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Flow of ATU (early access program)
in France

Sofosbuvir Simeprevir
Sovaldi® Olysio®

Paritaprevir
Sofosbuvir Ombitasvir

Daclatasvir Ledipasvir Viekirax®
Daklinza® Harvoni® Dasabuvir
Exviera®
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0 F3F4
0 Symptomatic cryoglobulinemic vasculitis

Restricted to 0 Waiting for liver or renal transplantation
« priority » patients 0 After liver transplantation
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Clinic of universal
treatment remains uncertain

BMJ 2015;350:97809
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Is widespread screening for hepatitis C justified?

Several organisations have recommended greatly expanded screening for hepatitis C infection.
Ronald Koretz and colleagues are concerned that no study has tested whether this will lead to
net clinical benefit or harm in screened populations

Ronald L Koretz emeritus professor of clinical medicine’, Kenneth W Lin associate professor of
family medicine®, John P A loannidis professor of medicine®, Jeanne Lenzer medical investigative
. .4

Journalist

Key messages
The CDC and other major organisations are recommending birth cohort population screening for hepatitis C infection
Only a minority of patients with chronic hepatitis C infection will ever develop end stage liver disease
We cannot reliably identify those who will develop end stage liver disease

Drug mals rely on surrogate markers such as sustained virological response, which 1s not a cure

Physicians should resist screening until we have strong evidence that antiviral therapy is clinically effective and the benefits outweigh
the harms
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ANRS CO22 HEPATHER COHORT SUMMARY
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OBJECTIVES

» To describe progression of chronic HCV and HBV infections on the long term and to
identify associated prognosis factors (including biomarkers).

« To compare the clinical and cost effectiveness and safety of treatments in « real life »
« To provide resources for researches in tailored HCV or HBV subpopulations

Follow up Sept 1st, 2015

2016 2017 2018 2019

| | | | 18,965 enrolled
25 000 (10.000 HBV & 15.000 HCV) Patients > - 11,619 HCV

8 years follow-up, 32 clinical centers - 5636 HBV

- 1710 HCV/HBV
GENERAL APPROACH TO DATA COLLECTION AND FOLLOW-UP markers
. Electronic data capture on a dedicated information system
. Centralized Biobank (blood, urine) at inclusion
. Clinical follow-up by interval: 1 to 2 yearly visits according to the status
° « A la carte » clinical follow-up : Treatment initiation, Clinical event

. Follow-up by individual matching on medico-administrative database
(SNIIRAM , CEPI-DC)
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ANRS CO22 HEPATHER COHORT ORGANIZATION
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[ External Scientific Committee ] [ Inserm Ethic Committee ]

| |

: Limited session :
Plenary session : ANRS, Inserm, ITMO Santé \
Publique
partners Public Partners : L
representative Institution representative Advisory Institutional
Committee
AFEF, HAS, InVS, ANSM, DGS...

i \ 7

Scientific Committee Executive Committee
(observatory INDUSTRIAL members) = S. Pol (Alternate : H. Fontaine) / F. Carrat
S. Pol (Alternate : H. Fontaine) / F. Carrat

With industrial

( ) [ Therapeutic ) Sponsor
Virology M. Bo?JrIiére Inserm- ANRS Investigators
F. Zoulim D. Larrey
L M. Pawlotsky L P. Marcellin N p \
e 2 r N ,\l; :g?;éﬁé%t Database & Biobank
Pqthology & Public Health Inserm Transfert UMR S1136/ F Carrat
Physiopathology C. Larsen J \ J
P. Nahon B Carrieri
J.Capeau . Carrieri
\. J \. J
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SAFETY AND EFFICACY OF THE
COMBINATION DACLATASVIR -SOFOSBUVIR IN
HCV GENOTYPE 1-MONO-INFECTED PATIENTS
FROM THE FRENCH OBSERVATIONAL
COHORT ANRS CO22 HEPATHER.

Stanislas POL, Marc BOURLIERE, Sandy LUCIER, Victor DE LEDINGHEN, Fabien ZOULIM, Céline
DORIVAL-MOULY, Sophie METIVIER, Dominique LARREY, Albert TRAN, Christophe HEZODE, Jean-
Pierre BRONOWICKI, Didier SAMUEL, Patrick MARCELLIN, Jean-Pierre ZARSKI, Anne MINELLO,
Laurent ALRIC, Jean-Claude TRINCHET, Pierre NAHON, Dominiqgue GUYADER, Olivier
CHAZOUILLERES, Ghassan RIACHI, Véronique LOUSTAUD-RATTI, Xavier CAUSSE, Philippe
MATHURIN, Isabelle HUBERT-FOUCHARD, Isabelle ROSA, Yves BENHAMOU, Jérome GOURNAY,
Jean-Jacques RAABE, Francois RAFFI, Ventzislava PETROV-SANCHEZ, Alpha DIALLO, Héléne
FONTAINE, Fabrice CARRAT on the behalf of the ANRS/AFEF HEPATHER study group

The ANRS CO22 Hepather cohort is conducted in collaboration with AFEF and supported by MSD, Janssen, Gilead, BMS, Roche, Abbvie.
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Background and aims

Real-life results of the Sofosbuvir/Simeprevir combination
have been extensively reported but there are few data
regarding the Sofosbuvir/Daclatasvir combination (Ally-
studies) in GT1 patients.

SVR12* was obtained in
- 120/ 126 (95%) patients naive of treatment

- 40 / 41 (98%) treatment experienced (1 gen Pl)
patients

- 25/ 167 (15%) patients had cirrhosis
*Sulkowski et al. New Engl J Med 2014,;370:211-221
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Patients

All patients with HCV Genotype 1 infection who
Initiated a combination of Sofosbuvir (400 mg/d) and
Daclatasvir (60 mg/d) before July 1st 2014 were
iIncluded (n=409) .

e with ribavirin (1-1.2 g/d) (n=92) or without (n=317)

o 319 (78%) patients had cirrhosis

o 307 (75%) were previously treated with:
- Pegylated interferon and Ribavirin (n =134, 43.6%)
- Pegylated interferon, Ribavirin and a 1st generation Pl (n =173, 56.3%)
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SOF+ DCV SOF+ DCV+

SVR results (n=317) REV

(n=92)

12w 24w 12w 24w
SVR4 46/54 250/263  12/12 79/80
N % 85.2 95.1 100 98.7
SVR 4 in cirrhotics 26/34 203/216 9/9 59/60
N % 76.5 94.0 100 98.3
SVR 4 in Non cirrhotics 20/20 47147 3/3 18/18
N % 100 100 100 100
SVR4 in treatment-naive patients 27/31 47/53 4/4 14/14
N % 87.1 88.7 100 100
SVR4 in treatment-experienced patients 19/23 203/210 8/8 65/66
N % 82.6 96.7 100 98.5
SVR4 in PI/PEG/RBV-experienced patients 4/5 128/132 4/4 32/32
N % 80.0 97.0 100 100
SVR4 in PEG/RBYV experienced 15/18 75/78 4/4 33/34
N % 83.3 96.1 100 97.1
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SVR results

SVRA4
N %

SVR 4 in cirrhotics
N %

SVR 4 in Non cirrhotics

N %

SVR4 in treatment-naive patients

N %

SVR4 in treatment-experienced patients

N %

SVR4 in PI/PEG/RBV-experienced patients

N %

SVR4 in PEG/RBYV experienced

N %

SOF+ DCV
(n=317)

SOF+ DCV+
RBV

(n=92)

46/54 250/263
85.2 95.1
26/34 203/216
76.5 94.0
0/20 47147
100 100
27/31 47/53
87.1 88.7
19/23 203/210
82.6 96.7
4/5 128/132
80.0 97.0
15/18 75/78
83.3 96.1

12/12 79/80
100 98.7
9/9 59/60
100 98.3
3/3 18/18
100 100
4/4 14/14
100 100
8/8 65/66
100 98.5
4/4 32/32
100 100
4/4 33/34
100 97.1
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Predictors of virlogical failure (SVR4) with
adJustment on propenSIty scores

Age (<65 vs =65 yrs) 0.4-3.2 0.84

Sex (F vs M) 1.8 0.7-44 0.19

RBV incl. Regimen (N vsY) 6.3 0.8-49.2 0.07 6.5 1.0-275.6 0.054
Treatment duration (12 vs 24 weeks) 3.5 1298 0.017 3.6 1.1-11.5 0.03
Treatment naive (N vs Y) 0.2 0.07-0.8 0.023

Cirrhosis (Y vs N ) 9.2  2.0-Infinity 0.008 12.7  2.7-infinity 0.002
Decompensated cirrhosis (Y vs N) 3.3 1.1-10.0 0.03

HCYV viral load (=800,000 vs < 800,000 0.6 0.4-1.0 0.04

IU/mL) 1

Total Bilirubin 0.3 0.1-0.8 0.02

(<21 vs = 21 pmol/L)

Propensity score to receive RBV 0.4 0.003-42.3 0.69 1.2 0.7-2.0 0.58
Propensity score to be treated 24 0.4 0.002-6.2 0.50 0.9 0.4-1.3 0.32
weeks
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Conclusion

1. The Sofosbuvir/Daclatasvir combination is associated with a high rate of
SVR4 in difficult-to-treat patients infected by Genotype 1

2. Cirrhosis was strongly associated with treatment failure: all patients with
treatment failure had cirrhosis

3. A 24 weeks regimen and addition of RBV were both associated with
response to treatment in those patients

Non cirrhotic patients : SOF+DCV 12w .
“ Cirrhotic patients : SOF+DCV + RBV 12w.
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ANRS CO22 HEPATHER - HCV TREATED PATIENTS

Cohort Sept 1st, 2015

e 18,965 patients included, 4836 HCV-infected patients
treated by DAAs

Sofosbuvir + RBV

Sofosbuvir + PeglFN + RBV
Sofosbuvir + Daclatasvir
Sofosbuvir + Daclatasvir + RBV
Sofosbuvir + Simeprevir
Sofosbuvir + Simeprevir + RBV
Sofosbuvir + Ledipasvir
Sofosbuvir + Ledipasvir + RBV

459
269
1420
453
752
84
780
337
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Future prospects -ongoing studies

*Antiviral resistance in patients with virological treatment failure
after DAAs (JM Pawlotsky)

Comparison of HCC phenotypes between sustained virological
responders and chronically infected patients (JC Duclos-Vallée,

P Nahon) — collaboration with the ANRS CO12 cohort (1300
patients with cirrhosis)

Validation of a genetic signature for the prognosis of liver
fibrosis in HCV infected patients (A Dessein)

Clinical response to DAAs HCV therapy in patients with HCV-
related vasculitis (P Cacoub)

14
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ALL THE PATIENTS

The ANRS CO22 HEPATHER Cohort

Investigators and collaborators

Laurent Alric, Toulouse

Fabien Zoulim, Lyon

Francois Raffi, Nantes

Paul Cales, Angers

Patrick Marcellin, Clichy
Stanislas Pol, Paris

Victor De Ledinghen, Bordeaux
Marc Bourliere, Marseille

Albert Tran, Nice

Yves Benhamou, Paris

Xavier Causse, Orléans
Jean-Claude Trinchet, Jean Verdier
Dominique Guyader, Rennes
Francois Habersetzer, Strasbourg
Jean-Pierre Bronowicki, Nancy
Dominique Larrey, Montpellier

Imane Amiri

Marc Bourliere
Patrice Cacoub
Jacqueline Capeau
Fabrice Carrat
Patrizia Carrieri
Victor De Ledinghen

Sophie Métivier, Toulouse
Jean-Pierre Zarski, Grenoble
Ghassan Riachi, Rouen
Christophe Hézode, Crétell

Olivier Chazouilléres, Saint Antoine
Didier Samuel, Paul Brousse
Armand Abergel, Clermont-Ferrand
Brigitte Le Guillou, Metz

Isabelle Rosa, Créteil

Véronique Loustaud-Ratti, Limoges
Philippe Mathurin, Lille

Anne Minello, Dijon

Louis D'Alteroche, Tours

Jérome Gourney, Nantes

Isabelle Portal, Marseille

Eric Saillard, Pointe a Pitre

Scientific comittee

HHVIIAA /1790000055 00004 00004400044 00094 4000400004400 004 0000900000000 0044 000000000400 0044 000040 000040044000 040 00044000044 00004000000 00040 07

The ANRS CO22 Hepather cohort is supported
by MSD, Janssen, Gilead, BMS, Roche, Abbvie
and conducted in collaboration with AFEF.
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Fabrice Carrat
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Frederic Chau
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Jean-Francois Delfraissy
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Mélanie SImony
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Imane Amiri

Inserm Transfert
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Francoise Crevel
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Céline Dorival-Mouly

Jean Dubuisson
Héléne Fontaine
Dominique Larrey
Christine Larsen
Marianne L'Henaff
Patrick Marcellin

Philippe Mathurin

Pierre Nahon
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Scientific production in a cohort

Framingham Heart Study Bibliography | % = .
rench Hospital
Since 1951 investigators have published research results based on Framingham p

Heart Study data in peer review medical journals. These articles are listed here 30 - Database on HIV—-

in the Framingham Heart Study bibliography in reverse chronological order and

are updated annually. Abstracts of many of the articles can be accessed AN RS CO4 COhort
through PubMed via the link at the end of each entry. 25 1
Articles Published Per Decade Based on Framingham Data
LK) 20 !
900
800 -
w 700 - 15
=
ERTOIE
.; 500 4 10
= 400
B 300 - 5 .
200 181 I
100 i *“'
U I _ 0~ -
1950-59 t 60-69  1970-79  1980-89 1990-99 2000-09 2010-11 <1999 99_00 01_02 03_04 05_06 07_08 09_10 11_12

Decades

Total articles published 1950 through 2011 = 2,346

1948 : cohort set-up
L 1992 : 1st paper
. |
2011 : 2,436 publications ! 2012 : 132 publications

(source : http://www.framinghamheartstudy.org/) (source : D Costagliola — U1136)

ANRS

1989 : Inclusion started




