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HCYV in the haemodialysis population: Treat now or later?
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Hepatitis C virus (HCV) infection remains commoner in patients
with chronic kidney disease (CKD) than the population at large.! In
the haemodialysis (HD) population, HCV infection in part reflects
acquisition of infection within dialysis units where its transmission
can be effectively prevented by meticulous attention to body fluid
precautions.? A series of studies have confirmed that HCV trans-
mission on HD reflects lack of adherence to these precautions.® In
contrast to the prevention of hepatitis B transmission in this set-
ting, dedicated dialysis machines for HCV-infected patients are not
recommended.* The likelihood of HCV acquisition while on HD is
increased in units with a higher background prevalence of HCV in-
fection, so an infected HD patient also places others at risk.

Consequences of HCV infection for an individual patient not only
include a risk of progressive liver disease but also an overall increased
risk of mortality. HCV infection also has important consequences in
kidney transplant recipients.’ Graft and recipient outcomes are worse
in infected patients in addition to a higher incidence of post-trans-
plant diabetes mellitus. Although until recently treatment options for
HCV in the CKD population were limited by the poor efficacy and
tolerability of interferon-based therapy, the advent of direct-acting
antiviral (DAA) agents has made virological cure feasible even in HD
patients. Roth and colleagues® in the C-Surfer study established the
excellent efficacy and tolerability of all oral therapy for HCV infection
with genotype 1 in CKD using elbasvir and grazoprevir; importantly
three quarters of the 211 study subjects were HD dependent. Gane
and colleagues’ reported on the pangenotypic regimen of glecapre-
vir and pibrentasvir in 104 HCV-infected patients with CKD, 82% of
whom were dialysis dependent. In both of these studies, sustained
virological rates were 99%. These studies thus have established that
HCV therapy in the HD population is feasible and highly effective.

A remaining area of controversy is the timing of antiviral therapy
in HD patients. In addition to diminishing, the likelihood of hepatic
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or extra-hepatic complications,” successful treatment of HCV in an

HD patient which improves the overall survival of HD patients’ also
eliminates a potential source of infection to others. But, HCV treat-
ment in HD patients is not endorsed as a strategy to prevent HCV
transmission within HD units.*

However, for individual patients there may be a number of other
considerations mainly related to potential renal transplantation
candidacy and use of organs from HCV seropositive donors. HCV
transmission can occur from HCV viremic donors to recipients. An
increasing experience has attested to a lack of adverse consequences
for graft or recipient when these organs are implanted into already
HCV-infected patients.® Reese and colleagues reviewed accep-
tance rates of potential kidney grafts in the United States between
2005 and 2014 and identified 6546 kidneys from HCV seropositive
deceased donors. Only 37% of these organs were eventually trans-
planted, despite the majority being of high quality as assessed by
the Kidney Donor Quality Index, implying that about 4000 organs
were discarded which in turn could have provided 12 000 years of
graft life. Li and colleagues!! using the OPTN/UNOS database re-
cently demonstrated that the rate of HCV positivity in US donors
had more than doubled to 6.6% by 2016 compared to 3% in 2000
reflecting in large part the opioid crisis. A similar increase in donors
dying from drug overdoses has not been detected in Eurotransplant
data which could facilitate organ donation and allocation in many
European countries.® Acceptance of an organ from an HCV-positive
donor under the current organ allocation system in the United States
can substantially reduce individual waiting times. A recent Markov
model endorsed a strategy of acceptance of kidney grafts from
HCV-positive donors for HCV-infected recipients deferring antiviral
therapy until after transplant.}? In the United States, the consensus
is increasingly that HCV therapy is best deferred in HD patients who
are transplant candidates to allow receipt of a kidney from an HCV-
positive donor.!® Such a policy is feasible due to the efficacy and

tolerability of DAA after renal transplantation.l“'15
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In Europe, the World Health Organization HCV elimination
plan® for 2030 appears to be achievable based on micro-elimina-
tion initiatives, including in the HD setting. To reduce the individ-
ual and community consequences of HCV chronic infection in HD
units (ie, increased morbidity and the risk of HCV transmission,
respectively), DAA treatment should be given to HCV-infected HD
patients.* In addition, ongoing antiviral therapy should not limit
access to kidney transplantation, and prior HCV cure (just like ab-
sence of previous HCV infection) will not contraindicate the use
of HCV RNA-positive allografts. Kidney transplantation remains
the best treatment of CKD: at the time of the DAA therapeutic
revolution, HCV micro-elimination in HD units and expanding
availability of allografts with HCV RNA positivity offers the op-
portunity to cure HCV as well as increasing the number of trans-

planted patients.

CONFLICT OF INTEREST

The authors declare that there is no conflict of interest regarding the

publication of this article

AUTHOR CONTRIBUTIONS

Dr Martin has served as a consultant for Abbvie, Merck and Gilead.
Professor Jadoul has been a speaker for Abbvie and Merck, a con-
sultant for Merck. In addition, he has received an unrestricted educa-
tional grant from Merck. Prof. Pol received consulting and lecturing
fees from Bristol-Myers Squibb, Janssen, Gilead, Roche, Boehringer
Ingelheim, MSD and Abbvie, and grants from Bristol-Myers Squibb,
Gilead and MSD.

REFERENCES

1. Jadoul M, Bieber BA, Martin P, et al. Prevalence, incidence, and
risk factors for hepatitis C virus infection in hemodialysis patients.
Kidney Int. 2019;95(4):939-947.

2. Jadoul M, Cornu C, van Ypersele de Strihou C. Universal precau-
tions prevent hepatitis C virus transmission: a 54 month follow-up
of the Belgian Multicenter Study. The Universitaires Cliniques St-
Luc (UCL) Collaborative Group. Kidney Int. 1998;53(4):1022-1025.

3. Nguyen DB, Gutowski J, Ghiselli M, et al. A large outbreak of hep-
atitis C virus infections in a hemodialysis clinic. Infect Control Hosp
Epidemiol. 2016;37(2):125-133.

4. Jadoul M, Berenguer MC, Doss W, et al. Executive summary of the
2018 KDIGO Hepatitis C in CKD Guideline: welcoming advances in
evaluation and management. Kidney Int. 2018;94(4):663-673.

10.

11.

12.

13.

14.

15.

16.

Fabrizi F, Martin P, Dixit V, Messa P. Meta-analysis of observational
studies: hepatitis C and survival after renal transplant. J Viral Hepat.
2014;21(5):314-324.

Roth D, Nelson DR, Bruchfeld A, et al. Grazoprevir plus elbasvir in
treatment-naive and treatment-experienced patients with hepati-
tis C virus genotype 1 infection and stage 4-5 chronic kidney dis-
ease (the C-SURFER study): a combination phase 3 study. Lancet.
2015;386(10003):1537-1545.

Gane E, Lawitz E, Pugatch D, et al. Glecaprevir and pibrentasvir
in patients with HCV and severe renal impairment. N Engl J Med.
2017;377(15):1448-1455.

Lee MH, Yang HI, Lu SN, et al. Chronic hepatitis C virus infec-
tion increases mortality from hepatic and extrahepatic diseases:
a community-based long-term prospective study. J Infect Dis.
2012;206:469-477.

Hsu YC, Ho HJ, Huang YT, et al. Association between antiviral
treatment and extrahepatic outcomes in patients with hepatitis C
virus infection. Gut. 2015;64:495-503.

Morales JM, Campistol JM, Dominguez-Gil B, et al. Long-term
experience with kidney transplantation from hepatitis C-posi-
tive donors into hepatitis C-positive recipients. Am J Transplant.
2010;10(11):2453-2462.

Li AA, Cholankeril G, Cheng XS, et al. Underutilization of hepati-
tis C virus seropositive donor kidneys in the United States in the
current opioid epidemic and direct-acting antiviral era. Diseases.
2018;6(3):1-12.

Eckman MH, Woodle ES, Thakar CV, Paterno F, Sherman KE.
Transplanting hepatitis C virus-infected versus uninfected kidneys
into hepatitis C virus-infected recipients: a cost-effectiveness anal-
ysis. Ann Intern Med. 2018;169(4):214-223.

Goldberg DS, Reese PP. New insights into optimal timing of hep-
atitis C virus treatment for dialysis patients waitlisted for kidney
transplant. Ann Intern Med. 2018;169(4):256-257.

Colombo M, Aghemo A, Liu H, et al. Treatment with ledipasvir-so-
fosbuvir for 12 or 24 weeks in kidney transplant recipients with
chronic hepatitis C virus genotype 1 or 4 infection: a randomized
trial. Ann Intern Med. 2017;166:109-117.

Reau N, Kwo PY, Rhee S, et al. Glecaprevir/pibrentasvir treatment
in liver or kidney transplant patients with hepatitis C virus infection.
Hepatology. 2018;68:1298-1307.

World Health Organization. Eliminate hepatitis (news release,
Geneva). WHO; 2017. http://www.who.int/news-room/detail/27-
07-2017-eliminate-hepatitis-who

How to cite this article: Martin P, Jadoul M, Pol S. HCV in the
haemodialysis population: Treat now or later?. J Viral Hepat.
2019;00:1-2. https://doi.org/10.1111/jvh.13224



http://www.who.int/news-room/detail/27-07-2017-eliminate-hepatitis-who
http://www.who.int/news-room/detail/27-07-2017-eliminate-hepatitis-who
https://doi.org/10.1111/jvh.13224

