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Noncirrhotic portal fibrosis (NCPF) is a condition that was
recognized in India in the middle of the last century principally by Basu, Das and Aikat in Kolkata [1–3]. Their investigations identified patients with portal hypertension who appeared to have portal fibrosis with intrahepatic portal hypertension and who did not meet the histopathological definition
of cirrhosis. A large number of studies in the 1970s further
described the clinical syndrome of NCPF outside of Bengal,
particularly in northern India. Clinically, the disease was defined by repeated episodes of variceal bleeding that are well
tolerated, moderate to large splenomegaly and absence of
evidence of portal or splenic vein thrombosis. Although never
documented by comparative studies, the impression of many
academic gastroenterologists was that the disease was much
more commonly diagnosed in the northern than in the southern part of India.
Similar syndromes were reported from elsewhere in the
world, and a variety of names including idiopathic portal
hypertension, incomplete septal cirrhosis, hepatoportal sclerosis, nodular regenerative hyperplasia, partial nodular transformation and idiopathic noncirrhotic portal hypertension were
used to describe these [4–10]. All these entities were characterized by intrahepatic portal hypertension that was not due to
cirrhosis (when the definition of cirrhosis is applied rigorously) and where liver function remains preserved until a late
date. It seems likely that all such conditions represent a spectrum of the same disease that has more recently been termed
noncirrhotic intrahepatic portal hypertension (NCIPH) [11,
12]. It has been reported that NCPF/NCIPH is on the decline
in northern India [13]. However, it continues to be recognized
in other parts of the country [14, 15]. Indeed, the increasing
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numbers of liver transplants performed in India has led to the
rediscovery of NCIPH as a not insignificant cause of liver
failure [16]. Thus, the disease may indeed progress to a stage
requiring liver transplantation, although technically it would
be difficult to label even the end-stage of the disease as
cirrhosis [17, 18].
The pathological and hemodynamic findings in the liver in
NCIPH including sclerosis and obliteration of the smaller
portal vein radicles and periportal and perisinusoidal fibrosis
have suggested the presence of a primarily vascular pathology
involving the portal vein radicles. Several etiological agents
have been identified as causes of a NCIPH-like syndrome in
the past including arsenic toxicity and vinyl chloride [19–21].
As in many liver diseases that are centered on the portal vein,
the possibility of gut-derived toxins acting on the vascular
endothelium has been considered [22]. The initiating and
perpetuating agents, and indeed the sequence of events leading to the end-stage morphology, remain to be described.
In this issue of the Journal, using two functional assays,
Goel and colleagues reconfirm a deficient functional activity
of the enzyme ADAMTS13 (A disintegrin and
metalloprotease with thrombospondin type 1 motif, member
13) in Indian patients with NCIPH [23]. This enzyme cleaves
von Willebrand factor, and the authors speculate that the
absence of ADAMTS13 activity in NCIPH may lead to platelet microthrombi in the portal venous radicles leading eventually to obliteration of the small branches of the portal vein and
portal hypertension. Earlier studies in the UK had indicated
that the activity of this protein was reduced in the blood of
patients with NCIPH and good liver function [11]. Cirrhosis is
accompanied by defective synthesis of a number of proteins
involved in the coagulation cascade. It has been shown in
earlier studies that activity of this protein is reduced in advanced cirrhosis with decompensated liver function [24]. In
the current study, median activity of ADAMTS13 was 30 % in
Child A grade NCIPH patients compared to 100 % in Child A
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cirrhotics. This suggests that the observed reduction in
ADAMTS13 activity may indeed be a primary phenomenon
in NCIPH. On the basis of circumstantial and indirect evidence, the authors argue plausibly that low ADAMTS13
activity or increased von Willebrand factor levels, or both,
may lead to platelet microthrombi in the presinusoidal
branches of the portal vein and thus on to NCIPH.
ADAMTS13 is synthesized by the hepatic stellate cells
(HSC) [25]. The role of HSC in NCIPH is not known, and
other measures of HSC function have not been measured in
NCIPH in this or in other studies. The possibility must,
therefore, remain that the reduced ADAMTS13 activity noted
in NCIPH patients is an epiphenomenon and that it merely
reflects a defect of HSC with disease pathogenesis being
mediated by other molecules that are affected in parallel with
ADAMTS13 activity. It would be of interest to explore the
possibility that there exists a primary abnormality of the HSC
in NCIPH. The increasing availability of explant livers from
patients with this condition may provide an opportunity in this
era of molecular investigation.
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