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Idiopathic Noncirrhotic Intrahepatic Portal Hypertension Is an Ongoing Problem in India
To the Editor:
Schouten et al. describe the need for histological conﬁrmation of idiopathic noncirrhotic portal hypertension and its contrasting incidence between the West and India.1 We prefer the
term idiopathic noncirrhotic intrahepatic portal hypertension
(NCIPH) to distinguish it from extrahepatic portal vein thrombosis—the most common cause of pediatric portal hypertension
at our center.2
After the report from Chandigarh in 2002,3 there is
scarce literature on the incidence of biopsy-proven NCIPH
in India. We herein report on our recent experience with
NCIPH.
From 2005 to 2007, retrospective analysis of 227 portal hypertensive patients who underwent liver biopsy at our center
showed that of 62 patients labeled as having ‘‘cryptogenic cirrhosis,’’ 30 (48%) were diagnosed as having NCIPH after liver
biopsy.4
We prospectively studied the prevalence of NCIPH among all
new portal hypertensive patients in our unit from July 2009 to
July 2010 (after institutional ethics committee approval). NCIPH
was diagnosed as per the previously described criteria.4 The need
for liver biopsy in each patient was decided on a case-by-case basis,
based on the clinical scenario.
Of 610 consecutive new portal hypertensive patients studied,
cryptogenic cirrhosis (210 patients) was the most common cause
of portal hypertension identiﬁed after noninvasive tests. Of 44
cryptogenic cirrhosis patients who underwent liver biopsy, 17
(39%) had NCIPH and 8 had ‘‘true cryptogenic cirrhosis.’’
NCIPH and true cryptogenic cirrhosis patients were 27 (range,
14-59) and 42 (range, 25-67) years old, respectively; 10 and 4
patients, respectively, were males. Hepatic venous pressure gradient measured in 15 NCIPH and 4 true cryptogenic cirrhosis
patients was 7 (range, 1-21) and 18 (range, 10-27) mmHg,
respectively (P ¼ 0.012).
Liver biopsies were performed percutaneously in 4 NCIPH
patients and transjugularly in 13. Number of cores in percutaneous biopsies was 3 per patient and 3 (range, 1-6) in transjugular
biopsies; length of the largest core was 13 (range,12-15) in percutaneous and 12 mm (range, 6-16) in transjugular biopsies. The
number of portal tracts in liver biopsies was 10 (range, 5-20).
Liver biopsies showed no signiﬁcant ﬁbrosis (6 patients), mild
portal/periportal ﬁbrosis (10), moderate ﬁbrosis (1), mild perisinusoidal ﬁbrosis (1), abnormal portal venous ectasia (6), and
mild diffuse sinusoidal dilatation (8); no patient had cirrhosis or
severe ﬁbrosis.
In summary, in 2009-2010 and 2005-2007,4 39%-48% of
patients with clinical diagnosis of cryptogenic cirrhosis who underwent liver biopsy at our center had NCIPH.
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Reply:
We would like to thank Goel et al. for their reply to our review
of idiopathic noncirrhotic portal hypertension (INCPH).1,2
The authors studied the prevalence of INCPH among all new
portal hypertension patients from July 2009 until July 2010. Eventually, 17 (39%) patients were diagnosed with INCPH. The
authors described the morphological features observed in liver
specimens from these 17 INCPH patients. Interestingly, neither
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the presence of nodular regenerative hyperplasia nor obliteration of
portal venules (phlebosclerosis)—both the most frequently observed
morphological features in liver specimens of Western INCPH
patients—were found.3,4 The apparent absence of these features in
Indian INCPH patients could imply differences in pathophysiological mechanisms between patients from different continents.
As reported by Goel et al., liver biopsy is mandatory in the diagnosis of INCPH. Its main role is the exclusion of liver cirrhosis,
which may be very difﬁcult to discern by radiological examinations
only. In addition, the diagnosis of INCPH can be suggested or supported by the presence of morphological features such as nodular regenerative hyperplasia, phlebosclerosis, increased number of portal
vascular channels, paraportal shunt vessels, and sinusoidal dilatation.
However, one must take into account that these features can also be
observed in patients without clinical signs of portal hypertension.
J.N.L. SCHOUTEN, M.D.
H.L.A. JANSSEN, M.D., PH.D.
Department of Gastroenterology Hepatology
University Hospital Rotterdam
Rotterdam, The Netherlands

SHENG ET AL.

2275

References
1. Schouten JN, Garcia-Pagan JC, Valla DC, Janssen HL. Idiopathic noncirrhotic portal hypertension. HEPATOLOGY 2011;54:
1071-1081.
2. Hillaire S, Bonte E, Denninger MH, Casadevall N, Cadranel JF,
Lebrec D, et al. Idiopathic non-cirrhotic intrahepatic portal hypertension in the West: a re-evaluation in 28 patients. Gut 2002;51:
275-280.
3. Cazals-Hatem D, Hillaire S, Rudler M, Plessier A, Paradis V, Condat
B, et al. Obliterative portal venopathy: portal hypertension is not
always present at diagnosis. J Hepatol 2011;54:455-461.
4. Hillaire S, Bonte E, Denninger MH, Casadevall N, Cadranel JF,
Lebrec D, et al. Idiopathic non-cirrhotic intrahepatic portal hypertension in the West: a re-evaluation in 28 patients. Gut 2002;51:
275-280.
C 2011 by the American Association for the Study of Liver Diseases.
Copyright V
View this article online at wileyonlinelibrary.com.
DOI 10.1002/hep.24753
Potential conﬂict of interest: Nothing to report.

I148M Variant of PNPLA3 Confer Increased Risk for Nonalcoholic Fatty Liver Disease
Not Only in European Population, but Also in Chinese Population
To the Editor:
We read, with great interest, the article by Sookoian et al.
reporting on when after having performed a systematic review by a
meta-analysis, they found that the I148M variant of PNPLA3 can
be used as a risk marker for predicting susceptibility and histological severity of nonalcoholic fatty liver disease (NAFLD).1 Here, we
would like to draw attention to our similar studies between
rs738409 in PNPLA3 and NAFLD in the Chinese population and
that we found signiﬁcant associations between rs738409 and
NAFLD.
Recent genome-wide association studies revealed that the
genetic variation, rs738409 (I148M), in PNPLA3 inﬂuences
NAFLD and plasma levels of liver enzymes.2-4 However, the association of rs738409 with the development and severity of NAFLD
in the Chinese population has not yet been reported. We tested
the association of histologic NAFLD with the I148M variant of
PNPLA3 in 112 patients of NAFLD and 120 matched controls in
our department. Our results showed that in the Chinese population, individuals harboring the G allele of rs738409 were susceptible to NAFLD, and that rs738409 was associated with the histological ﬁbrosis stage. PNPLA3 may be involved in the progression
of ﬁbrosis in NAFLD. Our results showed that the rs738409 G
allele in PNPLA3 was signiﬁcantly associated with increased odds
of histologic NAFLD (odds ratio [OR] ¼ 3.03; 95% conﬁdence
interval [CI] ¼ 1.98-6.71). After analysis of the association
between the G allele of rs738409 in PNPLA3 and the steatosis
grade, we found that there was not an association (P > 0.05). Furthermore, we also did not observe any association of this variant
with body mass index, triglyceride levels, high- and low-density lipoprotein levels, or diabetes (P > 0.05). Generally, our research
results are very similar to Prof. Sookoian’s previous report.
In summary, our data highlight three points. First, we show
that genetic variation at PNPLA3 confers a markedly increased risk
of increasingly severe histological features of NAFLD, not only
limited to European populations. Second, our research sample size

is small and only a single central research, and this did not allow
us to get the better results, compared with Prof. Sookoian’s report.
Third, although the genotypes of different geographic and ethnic
factors may have a signiﬁcant effect on the above results, we still
want to say that the I148M variant of PNPLA3 can be used as a
risk marker for predicting the susceptibility and histological severity
of NAFLD in the Chinese population.
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