of H. pylori infection
improved platelet counts in ITP patients***°. However, there
are also other conflicting studies which found no evidence of
an association between H. pylori eradication and platelet
recovery in ITP patients'*. A systematic review by Stasi et al
found a complete response rate of 42.7% and overall
response of 50.3%. However, all of the studies reviewed in
that review article were from Europe and Japan®.

Malaysia is a multiethnic country where the three main
ethnic groups are Malay (65%); Chinese (26%) and Indians
(7.7%) . The overall prevalence rate of H. pylori infection
was previously reported to be 35.9% in Malaysia and it is well
documented the prevalence rate differs in different
geographical area within Malaysia®. It is also of interest that
the Malay populations have the lowest prevalence of H. pylori
infection (11-29%) compared to Indians (49-52.3%) and
Chinese (26.7-57.5%)%. The prevalence rate in paediatric
population in an urban area is reported to be lower than the
adults at 10.3% , however the ethnic differences is found to be
similar as the adult populations®. Within each geographical
area in Malaysia, the difference in prevalence rate of H. pylori
infection amongst the three ethnic groups is consistent.

There has not been any study which looked into the
prevalence rate of H. pylori infection amongst the ITP patients
in Malaysia or the South East Asia regions. We therefore
performed a prospective study to determine the prevalence
rate of H. pylori infection in adult ITP patients and to
determine if eradication of the infection will improve the
platelet counts.

MATERIALS AND METHODS

This is a prospective study where all adult patients with ITP
in a local teaching institution were reviewed and recruited
from June 2004 to December 2005 and again from July 2009
to January 2010.

The inclusion criteria includes patients more than 18 years of
age, who had platelet counts persistently low (<100x 10°/1) for
more than 3 months and is otherwise well and do not have
any active bleeding. Patients who were previously included
were not recruited again. A bone marrow examination was
performed in all patients to exclude other causes of
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Table I: Patient Characteristics

H pylori positive H pylori negative total
Median Age 50 years 49 years 49.5 years
(range) (19-71) (18-79) (18-79)
Gender ( M:F) 3:8 9:30 12:38
Race
Chinese 25% (7) 75% (21) 56% (28)
Malays 7% (1) 93% (13) 28% (14)
Indians 37.5%(3) 62.5% (5) 16% (8)
Median years of diagnosis
(months) 109 70 60
(36-216) (3-336) (3-336)
Platelet counts prior eradication x10%L (range) 24-100 8-97 8-100
(mean 58) (mean 52) (mean 53)
Median 50 Median 49 49.5 median

Table II: Platelet counts in patients who were tested positive with H Pylori

Patient Ethnic| Platelet counts | Platelet counts Platelet counts Platelet counts Platelet counts | Platelet counts

before treatment | 2 weeks after 4 weeks after 8th week after 12th week after | 6 months after

(10°) treatment (10%1) | treatment (10°/1) treatment (10%1) | treatment (10°/1) | treatment (10%1)
1 C 56 78 62 88 59 35
2 | 46 64 64 70 56 56
3 | 56 79 71 63 71 96
4 C 50 52 38 39 42 50
5% C 100 152 - 82 164 114
6* C 92 119 107 125 186 144
7* C 35 47 40 85 75 12
8 C 48 97 133 66 94 50
9 | 24 12 6 63 152 67
10 M 39 33 40 41 36 50

Patient 8 and 9 was on high dose of prednisolone.

thrombocytopenia. Patients were not eligible if they had prior
treatment for H. pylori infection or have been treated with a
proton pump inhibitor or antibiotic within 4 weeks of
recruitment. Informed consents were obtained from all
patients and the study was approved with the local institute
ethic committee.

H. pylori infection was assessed by 13C urea breath test. Those
found to have H. pylori infection will be treated with
eradication therapy. The eradication regimen comprised
amoxicillin 1g twice daily, clarithromycin 250mg 3 times
daily and pantoprazole 40mg twice daily for 7 days. Platelet
counts were monitored every 2 weeks for 4 weeks and
monthly for the next 2 months and reassess again at 6th
month after the end of treatment. Success of eradication of H.
pylori infection was assessed by repeat urease breath test 4
weeks after treatment.

A complete response (CR) was defined as the achievement of
platelet counts of >150x10°/L within 3 months after
eradication therapy and partial response was defined as
platelet count above 50x10°/L and/or at least doubling the
baseline count. Patient who required dose changes of their
treatment during the 3 months period were considered as non
responders.

Statistical analysis

Difference between H. pylori positive and H.pylori negative
patients were analysed using non-parametric test. The
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response rate after H. pylori eradication in patients who are H.
pylori positive is compared using chi-square analysis. A p
value of <0.05 was considered significant.

RESULTS

A total of 50 patients were recruited. 20 patients were
recruited during the year 2004 and another 30 patients in
2009. The median age was 50 years (ranges from 18-79).The
majority of patients were female (76%). Chinese was the
largest ethnic groups (56%) followed by Malays (28%) and
Indians (16%). The patients’ characteristic is shown in Table
I. One patients passed away due to severe sepsis 3 months
after recruitment. He was not found to have H. pylori
infection. There was no significant difference between H.
pylori positive and negative patients in terms of age, gender,
ethnic groups, initial platelet counts and duration of ITP.

11 of the 50 patients (22%) had a positive breath test. All but
one patient had eradication regimen. That one patient was
lost to follow up. Repeat breath test 4 weeks after treatment
showed all had achieved successful eradication of H. pylori
infection. Platelet counts were followed up in these remaining
10 patients for a total of 6 months and the platelet response
is documented in Table II. The overall response was observed
in 30% (3) patients; CR in 2 patients and PR in one patient.
However, all patients relapsed at 6th month follow up. There
was no significant correlation of the existing platelet counts,
duration of ITP with response rate.
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DISCUSSION

The prevalence of H. pylori infection is different in different
countries where higher rate is seen in Japan (73%) and Italy
(51%) compared to 18-22% in Northern America".

The prevalence rate of 22% in our patient cohort is quite
similar to those reported in Northern America and is much
lower compared to that of the Japanese and Italian
population 2171, Although the prevalence rate of ITP
patients in this study is lower than the reported prevalence
rate of 35.9% within Malaysia, it is consistent when the same
geographical area i.e. Klang Valley is considered (26.4%)".
The prevalence rate of H. pylori infection in the three different
ethnic groups is also consistent with the general population
in Malaysia where the Malays has the lowest infection rate
(7%) compared to Indians and Chinese, 37.5% and 25%
respectively®.

In a review by Stasi et al, the overall response was reported to
be 50.3% after H. pylori eradication with a complete response
rate of 42.7%". The review reported a correlation between
infection rate and platelet response rate whereby the response
rate is higher in countries with higher prevalence rate of H.
pylori infection and patients with milder thrombocytopenia.
This explained the higher reported response rate seen in
studies performed in Japan and Italy where the prevalence
rate of H. pylori infection is more than 50%". In contrast,
studies in North America revealed contradictory results where
there was no sustainable platelet response after H. pylori
eradication'” Similar findings is also found in Australia
where there was no demonstrable sustained platelet response
after H. pylori infection eradication®. In this study, the
reported overall response rate was 30% and this is similar to
those reported in America but lower compared to studies
done in Japan and Europe. Our study had also showed no
sustainable platelet recovery in patients who had
demonstrated initial response.

The limitation of this study was the lack of controls and the
small sample size which may have affected the results.

In conclusion, the prevalence of H pylori infection in our ITP
patients is 22 % and this is comparable to the general
population from the same geographical area in Malaysia.
The result of this study showed no evidence that H. pylori
infections is associated with chronic ITP patients in our
population and by eradicating the infection will have any
sustained effect in the platelet recovery. Perhaps a future
study with larger sample size with control groups will be able
to confirm this finding.

ACKNOWLEDGEMENT
This study was supported by research grant from University
Malaya F0350/2004A and postgraduate research grant 2009

Med ] Malaysia Vol 68 No 3 June 2013

REFERENCES

1. Emilia G, Longo G, Luppi M, et al. H Pylori eradication can induce platelet
recovery in ITP. Blood 2001; 97: 812-914.

2. Michel M, Khellaf M, Desforges L, et al. Autoimmune Thrombocytopenic
purpura and Helicobacter Pylori infection. Arch Intern Med 2002;162: 1033-
6.

3. Gasbarrini A, Franceschi F, Tartaglione R, et al. Regression of autoimmune
thrombocytopenia after eradication of Helicobacter pylori. Lancet 1998;
352: 878.

4. Kohda K, Kuga T, Kogawa K, et al. Effect of Helicobater pylori eradication on
platelet recovery in Japanese patients with chronic idiopathic
thrombocytopenic purpura and secondary autoimmune thrombcytopenic
purpura. Br | Haem 2002;118: 584-58.

5. Malfertheiner P, Megraud F, O’ Morain C, et al. Current concepts in the
management of Helicobacter pylori infection : the Maastricht III
consensus report. Gut 2007; 56: 772-781.

6. Franchini M, Verneri D. Helicobacter pylori and immune thrombocytopenic
purpura:an update. Helicobacter 2004; 9(4): 342-6.

7. Hino M, Yamane T, Park K, et al. Platelet recovery after eradication of
Helicobacter pylori in patients with idopathic thrombocytopenic purpura.
Ann Hematol 2003; 82: 30-2.

8. Sato R, Murakami K, Watanabe K, Okimoto T, Miyajima H, Ogata M, et al.
Effect of Helicobacter pylori eradication on platelet recovery in patients with
chronic idiopathic thrombocytopenic purpura. Arch Intern Med. 2004 Sep
27; 164(17): 1904-7.

9. Hashino S, Mori A, Suzuki S, Izumiyama K, Kahata K, Yonezumi M, et al.
Platelet recovery in patients with idiopathic thrombocytopenia purpura
after eradication of Helicobacter pylori. Int ] Hematol. 2003;77(2):188-91.

10. Suzuki T, Matsushima M, Masui A, Watanabe K, Takagi A, Ogawa Y,
Shirai T,Mine T. Effect of Helicobacter pylori eradication in patients with
chronic idiopathic thrombocytopenic purpura-a randomized controlled
trial. Am | Gastroenterol 2005; 100(6): 1265-70.

11. Jarques I, Andreu R, Llops I, et al. Absence of platelet response after
eradication of Helicobacter pylori infection in patients with chronic
idiopathic thrombocytopenic purpura. Br ] Haem 2001;115: 1002-3.

12. Michel M, Cooper N, Jean c Frissora, Bussel |B. Does Helicobacter pylori
initiate or perpetuate immune thrombocytopenic purpura? Blood. 2004
Feb 1; 103(3): 890-6.

13. Stasi R, Sarpatwari A, Segal JB, Osborn ], Evagelista ML, Cooper N, et al.
Effects of eradication of Helicobacter pylori infection in patients with
immune thrombocytopenic purpura: a systematic review. Blood 2009; 113:
1231-1240.

14. http://www. Statistics.gov.my

15. Goh KL, Parasakthi N: The racial cohort phenomenon: seroepidemiology
of Helicobacter pylori infection in a multiracial South-East Asian country.
Eur ] Gastroenterol Hepatol 2001; 13: 177-83.

16. Boey CC, Goh KL, Lee WS, Parasakthi N: Seroprevalence of Helicobacter
pylori infection in Malaysian children: evidence for ethnic differences in
childhood. | Paediatr Child Health 1999; 35: 151-2.

17. Arnold DM, Bernotas A, Nazi I, Stasi R, Kuwana M, Liu Y, et al. Platelet
count response to H. Pylori treatment in patients with immune
thrombocytopenic purpura with and without H. Pylori infection: a
systematic review. Haematologica 2009; 94: 850-9.

18. Jackson SC, Beck P, Buret AG, O’Connor PM, Meddings ], Pineo G, et al.
Long term platelet responses to Helicobacter pylori eradication in Canadian
patients with immune thrombocytopenia purpura. Int ] Hematol 2008; 88:
212-8.

19. Ahn ER, Tiede MO, Jy W, Bidort CJ, Fontana V, Ahn YS. Platelet activation
in Helicobacter pylori associated idiopathic thrombocytopenic purpura:
eradication reduces platelet activation but seldom improves platelet
counts. Acta haematol 2006; 116: 19-24.

20. Sivapathosingam V, Harvey M, Wilson RB. Helicobacter pylori eradication:
a novel therapeutic option in chronic immune thrombocytopenia
purpura. Med ] Aus 2008; 189: 367-70.

233



