&953,%: UNIVERSITA
S v 13'”’1 DEGLI STUDI
| “ A]]Lr l O %ﬁ?ﬁﬁ% DI TORINO

AperTO - Archivio Istituzionale Open Access dell'Universita di Torino

HCV viremic donors with hepatic bridging fibrosis: Are we ready to use their livers in the era of
direct-acting antivirals?

This is the author's manuscript

Original Citation:

Availability:
This version is available http://hdl.handle.net/2318/1673204 since 2018-08-12T17:29:43Z

Published version:
DOI:10.1111/ajt.14447
Terms of use:

Open Access

Anyone can freely access the full text of works made available as "Open Access". Works made available
under a Creative Commons license can be used according to the terms and conditions of said license. Use
of all other works requires consent of the right holder (author or publisher) if not exempted from copyright
protection by the applicable law.

(Article begins on next page)

07 January 2023



DR SILVIA MARTINI (Orcid ID : 0000-0002-9738-5538)
PROFESSOR RENATO ROMAGNOLI (Orcid ID : 0000-0001-8340-8885)

Article type :L- Letter to the Editor

HCYV Viremic Donors With Hepatic Bridging Fibrosis: Are We Ready

To Use Their Livers in The Era of Direct-Acting Antivirals?

S. Martini"*, E. David?, F. Tandoi®, D. Dell Olio*,

M. Salizzoni®, G.M. Saracco', R. Romagnoli®

'Gastrohepatology Unit
*Pathology Unit
’Liver Transplantation Center and General Surgery 2U

*Regional Transplantation Center, Piedmont

AOQOU Citta della Salute e della Scienza di Torino, University of Torino, Italy

*Corresponding author: Silvia MARTINI, sivima21 @hotmail.com

To the Editor.
We read with interest the report from the American Society of Transplantation
Consensus Conference on the use of hepatitis C (HCV) viremic donors in solid organ

transplantation, which took place in Dallas in January 2017 (1).
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In the interferon-era, liver grafts from HCV-positive donors with no more than
periportal fibrosis (F2 Ishak) did not show an outcome disadvantage compared with
HCV-negative ones (2,3). In U.S., 16.9% of HCV-positive cirrhotics currently receive
an organ from HCV-positive donors, 50% of whom are viremic and expected to
transmit the infection (1). Considering the gap between organ demand and supply,
the meeting participants felt that the availability of safe and effective direct-acting
antivirals (DAAs) makes expansion of the criteria for transplanting HCV viremic
organs into non-viremic recipients a possibility (1). However, no change was
proposed to the current recommendations on accepting organs with higher fibrosis

stages.

We recently reported the successful transplant of a liver with bridging fibrosis
(F3 Ishak; Fig.1A,B) from a HCV-positive, genotype 3a, viremic (1,210,101 1U/mL)
donor (46-year-old male) into a HCV-positive, genotype 1b, viremic (150,656 1U/mL)
male recipient, nonresponder to peginterferon/ribavirin, MELD score 8, with
multifocal hepatocellular carcinoma downstaged within Milan criteria (4). Cold
ischemia time was 373 minutes, total warm ischemia time was 65 minutes and peak
serum transaminases occurred on day zero after liver transplantation (LT) (AST
1,272 IU/L, ALT 824 |U/L). Post-LT course was complicated by pneumonia and he
was discharged on day 26. The patient received sofosbuvir+daclatasvir+ribavirin for
24 weeks, starting immediately after LT and HCV viremia became undetectable from
the 3" week. At week 1, only the donor HCV genotype 3a was identified in the
recipient. At week 12 after therapy, the patient reached a sustained virological

response (SVR12); his liver stiffness (LS) evaluated by transient elastography, was
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8.5 kilopascal (kPa), and liver biopsy showed a chronic hepatitis with persistent

bridging fibrosis (Ishak grade 4/18, stage 3/6).

We have closely followed up this patient and here we report his outcome at
week 48 after therapy (72 weeks from LT). Viremia is persistently negative (SVR48);
LS has decreased to 6.0 kPa; liver biopsy shows fibrous expansion of some portal
areas without septation (Ishak grade 1/18, stage 1/6; Fig.1C,D), in agreement with
LS value; liver function tests are normal and Doppler-ultrasound shows normal liver
echogenicity, regular biliary tree and blood perfusion with a spleen diameter reduced

to 16 cm (from 20 cm at LT).

This report is a proof-of concept that treating HCV infection very early after LT
with a pangenotypic DAA regimen, in carefully selected recipients, might allow not
only to curb infection transmission into the recipient, but also to induce bridging

fibrosis regression early after LT.

We submit that in the current DAA era, organs from HCV-viremic individuals
represent an underutilized resource and prospective multicenter studies are urgently
needed to evaluate not only transplantation of HCV viremic organs into non-viremic
recipients, as discussed in Dallas, but also the criteria for acceptable graft fibrosis,

provided that antiviral treatment is started very early post-LT.
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FIGURE LEGEND

Figure 1. HCV-positive donor liver and microscopic features of liver biopsy
which was performed at retrieval (A, B) and at sustained virological response
at week 48 after the end of therapy (C, D).

(A) Portal tract inflammation with lymphocytic aggregate (arrowhead) and interface
hepatitis (arrows); grading 4/18 according to Ishak score (hematoxylin-eosin staining,
X100 magnification). (B) Portal fibrosis (arrowheads) with portal-portal bridging
fibrosis (arrows; staging 3/6 according to Ishak score) and diffuse mild steatosis
(Masson’s trichrome staining, which was performed as an urgent procedure using
rapid technique; X100 magnification). (C) Portal tract with mild lymphocytic
inflammation (arrowhead); grading 1/18 according to Ishak score (hematoxylin-eosin
staining, X100 magnification). (D) Central vein (arrow); fibrous expansion of portal
area (arrowhead); staging 1/6 according to Ishak score (Sirius Red staining, X100

magnification).
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