Hepatology

Baishideng Publishing Group Inc




World Journal of

/(/ (]- # Hepatology

Contents Three issues per month Volume 9 Number 36 December 28, 2017

MINIREVIEWS

1296  Hepatectomy for hepatocellular carcinoma with portal vein tumor thrombus
Kamiyama T, Kakisaka T, Orimo T, Wakayama K

1305  Molecular basis of hepatocellular carcinoma induced by hepatitis C virus infection
Irshad M, Gupta P, Irshad K
ORIGINAL ARTICLE
Retrospective Cohort Study

1315 Recent trends in liver transplantation for alcoholic liver disease in the United States
Kling CE, Perkins JD, Carithers RL, Donovan DM, Sibulesky L

1322  Reverse time-dependent effect of alphafetoprotein and disease control on survival of patients with
Barcelona Clinic Liver Cancer stage C hepatocellular carcinoma
Ponziani FR, Spinelli I, Rinninella E, Cerrito L, Saviano A, Avolio AW, Basso M, Miele L, Riccardi L, Zocco MA,
Annicchiarico BE, Garcovich M, Biolato M, Marrone G, De Gaetano AM, lezzi R, Giuliante F, Vecchio FM, Agnes S,
Addolorato G, Siciliano M, Rapaccini GL, Grieco A, Gasbarrini A, Pompili M

1332 Hospital contacts with alcohol problems prior to liver cirrhosis or pancreatitis diagnosis
Askgaard G, Neermark S, Leon DA, Kjcer MS, Tolstrup JS

1340 Efficacy and safety of sofosbuvir and ledipasvir in Japanese patients aged 75 years or over with hepatitis
C genotype 1
Ozono Y, Nagata K, Hasuike S, Iwakiri H, Nakamura K, Tsuchimochi M, Yamada Y, Takaishi Y, Sueta M, Miike T, Tahara Y,
Yamamoto S, Shide K, Hidaka T, Kubuki Y, Kusumoto K, Ochiai T, Kato J, Komada N, Hirono S, Kuroki K, Shigehira M,
Shimoda K
Retrospective Study

1346  Women receive more inpatient resections and ablations for hepatocellular carcinoma than men
Sobotka L, Hinton A, Conteh L

1352 Impact of sustained virologic response on chronic kidney disease progression in hepatitis C
Aby ES, Dong TS, Kawamoto J, Pisegna JR, Benhammou JN

Raishidenge ~ WJH | www.wjgnet.com I December 28, 2017 | Volume 9 | Issue 36 |



World Journal of Hepatology
Contents
Volume 9 Number 36 December 28, 2017
CASE REPORT
1361  De-novo hepatocellular carcinoma after pediatric living donor liver transplantation
Torres-Landa S, Munoz-Abraham AS, Fortune BE, Gurung A, Pollak J, Emre SH, Rodriguez-Davalos MI, Schilsky ML
1367 Autoimmune hepatitis in the setting of human immunodeficiency virus infection: A case series
Ofori E, Ramai D, Ona MA, Reddy M
1372 Sequential tumor-directed and lobar radioembolization before major hepatectomy for hepatocellular
carcinoma
Vouche M, Degrez T, Bouazza F, Delatte P, Gomez Galdon M, Hendlisz A, Flamen P, Donckier V
1378  Primary biliary cholangitis metachronously complicated with combined hepatocellular carcinoma-
cholangiocellular carcinoma and hepatocellular carcinoma
Ide R, Oshita A, Nishisaka T, Nakahara H, Aimitsu S, Itamoto T
1385  Eosinophilic cholangitis treatment with budesonide
De Roza MA, Lim CH
Roishidenge ~ WJH | www.wjgnet.com I December 28,2017 | Volume 9 | Issue 36 |



Contents

World Journal of Hepatology
Volume 9 Number 36 December 28, 2017

ABOUT COVER

Editorial Board Member of World Journal of Hepatology, Toshiya Kamiyama,
MD, PhD, Assistant Professor, Surgeon, Surgical Oncologist, Department of
Gastroenterological Surgery I, Graduate School of Medicine, Hokkaido University,
Sapporo 060-8638, Japan

AIM AND SCOPE

World Jonrnal of Hepatology (World | Hepatol, WJH, online ISSN 1948-5182, DOI:
10.4254), is a peer-reviewed open access academic journal that aims to guide clinical
practice and improve diagnostic and therapeutic skills of clinicians.

IWJH covers topics concerning liver biology/pathology, cirthosis and its complications,
liver fibrosis, liver failure, portal hypertension, hepatitis B and C and inflammatory
disorders, steatohepatitis and metabolic liver disease, hepatocellular carcinoma, biliary
tract disease, autoimmune disease, cholestatic and biliary disease, transplantation, genetics,
epidemiology, microbiology, molecular and cell biology, nuttition, geriatric and pediatric
hepatology, diagnosis and screening, endoscopy, imaging, and advanced technology.
Priority publication will be given to articles concerning diagnosis and treatment of
hepatology diseases. The following aspects are covered: Clinical diagnosis, laboratory
diagnosis, differential diagnosis, imaging tests, pathological diagnosis, molecular biological
diagnosis, immunological diagnosis, genetic diagnosis, functional diagnostics, and physical
diagnosis; and comprehensive therapy, drug therapy, surgical therapy, interventional
treatment, minimally invasive therapy, and robot-assisted therapy.

We encourage authors to submit their manuscripts to WJH. We will give priority
to manuscripts that are supported by major national and international foundations and
those that are of great basic and clinical significance.

INDEXING/ABSTRACTING World Journal of Hepatology is now indexed in Emerging Sources Citation Index (Web of
Science), PubMed, PubMed Central, and Scopus.
FLYLEAF I-IV  Editorial Board

EDITORS FOR
THIS ISSUE

Responsible Assistant Editor: Xiang Li
Responsible Electronic Editor: Jin-I.i Yan
Proofing Editor-in-Chief: Lian-Sheng Ma

Responsible Science Editor: Li-Jun Cui
Proofing Editorial Office Director: Xin-Xia Song

NAME OF JOURNAL
World Journal of Hepatology

ISSN
ISSN 1948-5182 (online)

LAUNCH DATE
October 31, 2009

FREQUENCY
36 Issues/ Year (8", 18", and 28" of cach month)

EDITORS-IN-CHIEF

Clara Balsano, PhD, Professor, Departement of
Biomedicine, Institute of Molecular Biology and
Pathology, Rome 00161, Ttaly

Wan-Long Chuang, MD, PhD, Doctor, Professor,
Hepatobiliary Division, Department of Internal
Medicine, Kaohsiung Medical University Hospital,
Kaohsiung Medical University, Kaohsiung 807, Taiwan

EDITORIAL BOARD MEMBERS
All editorial board members tesources online at http:/ /

PUBLICATION DATE
December 28, 2017

COPYRIGHT

© 2017 Baishideng Publishing Group Inc. Articles pub-
lished by this Open Access journal are distributed under
the terms of the Creative Commons Attribution Non-
commercial License, which permits use, distribution,
and reproduction in any medium, provided the original
work is properly cited, the use is non commercial and is
otherwise in compliance with the license.

SPECIAL STATEMENT

All articles published in journals owned by the
Baishideng Publishing Group (BPG) represent the
views and opinions of their authors, and not the views,
opinions or policies of the BPG, except where other-
wise explicitly indicated.

INSTRUCTIONS TO AUTHORS
http:/ /www.wjgnet.com/bpg/getinfo/204

wwwwignet.com/1948-5182/editorialboard.htm

EDITORIAL OFFICE

Xiu-Xia Song, Director

World Journal of Hepatology
Baishideng Publishing Group Inc
7901 Stoneridge Drive, Suite 501,
Pleasanton, CA 94588, USA
Telephone: +1-925-2238242

Fax: +1-925-2238243

E-mail: editotialoffice@wignet.com
Help Desk: http:/ /www f6publishingcom/helpdesk
http:/ /www.wignet.com

PUBLISHER

Baishideng Publishing Group Inc

7901 Stoneridge Drive, Suite 501,

Pleasanton, CA 94588, USA

Telephone: +1-925-2238242

Fax: +1-925-2238243

E-mail: bpgoffice@wignet.com

Help Desk: http:/ /www Gpublishingcom/helpdesk
http://www.wijgnet.com

ONLINE SUBMISSION
http:/ /www.f6publishing.com

JRaishideng®

WJH | www.wjgnet.com

I December 28, 2017 | Volume 9 | Issue 36 |




w\J

World Journal of
Hepatology

Submit a Manuscript: http:/ /www.f6publishing.com

DOI: 10.4254 /wjh.v9.i36.1385

World | Hepatol 2017 December 28; 9(36): 1385-1388

ISSN 1948-5182 (online)

CASE REPORT

Eosinophilic cholangitis treatment with budesonide

Marianne Anastasia De Roza, Chee Hooi Lim

Marianne Anastasia De Roza, Chee Hooi Lim, Department of
Gastroenterology and Hepatology, Singapore General Hospital,
Singapore 169856, Singapore

ORCID number: Marianne Anastasia De Roza (0000-0003-4247-8777),
Chee Hooi Lim (0000-0002-6421-4249).

Author contributions: De Roza MA and Lim CH designed the
report and analyzed the data; Lim CH reported and monitored
outcomes; De Roza MA wrote the report; Both De Roza MA and
Lim CH made critical revisions before final approval of the report.

Conflict-of-interest statement: There is no conflict of interest
for all authors.

Open-Access: This article is an open-access article which was
selected by an in-house editor and fully peer-reviewed by external
reviewers. It is distributed in accordance with the Creative
Commons Attribution Non Commercial (CC BY-NC 4.0) license,
which permits others to distribute, remix, adapt, build upon this
work non-commercially, and license their derivative works on
different terms, provided the original work is properly cited and
the use is non-commercial. See: http://creativecommons.org/
licenses/by-nc/4.0/

Manuscript source: Unsolicited manuscript

Correspondence to: Marianne Anastasia De Roza, MB.BS,
MMED (Int Med), MRCP (UK), Registrar, Department of
Gastroenterology and Hepatology, Singapore General Hospital,
20 College Road, Singapore 169856,

Singapore. marianneanastasia.deroza@mohh.com.sg
Telephone:+65-326-6693

Received: September 21, 2017
Peer-review started: September 22, 2017
First decision: October 17, 2017
Revised: October 21, 2017

Accepted: November 11,2017

Article in press: November 12, 2017
Published online: Decembe 28, 2017

Abstract
Eosinophilic cholangitis is a rare cause of deranged obstructive
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liver function tests. It has been described as a great
mimicker for malignant biliary strictures and bile duct
obstruction. There are only case reports available on
treatment experience for eosinophilic cholangitis. A large
proportion of patients present with biliary strictures
for which they have undergone surgery or endoscopic
treatment and a small proportion was given systemic
corticosteroid. We share our treatment experience using
budesonide which has fewer systemic side effects to
prednisolone and avoids invasive management.

Key words: Eosinophilic cholangitis; Budesonide; Biliary
stricture; Eosinophilia; Obstructive liver function test

© The Author(s) 2017. Published by Baishideng Publishing
Group Inc. All rights reserved.

Core tip: Eosinophilic cholangitis is a rare cause of
obstructive liver function tests and secondary sclerosing
cholangitis. Peripheral eosinophilia is the most useful
laboratory hint for the diagnosis thus avoiding invasive
endoscopic or surgical treatment. It is normally treated
with a prolonged duration of corticosteroids, risking
the development of corticosteroid adverse effects. We
describe our successful experience with budesonide,
an alternative treatment option which has a higher first
pass effect resulting in fewer systemic side effects.

De Roza MA, Lim CH. Eosinophilic cholangitis treatment with
budesonide. World J Hepatol 2017; 9(36): 1385-1388 Available
from: URL: http:/www.wjgnet.com/1948-5182/full/v9/i36/1385.
htm DOI: http://dx.doi.org/10.4254/wjh.v9.i36.1385

INTRODUCTION

Eosinophilic cholangitis is a rare cause of obstructive liver
function tests. It has been described as a great mimicker
for malignant biliary strictures and bile duct obstruction.
There are only case reports available on treatment
experience for eosinophilic cholangitis. A large proportion
of patients present with biliary strictures for which they
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Figure 1 T2 magnetic resonance imaging. A: T2 magnetic resonance imaging segment VII biliary stricture before treatment; B: T2 magnetic
resonance imaging after budesonide showing resolution of segment VI stricture.

have undergone surgery or endoscopic treatment. A
smaller proportion was given corticosteroid treatment
and most involved the use of systemic corticosteroids
such as prednisolone.

CASE REPORT

Our patient is a 75-year-old Chinese retired lady. She
does not smoke, consume alcohol or substances. Past
medical history of note is hypertension and septic
arthritis with a right first metatarsal osteomyelitis for
which she underwent a Ray’s amputation and was
discharged to a step-down facility for slow stream
rehabilitation.

She presented with deranged liver function tests
(LFT), done during routine follow up at her rehabilitation
centre. She was otherwise asymptomatic with no
abdominal pain, fever, nausea, vomiting or diarrhoea.
She did not take any supplements or over the counter
medications. She was prescribed two weeks of
antibiotics (one week of cefazolin followed by one week
of oral Augmentin) for osteomyelitis which was treated
with ray’s amputation. However, her antibiotic course
was completed almost 2 mo prior to presentation.

Her baseline LFT (taken during admission for
osteomyelitis) was unremarkable except for a mildly
raised Alkaline Phosphatase which we attributed to her
bone infection. Her baseline LFT was as such: Albumin
38 g/L (normal range 40-51 g/L), bilirubin 11 umol/L
(normal range 7-32 umol/L), alkaline phosphatase
(ALP) 126 U/L (normal range 39-99 U/L), alanine
aminotransferase (ALT) 14 U/L (normal range 6-66 U/L),
aspartate aminotransferase (AST) 24 U/L (normal
range 6-66 U/L).

She was referred to us 2 mo later with a
predominantly cholestatic LFT and eosinophilia with
markedly raised serum IgE levels. Her test results are
as follows: Albumin 34 g/L, (normal range 40-51 g/
L), bilirubin 20 umol/L, (normal range 7-32 umol/L),
ALP 803 U/L, (normal range 39-99 U/L), ALT 234 U/L,
(normal range 6-66 U/L), AST 145 U/L, (normal range
6-66 U/L), GGT 667 U/L (normal range 14-94 U/L),
total leukocyte count 7.75 x 10°/L (normal range
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4.0-10.0%/L), eosinophils 23.1% (normal range 0-6%),
eosinophil absolute count 1.79 x 10°/L (normal range
0.04-0.44 x 10°/L), IgG, serum 12.08 g/L (normal
range 5.49-17.11 g/L), IgA, serum 2.54 g/L (normal
range 0.47-3.59 g/L), IgE, serum 1064 IU/ml (normal
range 18-100 IU/mL).

Anti-MPO, Anti-PR3, Antinuclear Antibody, Anti
Liver Antibodies (including M2, LKM-1, LC-1, SLA/LP)
and Anti Smooth Muscle Antibody were all negative.

Serologies for hepatitis A, B, C, E and Human
Immunodeficiency Virus were negative as well. Her
renal function was normal.

She has no history of allergies or atopy and stool
samples sent for parasites were negative twice. She
had no new symptoms, had a good appetite without
weight loss and was well and stable with no other
organ involvement.

She underwent an ultrasound of the abdomen
which showed a prominent pancreatic duct and biliary
sludge in the gallbladder. It was normal otherwise with
a negative sonographic Murphy’s sign. There were no
gallstones, no biliary tree dilation and the common bile
duct (CBD) measured 5 mm.

She was further investigated with a magnetic
resonance cholangiopancreatography (MRCP) which
showed stones in the gallbladder with no evidence of
cholecystitis. There was also prominence of the CBD
at 9mm without a centrally obstructing stone, stricture
or definite mass. The pancreatic duct was prominent
with borderline dilated calibre but no obstructing lesion
was detected. There were also several prominent/
borderline dilated subsegmental ducts in segment VIII,
V and II, and underlying strictures with mild periportal
oedema (Figure 1).

Our patient went on to do an endoscopic ultrasound
(EUS) for further evaluation of her CBD and PD
prominence and exclude an ampullary lesion. The
EUS showed a mildly thickened CBD wall which was
unremarkable endosonographically. The biliary tree
was not dilated. No intervention was done as there
were no significant endosonographic abnormalities.

Our working diagnosis was Eosinophilic Cholangitis
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Figure 2 Histology from liver biopsy at 20 x magnification with HE
staining: Portal and bile duct inflammation with up to 18 Eos/HPF. There is
bile ductular proliferation and portal tract oedema.

in view of the biliary strictures and dilation seen on
MRCP with eosinophilia and raised serum IgE.

We have excluded biliary stones and an ampullary
tumour. Autoimmune and viral serology were also
negative. Drug induced liver injury was unlikely as she
had no exposure.

A liver biopsy was performed which confirmed
portal and bile duct inflammation with a significant
number of eosinophils of up to 18 per HPF (Figure 2).
There was mild to moderate portal inflammatory cell
infiltrate, predominantly composed of neutrophils and
lymphocytes with moderate numbers of eosinophils.
There was also bile ductular proliferation and portal
tract oedema. No evidence of ductopenia, florid duct
lesion, cholestasis, granuloma or neoplasia. Special
stains did not show evidence of fibrosis. There was no
conspicuous HBsAg, copper-associated protein, PASD
positive or significant iron deposits. No increase in IgG4
positive cells were noted on immunohistochemistry.

Our patient was started on oral budesonide 9 mg/d.
After one month of oral budesonide, her eosinophilia
resolved and her LFT showed marked improvement
with almost halved ALP (476 U/L) and ALT (125 U/L)
values. Her LFT normalised after 6 mo. The patient
declined a repeat liver biopsy but a repeat MRCP
was done at 4 mo of treatment and showed overall
improvement of the biliary dilation and strictures seen
previously. Her oral budesonide was tapered down
after 6 mo and subsequently discontinued after 9 mo.

DISCUSSION

Eosinophilic cholangitis (EC) is an uncommon and
unknown cause of indeterminate biliary stricture and
there is no consensus on a diagnostic criterion available.
Matsumoto et al™ proposed the following findings to
diagnose EC: (1) Wall thickening or stenosis of the biliary
system; (2) histopathological findings of eosinophilic
infiltration; and (3) reversibility of biliary abnormalities
without treatment or following steroid treatment.

The degree of eosinophilic infiltration has not been
established either. In fact, there are case reports of
Eosinophilic cholangitis with normal liver biopsies'®.
As a general guideline, Eos/HPF are significant when
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> 15 in the gastrointestinal tract but this has not been
specified in EC'”'. Peripheral eosinophilia and obstructive
liver function tests results are helpful laboratory findings
to consider the diagnosis of EC. However, peripheral
eosinophilia is only present in about two-third of cases™.

A review of 23 cases of eosinophilic cholangitis showed
that eight (34.8%) had complete resolution of symptoms
with surgery alone and seven (30.4%) improved with
the use of oral corticosteroids. The remaining six cases
needed a combination of surgery and oral corticosteroids
for resolution'. Most treatment experience with steroids
for eosinophilic cholangitis was with prednisolone.

Budesonide is a corticosteroid immunosuppressive
agent that results in interference with cytokine production
and inhibition of T lymphocyte activation. It is a second-
generation corticosteroid with an affinity for the
glucocorticoid receptor that is approximately 15 times
greater than that of prednisolone. When taken orally,
it has a 90% first-pass metabolism in the liver, allowing
it to reach high intrahepatic concentrations before its
elimination, significantly limiting its systemic effects®.
Budesonide has been compared to prednisolone and
found to be more effective with fewer adverse effects
than prednisolone for liver specific disease such as
autoimmune hepatitis™®. It is prescribed at a dose of 9 mg
once a day and shown to be effective in patients with active
Crohn’s disease and autoimmune hepatitis'”. Hence, we
chose to use budesonide at a dose of 9 mg once a day
for our patient based on known evidence of its efficacy at
this dose.

EC is a benign condition and should be managed
with a trial of corticosteroids before considering more
invasive treatment. A recent retrospective study showed
an EC prevalence of 2.2% from a cohort of 135 cases of
sclerosing cholangitis and post-hoc diagnosis of EC was
ascertained in 30% (3/10) of patients where no cause
of indeterminate biliary stricture was identified®®. Our
patient was on oral budesonide treatment for 9 mo with
biochemical resolution of her eosinophilia and liver
function test. She did not exhibit adverse effects from
budesonide therapy on outpatient follow up. This case
report is the first, to our knowledge, to treat EC with
budesonide.

ARTICLE HIGHLIGHTS

Case characteristics
Deranged liver function test with a cholestatic pattern, eosinophilia, raised IgE,
intrahepatic biliary stricture.

Clinical diagnosis
Eosinophilic cholangitis.

Differential diagnosis
Biliary stone, pancreaticobiliary malignancy, drug induced liver injury.

Laboratory diagnosis
Eosinophilic cholangitis.
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Imaging diagnosis
Biliary stricture and dilation.

Pathological diagnosis
Eosinophilic cholangitis.

Treatment
Budesonide 9 mg once a day.

Related reports

There are no previous reports of treating eosinophilic cholangitis with Budesonide.
But there are reports of successful treatment with prednisolone. Please see
reference No. 2.

Experiences and lessons

This is a rare case of eosinophilic cholangitis and the first time in literature, to
be successfully treated with budesonide. The patient did not experience any
side effects or steroid toxicity. In the future, with further evidence, budesonide
might be a reasonable first line treatment for eosinophilic cholangitis as it is
safer than prednisolone.
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