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Outcomes in women infected by
HCV-contaminated anti-D immunog. during

—19/0s

N=682Q

P
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Cumulative subhazard for cirrhosis
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Garvey P, et al. J Hepatol. 2017;67:1140-1147
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Regression of fibrosis in patients with
cirrhosis with paired liver biopsies after SVR

——
70%

64%

b60%

50%

40%

20%

10%

Proportion of Patents with Fibrosks Regresion from Circhos b

0%

W Shiratori 2000 W Poynard 2002 & Aberget 2004 B Pol 2004 = Mallet 2008 ® Maylin 2008 mD'Ambrosio 2012

D'Ambrosio R, et al. Hepatology. 2012;56(2):532-43, Mallet V, et al. Ann Intern Med. 2008;149(6):399-403, Manns MP, et al.
) FENIKO NOZOKOMEIO AGHNON J Viral Hepat. 2013;20(8):524-9, Maylin S, et al. Gastroenterology 2008;135(3):821-9, Pol S, et al. Hum Pathol 2004;35:107-112,
«O EYAITENZMOZ» Poynard T, et al, Gastroenterology 2002;122:1303-1313, Shiratori Y, et al. Ann Intern Med 2000;132:517-524.




Hepatitis C virologic cure associated with
improved outcomes

All-Cause Mortality Liver-Related Mortality or . Hepatocellular Carcinoma
~ 30- 53 30~ Liver Transplantation % 30~
= P <.001 it P <.001 £ P <.001
2 T S 2
T 20- 58 201 S 20-
5 == 3
= Without SVR 23 Without SVR 5 Without SVR
2 10+ 3 & 10- S 104
8 ¢ :
=5 . Jos . Ie)
! With SVR g g With SVR = With SVR
O- T L 4 L L L L L L 1 : - O L] L] 1 | ] ] ] T T 1 % 0 T | ] ] T T T 1 1 1
0123 456 7 8 910 0123 456 78 910 = 012 3 456 7 8 910
Yr Yr Yr

HR: 0.26 (95% Cl: 0.14-0.49; P < .001)

* Virologic cure does not protect against reinfection

N,
&g ri‘% FENIKO NOZOKOMEIO AGHNQN

B 1) o evarrenzmoss van der Meer AJ, et al. JAMA. 2012;308:2584-2593.




Benefits of HCV Therapy Extend Beyond the
Liver: Diabetes

. HCV cure significantly r([alc]zluces ESRD in DM Pts Treated or
incidence of type 2 DM Untreated With PegIFN + RBVI
* HCV pts have 2-3 x greater odds of —— Treated pts
DM - 10~ (DM + HCV; n = 1411)
. s Untreated pts
* SVR may prevent and improve IR[3] 2 gl  (OM+HCVn=1411)
. . v Untreated pts
* IR and DM increase risk and rate of s (DM only; n = 5644)
fibrosis!?! g 61
[
[}
* PeglFN + RBV associated with B 44
. . [=
improved renal/cardiovascular F
outcomes in pts with DM + HCV!4 % 24 r<oo
£
>
o 0 | | | | | | 1
o 1 2 3 4 5 6 7 8

-

13 % FENIKO NOZOKOMEIO A@HNQN 1. Arase Y, et al. Hepatology. 2009;49:739-744. 2. Brandman D, et al. Diabetes Care. 2012;35:1090-1094. 3. Aghemo A, et
q :‘L «O EYAITEAIZMOZ» al. Hepatology. 2012;56:1691-1687.4. Hsu YC, et al. Hepatology. 2014;59:1293-1302.



SVR improved quality of life

324 patients with CHC who had responded to interferon treatment but

relapsed
—=— Physical
Functioning
-+— Role Physical
¥s 60% .
B0 e - | —+— Bodily Pain
—— General Health 40% -+
|
—o— Vitality
45 A ‘
—— Sodial 20% + — -
Functioning '
—o— Role Emotional
40 —a— Mental Health {95~
Baseline 12 weeks 24 weeks 12 weeks 29 weeks —————— | “health “discouraged *hepatitis was a “feltfredat | | “no limitations |
interfered with because of worry at least least some of in daily work
social activities hepatitis at some of the the time* due to hepatitis”
at least some leasl some of time*
of the time" the time"

During Treatment ——» Post-treatment —
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@ FENINO NOROKOMEIO AGHNAN Ware JJ, et al. Hepatology 1999;30:550-555.



Nearly everyone with HCV can now be
treated successfully

* Very high SVR rates; therapies highly tolerable

 All-oral therapy for almost every pt

 Treatment generally just 12 wks Direct-Acting All-Oral
Antivirals Therapy
¥ Current
7 Peginterferon _»2013
100 eginte eo/’2011 90+ 2ot
801
— / 2001 70+
3 60+ ___— 1998 55
o 1991 4
> 40+ 39
N 34
204 16
6
O 1 | 1 1 1 1 | ] | |
IFN IFN IFN/RBV |IFN/RBV PeglFN PeglFN/ PeglFN/ DAA+ All-Oral

6 Mos 12 Mos 6 Mos 12 Mos 12 Mos RBV RBV + RBV =* DAA=+
12 Mos DAA PeglFN RBV

,v"""’?’,. [ENIKO NOZOKOMEIO AGHNON Manns MP, et al. Lancet. 2001;358:958-965, Fried MW, et al. N Engl J Med. 2002;347:975-982, Poordad F, et al. N Engl J Med. 2011;364:1195-1206, Jacobson IM, et al. N Engl J Med. 2011;364:2405-2416,
A E «O EYATTEAIZMOZ» Lawitz E, et al. N Engl J Med. 2013;368:1878-1887, Afdhal N, et al. N Engl J Med. 2014;370:1889-1898, Ferenci P, et al. N Engl J Med. 2014;370:1983-1992, Feld JJ, et al. N Engl J Med. 2014;370:1594-1603,
y Kwo P, et al. EASL 2015. Abstract LB14, Zeuzem S, et al. Ann Intern Med. 2015;163:1-13, Feld JJ, et al. N Engl J Med. 2015;373:2599-2607, Foster GR, et al. N Engl J Med. 2015;373:2608-2617.




HCV is curable in > 95% of pts with DAA
therapy

* Curing the individual is now easy; curing the population will take a lot more work . . .

CJIFN B IFN +RBV M PeglFN + RBV [ PeglFN + RBV + Pl [] IFN free

SVR in Individuals SVR in the Global Population
_100- - < 100+
> <
x 80- S 80
> _ @)
L 60+ S 60
C ()]
= B o
2 40- 5 407
< T
P 20 - H = 20 -
1992 2001 2018 1992 2001 2018
i Yr Yr

,2’2. FENIKO NOZOKOMEIO AGHNQN

ﬂ y «O EYAITEAIEMOZ» Thomas DL, et al. Antivir Ther. 2012;17:1183-1188.
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Infection
Screening The population perspective

Testing/counseling
Confirming
Linking to care

Treating
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Replication cycle of HCV and mechanisms of
action of anti-HCV drugs

NS3/4A protease
inhibitors

(“-previr”)

#% 3% TENIKO NOZOKOMEIO AGHNON
J

- «O EYAITEAIZMOZ»
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and endocytosis

receptor binding ]

‘ ‘,‘_};} [ transport and release ]

1

NS5A inhibitors
(“-asvir”)

J—

translation and
\__Polyprotein processing

NS5B polymerase
inhibitors

(“~buvir”)

Zeuzem S. Dtsch Arztebl Int. 2017;114:11-21.



Overview of IFN-Free treatment regimens ~~EASL
recommended

OMV/I/PTV/
SOF LDV/SOF | SOF/VEL |[RTV + DSV|OMV/PTV/| GRZ/EBV [SOF + DCVSOF + SM
+ RBV * RBV * RBV £ RBV |[RTV it RBV| = RBV + RBV * RBV

Suboptimal

=~ SOF + DCV £+ RBV is not approved in the EU for GT 2, GT 5 or GT 6 patients.
@; oL OVEIO AGHNAN Regimens not included in the SmPC posology table (Table 1) are shown in grey

EASL CPGs J Hepatol. 2017;68:153-194.



Genotyping activity of HCV drugs
| Hov-1 | HCV-2 | HCV-3 | HOV4 | HOV-5 | HOV-6

Sofosbuvir + Ledipasvir X X X X

Sofosbuvir + Velpatasvir X X X X X X

Paritaprevir/r + Ombitasvir X X

+ Dasabuvir + RBV

Grazoprevir + Elbasvir X X (x)
Glecaprevir + Pibrentasvir X X X X X X

f% FENIKO NOZOKOMEIO AGHNQN
QY orumsnmr. EASL CPGs J Hepatol. 2017:68:153-194.



Rates of SVR >95% are considered a “must

have” in the new era

Summary of Phase 3 studies of IFN-free therapy in GT 1 patients

published in NEJM in 2014 96%
ION-1 LDV/SOF + RBV
ION-1 LDV/SOF + RBV
ION-1 LDV/SOF + RBV
SAPPHIRE-I OMV/PTV/RTV + DSV + RBV
SAPPHIRE-II OMV/PTV/RTV + DSV + RBV
PEARL-III OMV/PTV/RTV + DSV * RBV
PEARL-IV OMV/PTV/RTV + DSV * RBV
TURQUOISE-II OMV/PTV/RTV + DSV + RBV gat))

3826
SVR

Short, well-tolerated treatment regimens
Included treatment-naive and -experienced patients +/- cirrhosis

FENIKO NOZOKOMEIO AGHNON
W* I «OEYAITEAIZMOZ» Liang JT, & Ghany MG. N Engl J Med 2014; 370:2043-2047



Concepts in HCV therapy

HCV RNA 1U/mL

LLD
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Genotyping activity of HCV drugs
| Hov-1 | HCV-2 | HCV-3 | HCV-4 | HCV-5 | HCV-6 |

Sofosbuvir + Ledipasvir X X X X

Sofosbuvir + Velpatasvir X X X X X X

Grazoprevir + Elbasvir X X (x)

Glecaprevir + Pibrentasvir X X X X X X

‘ FENIKO NOZOKOMEIO AGHNON
W&o Ly «O EYAITEAIZMOZ» EASL CPGs J Hepatol. 2017;68:153-194.



SmPC: Glecaprevir + Pibretasvir (Maviret®)

(1) Recommended Maviret treatment (2) Recommended Maviret treatment
duration for patients without prior duration for patients who failed prior
HCV therapy therapy with peg-IFN + ribavirin +/-

sofosbuvir, or sofosbuvir + ribavirin

Recommended Recommended
Genotype treatment duration Genotype treatment duration
No

No

cirrhosis Cirrhosis cirrhosis Cirrhosis

All HCV 8 weeks 12 weeks GT1,2,4-6 8 weeks 12 weeks
2enates GT 3 16 weeks 16 weeks

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/

7 ) 510 NOSOKOMEID AGHNaN human/004430/WC500233677.pdf; January 2018

' «O EYAITEAIZMOZ»



Comparison of pangenotypic regimen

Sofosbuvir + Velpatasvir Grecaprevir + Pibrentasvir
v Same treatment duration v" 8-week treatment duration

independent of fibrosis in patients without cirrhosis

stage (12 weeks) v Treatment in all CKD stages,

but not in patients with

¥" Decompensated cirhosis decompensated cirrhosis

¥ *CiCl 280 i fih / No RBV in GT3 with

v RBV in GT3 patients with cirrhosis, but treatment
cirrhosis and all patients prolongation to 16 weeks in
with decompensated treatment-experienced
cirrhosis patients with or without

cirrhosis

X,
3"& % TENIKO NOZOKOMEIO AGHNQN
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SOF/VEL/VOX for 12 weeks as salvage regimen in
NS5A inhibitor- experienced GT 1-6 patients

(i) Overall SVR12 (ITT) (i) SVR by genotype
96

100 97 96 100 100 95 91 100 100

100 -
80 80 -
3 6 relapses R
N o0 1 on-tx failure o 60 -
o' 2 withdrew consent o 40 7
> 40 1LTFU > 97/ 45/ 61 74/
v 20 -
50 2 o s 101 45 ' 5 78
o l s G1 GlaGlb G2 G3 G4 G5 G6
(iii) SVR by cirrhosis (iv) SVR by NS5A RASs
PR 99 100 - 98 96 100 94 97
80 - 80
b S
~ 60 p— ~%0 1
1 withdrew consent resapees
5 40 4 L 1w¥tﬁg;t:wﬁt‘:l::hunrseent §40
20 4 20 A 120/
L b 1131121 127
0 - 0 - A NSHA N +
No Cirrhosis  Cirrhosis RASs RASs only only NS5A

5—’&'% FENIKO NOZOKOMEIO A@HNQN
\m!i «O EVATTEAIZMOZ> Bourliere M, et al. N Engl J Med 2017; 376:2134-2146.



Safety profiles of DAAs

SOF + RBV Blood bilirubin increased, haemoglobin
decreased, fatigue, headache,
insomnia, irritability, nausea

SOF + SMV Rash,
SOF + DCV Fatigue, headache
LDV/SOF Fatigue, headache

OMV/PTV/RTV + DSV Asthenia, fatigue, insomnia, nausea,
+ RBV pruritus

EBR/GZR Fatigue, headache
SOF/VEL Fatigue, headache, nausea

Janssen-Cilag Ltd. OLYSIO ¥ (simeprevir) SmPC, August 2016; Bristol-Myers Squibb Pharma EEIG. DAKLINZA ¥ (daclatasvir)

SmPC, July 2016; Gilead Sciences Europe Ltd. SOVALDI ¥ (sofosbuvir) SmPC, March 2016; Gilead Sciences Europe Ltd
Sy, [ENIKO NOZOKOMEIO AGHNON HARVONI ¥ (ledipasvir/sofosbuvir) SmPC, July 2016; AbbVie Ltd. VIEKIRAX ¥ (ombitasvir/paritaprevir/ritonavir) SmPC, August
4.2 ) 2016; AbbVie Ltd. EXVIERA'Y (dasabuvir) SmPC, Ma( 2016; Gilead Sciences Europe Ltd. EPCLUSAY (velpatasvir/sofosbuvir)
2 i/ «OEYAITEAIZMOZ» SmPC, July 2016; Merck Sharp & Dohme Ltd. ZEPATIER ¥ (elbasvir/grazoprevir) SmPC, July 2016




Drug-Drug Interactions
www.hep-druginteractios.org
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Cirrhosis regression after antiviral treatment

Before treatment 6 years AFTER SVR
HCV cirrhosis «normal» organisation

F B S 7 T T

TENIKO NOZOKOMEIO AGHNQN
«O EYAITEAIZMOZ> D’Ambrosio R, et al. Hepatology 2012;56:532-543.



But a small proportion shows progression

100
90 97 patients with SVR who had undergone sequential biopsies at an
. average of 5.8 £ 1.9 years after the initial biopsy.
70
60
" 459% 48%
40
30 l
20
10 6%
0 ]
Regressed Unchanged Progressed

i 0{"*; FENIKO NOOKOMEIO AGHNQN
o Tachi Y, et al. Hepatol Res 2015;45:238-246.




Factors most consistently linked with
regression

* Lower stages of fibrosis at the time of SVR.
* Younger age (<40 years).

* Female gender.

* Body mass index (BMI)<27 kg/m?.

X,

f’ ;’;’.." TENIKO NOZOKOMEIO AGHNQN
{3} «O EYAITEAIZMOS» Poynard T, et al. Gastroenterology 2002;122:1303-1313.



Fibrosis changes and HCC incidence

1007 Progressed
97 patients with SVR who had S 804
undergone sequential Q
biopsies at an average of 5.8 5
o © 60+
+ 1.9 years after the initial 2
. [0}
biopsy. 2
£ 401
()
=
(—é 20_ .......... Stable
3 --’- ------------ Regressed
O-
0 10 15 20 25
Years
Patients at 0 1 ’ 2
risk year | 5years |10 years |15 years |20 years
Regressed | 44 42 18 2 1
stable 47 45 15 2 1
fﬂ' {3».: TENIKO NOZOKOMEIO AOGHNQN
- :‘L «O EYAITEAIZMOZ» PrOgreSSGd 6 3 1 O O

Tachi Y, et al. Hepatol Res 2015;45:238-246.



Controlling viral coinfections

HIV-HCV-coinfected patients

Population Improvement Worsening

Untreated 10.6 pAe 37 19.7

(n=258)
Treatment failures 14.5 S 45 26.2
(n=172)
SVR 26.1 36 08 7.2
(n=138)
30 20 10 A% 10 20 30
ﬁ_-;:r-r% TENIKO NOZOKOMEIO AOGHNQN
“@ «O EYATTENIZMOZ Labarga P, et al. Antivir Ther 2015;20:329-334.



Maximize SVR benefits on fibrosis progression

HBV DNA HBV DNA
HCV RNA ALT HCV RNA ALT
(log IUémL) (UmL)  (loglUmL) (IU/mL)
100 107 100
HCVRNA -, ALT
" 80 8 - 80
ALT " HCVRNA
60 6 60
4
40 4 ) 40
_ HBVDNA =~
2 al"'-‘. "
''''' 20 2 . 20
HBYDNA ===~
U 0 0 T T 0
A Baseline Week24 Week48 B Baseline Week24 Week48

Ve iz”;“ FENIKO NOZOKOMEIO AGHNQN

© «O EYAITEAIZIMOZ» Yu JW, et al. Liver Int 2009,291485—1493




Duokn LoTopla TNC EMaVEVEPYOTOLNONC TOU
HBV kata tn Beparmeia e DAAS

HCV-RNA (IU/mL)

HBV-DNA (1U/mL)
ALT (U/L)

LLQ

0 2 4 8
@ FENIKO NOZOKOMEIO AGHNQN E Béouaseq

5 «O EYAITEAIZMOZ» 1. The Food and Drug Administration Adverse Event Reporting System (FAERS), 2. Balagopal A, Thio CL. Clin Infect Dis 2015;61:1307-9, 3. Collins JM, et al. Clin Infect Dis 2015;61:1304-6, 4. De Monte A,
et al. J Clin Virol 2016;78:27-30, 5. Ende AR, et al. ] Med Case Rep 2015;9:164, 6. Kimura H, et al. Kanzo 2015;56:422-27, 7. Wang C, et al. Clin Gastroenterol Hepatol. 2016 Jul 5. [Epub ahead of print].



Alcohol intake increases the risk of HCC in
hepatitis C virus-related compensated cirrhosis

192 patients with compensated HCV-related cirrhosis, 74 patients consumed alcohol (median alcohol intake:
15 g/day); 68 reached viral eradication.

>
W
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0.5, - ALro: 0.5, Ty eedeaton: 0.5, — AohoL ira eraicaton
(0] ()] ) --- Alcohol+/viral eradication-
8 8 8 ---- Alcohol-/viral eradication+
o 0.4 o 0.4 ® 0.4 --- Alcohol+/viral eradication+
o i) i)
o o o
£ 0.3 £ 0.3 £ 0.3 e
2 2 p =0.002 2 3
© 0.2 T 0.24 £ 0.2
> > >
€ 0.1 € 01 € 0.1]
@) (@) O
0.0 0.0 0.0
0 0 0
Time (years) Time (years) Time (years)
,jé?:;""“:? FENIKO NOSOKOMEIO AOHNQN
g} «O EYAITEAIZIMOZ» Vandenbulcke H, et al. ) Hepatol 2016;65:543-551.



Hepatitis C and systemic inflammation

Systemic inflammation

Other viral proteins

IRS proteins function inhibition through
phosphorylation by activated Ser/Thr
kinases

Protein down-regulation of glucose
transporter 2 (GLUT2)
Down-regulation of the hepatic
expression of both IRS-1 and IRS-2
increase Ser(312) phosphorylation
of the insulin receptor substrate-1

inhibition of hepatic insulin-
dependent receptor auto-

phosphorylation and IRS-1 tyrosine
phosphorylation through induction
of SOCS-3 protein

IR in muscle and liver through serum FFA
increase by TNF-a inducted lipolysis
TNF-a direct toxicity to b-cells causing IR
TNF-a driven decrease of adiponectins

y «O EYATTEAIZMOZ» Voulgaris T, & Sevastianos VA. submitted.

@ FENIKO NOZOKOMEIO AGHNQN ﬂ Insu'“‘ rQSIStame (IR)



Possible mechanisms connecting HCV
infection and cardiovascular disease

Chronic viral hepatitis - hepatic IR - “viral” &
“metabolic” steatosis - inflammation - oxidative
stress - fibrosis progression - peripheral IR -
diabetes mellitus

Replication within the
plaque - local inflammation

_}“{}}

W

@ Ischemic stroke Atherosclerosis Cardiac disease

FENIKO NOZOKOMEIO AGHNQN

j «O EYATTEAIZMOZ» Voulgaris T, & Sevastianos VA. Hepat Res Treat. 2016;2016:7629318.



The natural history of HCV infection

C HCV infection )

v
Acute hepatitis )

-
N
<30% l >70%
C Recovery ) C Chronic infection )

* Diabetes v
L * Extrahepatic cancers ) C Lymphoma )

carcinoma

( Liver disease ) ( Lymphotropism )
| >95%
\ 40%
C Chronic hepatitis ) e N
Chronic inflammation C Cryoglobulinaemia )
l >20% * Neurocognitive disorders . l
C Ch e ) e Cardiovascular, 10%
cerebrovascular or C Vasculitis )
L } renovascular disorders :

[ Hepatocellular

7

# % TENIKO NOZOKOMEIO AGHNON
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Pol S, et al. Nat Rev Gastroenterol Hepatol. 2018;[Epub ahead of print].



Can the use of DAA impact the HCV morbidity
and mortality?

n=2,156 HCV-infected patients (63% cirrhotics) without HCC or DC at inclusion
Treated with DAA , SVR=90%

Median follow-up 18 (16-20) months
Pol, S et al. ANRS-HEPATHER study group EASL 2016

Decompensated cirrhosis (DC) —an HCC —ll
30 = Cirrhotic = 30 36 e Cirrhotic

8 825 33 ——Non Cirrhotic & 8 25 ——Non Cirrhotic
Q Q =
S 820 g 820 38 34 15
5 c @ C 17 4

3] 9]
S e e £ 4 5
TWY 5 "TY 5 _7_//-______;’_,____.——- 1
[+ o

0 0
[0-6] (6-12[ [12-18]  [18-24] [0-6] [6-12[ [12-18]  [18-24]
Months since initiation of therapy Months since initiation of therapy

77% reduction in DC after 6 months (P<0.001)  44% reduction in HCC after 12 months (=0.025)

Ny
& 'i’g FENIKO NOSOKOMEIO AOHNQN
“&!ﬁ «O EYAITEAIZMOZ»



SVR to IFN-free therapies ameliorated HCV-
induced portal hypertension

One hundred and four patients with portal hypertension (HVPG >6 mmHg)

Absolute A:-2.3 £ 0.89 mmHg;
p =0.018
Relative A: 12.6 £ 4.5%

G, 2

HVPG (mmHg)

Absolute A:-3.29 £ 0.59 mmHg;
p <0.001
Relative A : -26.6 + 4.8%

Absolute A:-2.26 + 0.42 mmHg;
p <0.001
Relative A: -29.8 + 5.4%

Absolute A:-2.63 + 0.38 mmHg;
p <0.001

Relative A: -23 £+ 2.9%

30 30 30
e g 5

201 € 20 E 20

164 et eI ~ 16-
V) )

124 & i O 124 Ll 124

167 0 S En Z bt S 161

64 =———— 61-- % ... %' T 6

0 T T T T 0 T T T T 0 T T T T
BL BL FU FU BL BL FU FU BL BL FU FU
12.2 + 0.4 mmHg 8.91 £ 0.62 mmHg 19.4 + 0.73 mmHg 17.1 £ 1.21 mmHg

13.1 £ 0.7 mmHg 10.4 £ 0.79 mmHg 7.37+£0.28 mmHg  5.11+0.38 mmHg

SVR to IFN-free therapies might ameliorate portal hypertension across all BL HVPG strata. However, changes in
HVPG seemed to be more heterogeneous among patients with BL HVPG of 216 mmHg and a HVPG decrease was
less likely in patients with more advanced liver dysfunction.

ZEcJN:\(r?\rh:g:fzjuK\n%“gflo AoHTaN Mandorfer M, et al. JHepatol 2016;65:692—699.



Encouraging short-term benefits among
decompensated patients achieving SVR

Solar 1,2.
N=667

#% 3% TENIKO NOZOKOMEIO AGHNQN
“ﬂ}” «O EYAITEAIZMOZ»
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Of the 250 decompensated patients who achieved SVR12, 60%
(150) had an improvement in MELD scores from baseline to post-
treatment week 12 (figure), 61% (41/67) with baselineMELD=15,
had a post-treatment week 12 MELD of<15, and 66% (164/248)
had improvement in CPT scores.
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Reduction in Liver Transplant Waitlist in the
Era of HCV DAAs

Cohort study of 47,591 adults wait-listed for liver transplant (LT WL) using the Scientific
Registry of Transplant Recipients database from 2003-2015

Incidence of Liver Transplant Wait-
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f&'ﬁ reniko Nozokomelo AeHNaN The rate of liver transplant wait-listing for HCV secondary to decompensated cirrhosis has decreased by 32% in
\1:3' «O EVATTEAIZMOZ the era of DAA therapy as compared to the IFN era and is now equal to that of NASH Flemming JA, AASLD 2016, Poster LB-23
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Proportion of patient reaching delisting
criteria in real life cohorts

Meld Reaching delisted
baseline delisting
criteria*

ITACOPS (Italy) 1 216 NA 40% NA
(5 24)

Coilly (France) 151 105 56% 88% 26% 6%
(6-32)

Deterding 88 NA 0% 74% 38% NA

(Germany)

* MELD < 15 in studies from Italy and France; Transition from Child B-C to A in Germany
7% [ENIKO NOZOKOMEIO AGHNON Martini S, et al. AASLD 2015; LB-26, Coilly A, et al. AASLD 2015, #91,
4 I/ «OEYAITENIZMOZ» Deterding K, et al. Aliment Pharmacol Ther. 2015;42(7):889-901.




Quality of Life
“Patient-Reported Outcomes (PROs)”

PRO with PegIFN/RBV: SOF+PR PRO with RBV: SOF+RBV PRO in IFN/RBV-Free: LDV/SOF
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Avoided productivity losses resulting from
achievement of SVR
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L/ «O EYATEAIZMOZ» Younossi ZM, et al. J Viral Hepat. 2017; [Epub ahead of print].



Reduction in work productivity losses per

nloyed patient
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Productivity Loss
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2 UUTTEPAOLLATLKAL. .

* Ta DAAs eival tblaitepa amoteAeopatika kot acpalr yia tnv Beparneio
aoBevwv pe xpovia nratitida C.

* Agdopeva amo tnv kabnpepvr) KAVLKA TIPOYHOTIKOTNTO AVTAVAKAOUV TNV
OTTOTEAECUOTLKOTNTA TIOU KOTAYPADETAL OTLC KALVIKEC MEAETEC.

* Eiva dlaBeatpeg moAeg eruhoyeg pe Loxupa 6edopeva rou Ba propovoav
VO CUVELODEPOUV OTNV EEATOULKEV DN KOL TNV TTpocapuoyr Tng Beparneiac.

* H pelwon tng Stapkelag Bepareiag eivat SikaloAoynpevn o
OUYKEKPLULEVOUC uTtotAnBuopouc acBevwvy.

* H RBV unopel va cuvelopepel otnv BeAtiotonoinon twv nocootwv SVR oe
duokoAouc aobBevelc.

* ZTnv eruhoyn evog Beparneutikou oxnuatog Ba npemnet vo AapBavoupe
urtoyn poC To KOoTOC.
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