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EASL Clinical Practice Guidelines: Management of hepatitis C
virus infection

European Association for the Study of the Liver*

Treatment of acute hepatitis C

Consensus guidelines for the management of acute HCV in
HIV-infected individuals were published in 2011 [151]. Regard-
less of infecting genotype, the guideline recommended the com-
bination of pegylated IFN-o and weight-based ribavirin for
treatment. Duration of treatment can be determined by kinetics
of response, with 24 weeks of treatment given to those with
serum RNA negativity at 4 weeks (RVR), and 48 weeks for those
with first serum RNA negativity delayed beyond 4 weeks.

Journal of Hepatology 2014 vol. 60 | 392-420




Treatment strategies:
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Beyond pegIFN + RBV linikumbonn

- peglFN/RBV + HCV PI
- Boceprevir
- Telaprevir

- 1DAA+ RBV
- Sofosbuvir + RBV

- 2DAAs

- Sofosbuvir + Ledipasvir

7 Telaprevir in AHC ‘1 universitits
AASLD
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o VT S . ,
ETR SVR 4 SVR 12SVR 24
Total  16/19 16/19 16/19 16/19
SUCCESS 540, 84%  B84%  84%

63% (30/48) in the comparator group:
Treated prior to the availability of, or ineligible for, telaprevir

Fierer etal, CID 2014

Current & future studies

41 br‘ vErsxtais
with DAAs in acute HCV nikumbenn
DAHHS Erasmus MC BOC + peglIFN + RBV 1 12 pos
CHAT UKB TPV + peglFN + RBV 1 12 pos
SWIFT-C ACTG SOF + RBV all 8vs. 12 pos
DARE C Ill Kirby Institute SOF + RBV all 6 neg + pos
soL UKB SOF + LDV 1,4 6 pos
Hep-Net Acute HCV. MHH SOF + LDV 1

6 neg




Dutch Acute HCV in HIV Study:
Boceprevir + pegIFN/RBV in AHC co-infection

Hullegie et al, 10th Co-Infection Workshop 2014, #0_02

Dutch Acute HCV in HIV Study:
On treatment responses
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Weeks of therapy
15,15,15,50,12400 1U/ml
Hullegie et al, 10th Co-Infection Workshop 2014, #0_02
sitts NEAT
imbon Clinical Protocol e
Section #1
An open label, ity trial of , ribavirin
Study Title and pi versus pegy and ribavirin alone In the
(Acronym) guided treatment of acute hepatitis C genotype 1 virus infection in patients with
HIV-1 co-infection (CHAT Study)
Protocol Date January 18" 2013
Protocol Version Version 9
Protocol Number | TPVAHC2012
Eudra-CT Number | 2012-001419-21
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o 14 pts. screened (1 screening failure); UK: 9 pts
e SVR: 3 pts (arm 2)

e 4ETR(2arm 1, 2 arm 2)

¢ 1 Tx discontinuation due to AE (arm 2)

¢ 1 re-infection under Tx (arm 2)

¢ 4 virologic failures (2 arm 1, 2 arm 2)

CHAT patient: HCV kinetics ‘1 pniyersitds
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HCV RNA Baseline: 10.852.811 1U/ml

HCV RNA Week 2: 355 1U/ml

HCV RNA Week 4: 28.762 1U/ml

HCV RNA Week 5: 996.909 IU/ml —> Tx discontinuation

2 reasons for non-response:
Reinfection -> again GT 1la infection

HCV PI resistence




Resistence analysis @ week 4 ‘1
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Il. Substitutions

[NS3 region V36M, T40A, V711, GBOK, S91A, L1531, R155K
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Il Resistance analysis

[prug Prediction Scored Mulations Fold change
[Boceprevir | resistant 36M, 155K 80K 51
[Telaprovir | resistant 36M 80K, 155K &
| Simepravir resistant BOK, 155K 420 ;
\m resistant 36M.80K. 155K 360 |
Do SRR L -
-> Pre-existent?
Detection of a Sexually Transmitted HCV Protease Inhibitor-
o Lk
Resistance Variant in a HIV-infected Homosexual Man universitats
klinikumbonn

Sandra Franco', Cristina Tural™, Mania Nevot', José Molto™, Jorgen Kust Rockstroh,

Bonaventura Clotet' . and Miguel Angel Martinez'

W5 chores oyt g

Toappearin:  Gastroanismiogy
Azcepted Date: B May 2014

Resistence analysis @ baseline ‘1
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II. Substitutions
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IIl. Resistance analysis

['Scored Mutations [Fold change

HCV RNA Baseline: 10.852.811 IU/ml
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Observational Cohort

Diagnosis
Acute HCV

No Treatment

Possible
Date of Therapy
Infection

/ Therapy

T T T 1
Baseline Week 48 Week 96 Week 144

probec@ukb.uni-bonn.de

HCV Genotype i
NEAT. Distribution PROBS €

478 AHC episodes in 459 pts. (19 reinfections)

Cﬁb =1
u2
w3
w4

THE
MQAT“ Interim analysis PROBE-C
STUDY

e Spontaneous clearance in 12.7%, in 58,4%
(279/478) treatment was initiated

e 278 pegIFN + RBV
e 1 SOF + RBV (GT2)
SVR: 68% (83/122)




Studies with 2 DAAs ‘1 universitats
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NEAL Clinical Protocol  N€at
Section #1
Tite A pilot nal of sofosbuwr and ledipasvir for 6 weeks in the reatment of acute hepalitis
m’ C genolype 1 and 4 infection in patients with HIV-1 co-infection
(SOL Study)
Protocol Date June 1= 2014
Protocol Version Version 2
Protocol Number na
EudraCTNumber | ra
Sponsor NEAT ID Foundation, London House, 266 Fuiham Road, London SW109EL, UK

SOL study design -1 universitats
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Week 0 6 18

ACTG: SOF + LDV for 12 wks (if successful -> 8 wks)

<=4 universitats
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But, in the meantime ...

Rapid fibrosis progression after AHC? ‘1 universitats
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Years since AHC diagnosis 6 7 8

1
(# of available measurements) (n=20) (n=23) (n=17) (n=14) (n=10) (n=3) (n=4) (n=3)

Median liver stiffness 7.7 7.0 63 6.4 44 7.7 7 8
[kPa] (IOR) (6-10) (6-10) (5-8) (58) (45) (6-20) (51-10) (5-49.6)

Boesecke C etal, CROI 2014

AHC Incidence in HIV+ MSM

Incidence of acute HCV by risk group
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Interaction between transmission group and year p-value=0.044

EuroSIDA in EuroCoord Rockstroh, JIAS 2012




WEASLIEEES HCV Reinfection in HIV+ MSM ‘1 universitats
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Gy St 45 Gerctype-Sntch 47% [Rrm——
553 patients from 7 NEAT centers 100 m
with cured acute HCV since 6/2001 90
80
141 with at least one reinfection (25.5%) 7,
1509 patient-years of FU, median 2.1 0
years 50
40
Incidence rate: 7.82/100 patient-years 30 no treatment
20 #pending
Treated patients: 7.9/100 patient years 10 0 response
Spontaneous clearers: 3.3/100 patient- o
years Istepisode  2nd episode  3rd episode  dth episode U
(0141 (n-141) (n-26) 5
Ingiliz et al, EASL 2014, Martin et al, AIDS 2013
Acute HCV in HIV negative MSM ‘1 universitats
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HIV negative MSM
attending for sexual
health screening
n=3811

Tested for HCV
=565 (14.82%)

Nelson M, 10th Co-Infection Workshop 2014




