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  To the Editor:  We appreciate the com-

ments by Savarino  et al.  Th ey suggested 

that   Helicobacter pylori  infection could be a 

cause of immune thrombocytopenia in cir-

rhotic patients and that rifaximin might have 

improved platelet counts in our study ( 1 ) by 

eradicating this infection ( 2 ). Indeed, the 

response to  H. pylori  infection may generate 

antibodies that crossreact with platelet anti-

gens ( 3 ) and eradi cation therapy has been 

shown to increase platelet counts in patients 

with idiopathic thrombocytopenic purpura 

( 4 ). However, the possibility that rifaximin 

treatment could have aff ected our results 

through its eff ects on  H. pylori  infection 

seems rather unlikely due to several reasons. 

 First, the prevalence of seropositivity to 

 H. pylori  infection in cirrhotic patients does 

not diff er from that in the general popula-

tion ( 5 – 7 ). Considering that only a minor-

ity of non-cirrhotic subjects will develop 

immune-mediated thrombocytopenia due 

to  H. pylori  infection, the contribution of 

 H. pylori  infection to cirrhosis-associated 

thrombocytopenia is reasonably expected to 

be limited. By contrast, rifaximin increased 

platelet counts in 9 of 10 thrombocytopenic 

cirrhotic patients in our study ( 1 ). Th is 

sug gests that rifaximin improved thrombo-

cytopenia by suppressing other more com-

mon mechanisms capable of decreasing 

plate let counts in the setting of cirrhosis 

rather than immune mechanisms trig-

gered by  H. pylori  infection. In this regard, 

the administration of rifaximin in cirrhotic 

patients has been shown to reduce signifi -

cantly endotoxemia ( 8 ), which, according to 

our recently reported hypothesis, could nega-

tively aff ect platelet counts in cirrhosis ( 9 ). 

 Second, thrombocytopenia worsens with 

progression of cirrhosis ( 10 ) whereas the 

seroprevalence of  H. pylori  infection has 

been reported to be unrelated to liver dis-

ease severity ( 3 ) or higher in early than in 

advanced cirrhosis ( 6 ). By contrast, endo-

toxin concentrations increase proportion-

ally to the severity of cirrhosis ( 11 ). 

 Finally, rifaximin alone has been proved 

to be eff ective for  H. pylori  infection, but 

even the highest dose (1,200   mg / daily) 

give a cure rate of only 30 % . Eradica-

tion rates obtained with dual and triple 

rifaximin-based regimens are still below 

the standard set by current guidelines 

( 2 ). Another major drawback of rifax-

imin could be its inability to reach suffi  -

ciently high concentrations in the gastric 

mucus layer under and within which 

 H. pylori  is commonly located. Th is 

would likely aff ect eradication rate and 

particularly in patients with portal hyper-

tension and congestion gastropathy ( 2 ). 

 We conclude therefore that eradication 

of  H. pylori  infection by rifaximin could 

not be a major determinant of the benefi -

cial eff ects of rifaximin on platelet counts 

in cirrhotic patients.  
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                               High Prevalence of 
Signifi cant Endoscopic 
Findings in Patients 
With Uninvestigated 
Typical Refl ux Symptoms    

  Amit Kumar       Dutta  ,   DM   1      ,     Ashok       Chacko  ,   DM   1        , 

    Avinash       Balekuduru  ,   DM   1      , 

    Manoj Kumar       Sahu  ,   DM   1       and 

    Sajith Kattiparambil       Gangadharan  ,   DM   1            

Th is letter underwent external review.

   doi:10.1038/ajg.2011.54       

  To the Editor:  We read with interest the 

article on prompt upper gastrointestinal 

endoscopy as an appropriate initial man-
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agement in un investigated Chinese patients 

with refl ux symptoms by Peng  et al.  ( 1 ) in 

the September 2010 issue of the  American 

Journal of Gastroenterology . Th e authors 

reported clinically signifi cant endoscopic 

fi ndings (CSEFs) in 180 (38.4 % ) of the 469 

patients in the study. Th e prevalence of 

CSEFs is surprisingly high, mainly owing 

to the high prevalence of erosive esophagi-

tis (32.8 % ) in their patients. 

 We evaluated the prevalence of CSEFs 

in Indian patients presenting with refl ux 

symptoms seen at our center during 2008. 

Th e patients had heartburn and / or acid 

regurgitation for more than 6 months, 

with absence of alarm symptoms. Th e total 

number of patients seen was 566 (39.8 %  

female) and their mean age was 41    +    12.3 

years. CSEFs were present in 72 (12.7 % ) 

patients. In all, 50 (8.8 % ) patients had 

erosive esophagitis. Th e severity according 

to Los Angeles classifi cation was grade A in 

31, B in 12, C in 4, and D in 3. Five patients 

had Barrett ’ s esophagus. Peptic ulcer dis-

ease was present in 16 patients (nine gastric 

ulcers and seven duodenal ulcers), among 

whom three also had erosive esophagi-

tis. Malignancy was seen in four, which 

included carcinoma stomach in three and 

carcinoma esophagus in one. Th e distribu-

tion of age and sex between patients with 

CSEFs and those without CSEFs is shown 

in  Table 1  along with the multivariate 

analysis. Th ese two factors were not signifi -

cantly diff erent between the two groups. 

 Risk factors for CSEFs in Peng  et al.  ’ s 

study were age being more than 50 years, 

being male, obesity, alcohol consumption 

and  Helicobacter pylori  infestation ( 1 ). 

Older patients and male patients in our 

study had higher CSEFs, but the diff er-

ence was not statistically signifi cant. India 

is in the neighborhood of China and has 

a similar  H. pylori  prevalence as Chinese 

population ( 2 ). A recent Chinese popula-

tion-based study from Shanghai showed 

the prevalence of erosive esophagitis to be 

12.5 %  in patients with symptomatic refl ux 

( 3 ). Alcohol consumption and obesity 

were not risk factors for erosive esophagi-

tis in this study ( 3 ). Alcohol intake was a 

signifi cant risk factor for CSEFs in Peng 

 et al.  ’ s study ( 1 ). However, even if we take 

off  the 64 patients who consumed alcohol, 

31.6 %  (128 out of 405) patients will have 

CSEFs, which is much higher than the data 

from the Shanghai study and our data. 

A previous report on ethnic diff erences 

in endoscopic esophagitis showed Indian 

patients to have higher prevalence of 

esophagitis than Chinese patients ( 4 ). In 

light of the above arguments, the high prev-

alence of erosive esophagitis in the Chinese 

study by Peng  et al.  is diffi  cult to explain and 

may have population-selection bias. Th e 

authors ’  statement that these CSEF rates are 

refl ective of the clinical practice in China 

seems inappropriate, as the population-

based study from Shanghai signifi cantly 

diff ers from their fi ndings ( 3 ). Although a 

comparison of our own data with regard to 

proton pump inhibitor use, alcohol use, and 

body mass index could not be done owing 

to the retrospective nature of our study, the 

four-times-higher prevalence of erosive 

esophagitis in Peng  et al.  ’ s study (32.8 % ) 

compared with ours (8.8 % ) may be too high 

to be attributable to these factors alone. 

Th erefore, the generalizability of these fi nd-

ings to Asian patients or even the Chinese 

population should be made with caution.  
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                               Reply to Dutta  et al.     

  Sui       Peng  ,   MD   1      ,     Ying-Lian       Xiao  ,   MD   1       and 

    Min-Hu       Chen  ,   MD   1                

 Th is letter underwent  AJG  editorial review.     

   doi:10.1038/ajg.2011.57       

  To the Editor:  We would like to thank 

Amit Kumar Dutta  et al.  ( 1 ) for their 

comments on our article ( 2 ). We also read 

with interest the new data presented by 

Dutta  et al.  on the prevalence of clinically 

signi fi cant endoscopic fi ndings (CSEFs) 

in Indian patients presenting with refl ux 

symptoms but without alarm symptoms. 

In response to their question about the 

 “ surprisingly ”  high prevalence (38.4 % ) of 

CSEFs observed in our study, we must fi rst 

make it clear that the data we presented rep-

resent what we observed in our population. 

  Table 1 .    Comparison of demographic profi le and BMI between the group with and 
without CSEFs 

      CSEFs present (72)    CSEFs absent (494)    Univariate  P     a     Multivariate  P     b   

   Age     >    50 years  22 (30.6 % )  109 (22.1 % )  0.11  0.06 

   Males  48 (66.7 % )  293 (59.3 % )  0.23  0.1 

     BMI, body mass index; CSEFs, clinically signifi cant endoscopic fi ndings.   
   a    Chi-square test.   
   b    Binary logistic regression.   
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We agree that the high prevalence of 

CSEF is due mainly to the high prevalence 

(32.8 % ) of erosive esophagitis (EE) in our 

study, and this prevalence is well in line 

with previously reported data for Chinese 

patients in Singapore (30.0 % ) ( 3 ) and Hong 

Kong (58.0 % ) ( 4 ). We agree with Dutta 

 et al.  that in both India and China there 

is a high prevalence of  Helicobacter pylori  

infection, which has been established as 

a defi nite etiological factor for gastric 

cancer. However, the incidence of gastric 

cancer is signifi cantly higher in China 

than in India. In fact, the incidence of 

gastric cancer varies even within the Chi-

nese population living in diff erent regions. 

Similarly, it is conceivable that the preva-

lence of EE also varies among diff erent 

regions in China. We believe that the dif-

ference in the prevalence of EE is due to 

a combination of factors, including racial 

preferences for ethnic diff erences, alter-

native lifestyles, and ethnic variations in 

health-seeking behavior, although the 

population selection bias in the studies, 

as suggested by Dutta  et al. , cannot be 

ruled out. 

 It is important to note that our study 

was not intended to determine the preva-

lence of CSEFs in the general population, 

as     mentioned in the letter ( 5 ), but was 

designed to refl ect the daily clinical prac-

tice in a tertiary hospital in China. Th e 

patients studied in our practice repre-

sented a broad mix of patients with upper 

GI symptoms and conditions and most 

of them were uninsured or underinsured. 

We believe that these rates correctly refl ect 

Chinese daily clinical practice because 

almost all tertiary hospitals in China are 

open-access settings and provide primary-, 

secondary-, and tertiary-level care. Of 

course, this category of clinical practice in 

China has unique features, which probably 

make the data diffi  cult to be generalized to 

other countries. However, Chinese gastro-

enterologists can use this information to 

assist in the decision-making process that 

at present is based largely on conjecture. 

 Interestingly, Dutta  et al.  also note that 

CSEFs other than gastroesophageal refl ux 

disease, such as gastroesophageal carcinoma 

(0.7 % ) and peptic ulcer disease (2.8 % ), are 

present in a considerable proportion of their 

patients with refl ux symptoms but without 

alarm features    . Th ese observations, echoing 

our fi ndings, are clinically signifi cant for two 

reasons: they indicate that the diagnostic 

accuracy of hallmark symptoms alone is not 

as high as might be thought and that prompt 

endoscopy may be an appropriate initial 

management option in these patients, par-

ticularly given its low cost in some countries.  
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                               Antibiotics and Oral 
Contraceptive Effi cacy 
in Infl ammatory Bowel 
Disease    

  Ann       Flynn  ,   MD   1       and     Sunanda       Kane  ,   MD, 

MSPH, FACG   2            

 Th is letter was reviewed externally.     

   doi: 10.1038/ajg.2011.55      

  To the Editor:  Antibiotic therapy is pre-

scribed to patients with Crohn ’ s disease for 

management of conditions including peri-

anal disease, infectious complications such 

as abscess and perforation, active luminal 

disease, and small-bowel bacterial over-

growth. When fi lling prescriptions, female 

patients may be counseled that the effi  cacy 

of their oral contraceptive can be compro-

mised by the antibiotic therapy. It appears 

to be a commonly asked question at sev-

eral websites ( 1 ). We performed a review 

of the literature to assess the evidence for 

this information and formulate a rational 

guideline for patients with infl ammatory 

bowel disease receiving concomitant oral 

contraceptives and antibiotic therapy. 

 Th e failure rate of oral contraceptives 

is 0.1 %  with perfect use. However, a 3 %  

failure rate is estimated with typical use. 

Concern regarding loss of contraceptive 

effi  cacy with antibiotic administration 

initially arose when a high incidence of 

unplanned pregnancies was noted among 

women receiving treatment for tuber-

culosis. A decrease in plasma hormone 

levels in women taking oral contraceptives 

and rifampin was noted, resulting from 

cytochrome P450 CYP3A induction ( 2 ). 

Decreased contraceptive effi  cacy was later 

demonstrated with other cytochrome P450 

CYP3A inducers, including anti-convul-

sants such as carbamazepine. 

 Excluding rifampin, antibiotics are not 

known to be inducers of cytochrome P450 

CYP3A. However, retrospective survey 

studies from family planning and abor-

tion clinics have shown that 20 – 23 %  of 

reliable oral contraceptive users seeking 

care in clinics for unplanned pregnancy 

report concomitant antibiotic use during 

the cycle in which they became pregnant 

( 3 ). Th ese data contrast with retrospec-

tive studies performed in outpatient der-

matology and obstetrics practices, which 

identifi ed oral contraceptive failure rates 

of 1.2 – 1.6 %  in patients taking concurrent 

antibiotic therapy, rates that do not diff er 

signifi cantly from the expected oral con-

traceptive failure rate with typical use ( 3 ). 

Th ese retrospective studies remain subject 

to signifi cant recall bias. 

 Small, prospective studies and system-

atic reviews have also been completed. 

Multiple studies have followed steroid 

levels in patients on oral contraceptives 

with and without antibiotic therapy. Sig-




