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Usyyarowmecs pexxumbl nedveHusd renaturta C, Il cbasai

Pexkumbl ¢ 1 MNA, Pexumebl ¢ 2 NI Pexumbl 6e3
+ PeglFN alfa/RBV + PeglFN alfa/RBV NHTEepJdepoHa

= Faldaprevir* (Bl 201335, PI) = Daclatasvir + asunaprevir* = Sofosbuvir + RBV
= Daclatasvir® (BMS-790052, = Sofosbuvir + GS-5885
NS5A) ' i (®KO) + RBV
- OBble MHTePdEPOHbI

= Sofosbuvir* (GS-7977, NI) = Daclatasvir + asunaprevir
= Simeprevir® (TMC435, Pl) . pggIFN lambda-1a + RBV = ABT-450/RTV + ABT-267
= Alisporivir* (CYP) On Hold . pegIEN lambda-1a + tABT-333 + RBV
= MK 5172 daclatasvir + RBV** = Faldaprevir

> +Bl207127+RBV

AnbTrepHaTuBHOE

[1031DOBaHKE

= TVR BID* (approved PlI)

*Studied with peglFN-a2a. TStudied with both peglFN-a2a and peglFN-a2b.** Phase 2a

ClinicalTrials.gov.
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Codocoysup (SOF, GS-7977)

HCV-cneundounyHbIn HYKIEOTUOAHLIN

NHIMBUTOP Nonumepasbl («NpepbiBaTerb
Lenmn»)

[1eMOHCTPUPYET MOLLHYI aHTUBUPYCHYO  H3C
aKTUBHOCTb NpoTMB BCcex reHoTunos HCV
[T1-6 H3C
Bbicoknn 6bapbep K pe3ncCTEHTHOCTU

Tabnetka 400 Mr, ogHOKpaTHOE NPUMEHEHME

brnaronpuaTHble dpapmMakoKMHeTn4eckue
XapaKTePUCTUKMN:
- HeT 3aBUCMMOCTU OT npmnemMa rnuin
- Hert CKOJ'IbKO-HI/I6y,£I,b 3HA4YNTEJIbHbIX
J1eKapCTBEHHbIX B3anMo4eNCTBn

B KnnHmn4ecknx nccrnenoBaHmnax
OEMOHCTPUpPYET Be30MacHOCTb M XOPOLLYHO
nepeHoctTMmMocTb (> 2000 nayneHToB)

— He 6b1n0 cepbe3Hbix HA B AOKITMHUYECKUX U
KNMUHUYECKNX nccnegoBaHnNax
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CodocbyBup: nccnegosaHumsa 3 pasbl

KnuyectBO % nauneHTOB C
UccnepoBaHue NMpodunb navuyeHToB
nayueHToB LUPPO3OM
NEUTRINO GT 1,4,5,6 HauBHbIe 327 54 (17%)
FISSION GT 2 & 3 HauBbIe 499 100 (20%)
FUSION GT 2 & 3 neyeHble 201 68 (34%)
GT2&3
C HenepeHOCUMOCTL IO,
POSITRON npoTuBonokasaHuamu k UOH 278 44 (15%)
WU oTKa3blBaloLmecs
neyutbca AOH
Bcero 1,302 266 (20%)

Lawitz et al, Jacobson et al, Nelson et al, Gane et al. EASL 2013. Amsterdam, The Netherlands.
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CodhocoyBup: aAn3anH nccrnegosaHuun 3 pasbl

Week 0 12 16 24 36
NEUTRINO «HauBHbIe» naumeHTbl
GT 1/4/5/6 SOF + PEG-IFN+RBV, n=327 c15'20
—FISSION «HauBHbIe» NauUueHTbI
SOF+ RBY, n=256 CBO12

CBO

PEG-IFN+RBYV, n=243

-
N

FUSION C onbIiTOM neyeHus

SOF + RBV, n=98 CBO12

POSITRON HeBo3mMmoOXxHocTb nevyeHua PEG-IFN

SOF + RBV, n=207 CBO12

PBO, n=71

Lawitz et al, Jacobson et al, Nelson et al, Gane et al. EASL 2013. Amsterdam, The Netherlands.
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FISSION & NEUTRINO

OcHoOBHbIe pe3ynbTaTthbl uccriegosaHnn 3 dgasbl

¢ 2 cTtatbu onybnukoBaHbl OHNanMH K MOMeHTY npoBeaeHust EASL B 2013

FUSION & POSITRON

“ ORIGINAL ARTICLE |

Sofosbuvir for Previously Untreated Chronic
Hepatitis C Infection

Lawitz, M.D., Alessandra Mangia, M.D., David Wyles, M.D.
s, M.D., Tarek Hass:
hell N. Davis,
M. Ja

ABSTRACT

BACKGROUND
In phase 2 trials, the nucleotide polymerase inhibitor sofosbuvir was effective in

previously untreated patients with chronic hepatitis C virus (HCV) genotype 1, 2, or koes roprnd coquen
s 2 a1 the Tesas Lier Instiute
3 infection. University of Texas Health Scienxce Cen

: on St San Antons, TX

METHODS
We conducted two phase 3 studies in previously untreated patients with HCV infec-
tion. In a single-group, open-label study, we administered a 12-week regimen of
sofosbuvir plus peginterferon alfa-2a and ribavirin in 327 patients with HCV geno-
type 1, 4, 5, or 6 (of whom 98% had genotype 1 or 4). In a noninferiority Drs. Lawz and Gan
patients with HCV genotype 2 or 3 infection were randomly assigned to receive o this artcle.
sofosbuvir plus ribavirin for 12 weeks or peginterferon alfa-2a plus ribavirin for
24 weeks. In the two studies, the primary end point was a sustained virologic re-
sponse at 12 weeks after the end of therapy.

2t NEM oo,
RESULTS This article was published on April 23,
In the single-group study, a sustained virologic response was reported in 90% of 2013 atNEM.org

patients (95% confidence interval, 87 to 93). In the noninferiority trial, a sustained N gng) e
response was reported in 67% of patients in both the sofosbuvieribavirin group and 00+ 101
the peginterferon-ribavirin group. Response rates in the sofosbuvir-tibavirin group <™ ©
were lower among patients with genotype 3 infection than among those with geno-

type 2 infection (56% vs. 97%). Adverse events (including fatigue, headache, nausea,

and neutropenia) were less common with sofosbuvir than with peginterferon.

2003368 eax.
INEMeal214853
L3 Unsochaness Mo Sty

concLusions
e-group study of sofosbuvir combined with peginterferon—ribavirin, pa-
tients with predominantly genotype 1 or 4 HCV infection had a rate of sustained
virologic response of 90% at 12 weeks. In a noninferiority teia), patients with geno-
type 2 ot 3 infection who received either sofosbuvir or peginterferon with ribavirin
had nearly identical rates of response (67%). Adverse events were less freguent with
sofosbuvir than with peginterferon. (Funded by Gilead Sciences; ClinicalTrials.gov
numbers, NCT01497366 and NCT01641640.)
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|‘ ORIGINAL ARTICLE ||

Sofosbuvir for Hepatitis C Genotype 2 or 3
in Patients without Treatment Options

Ira M. Jacobson, M.D,, Stuart C. Gordon, M.D., Kris V. Kowdley, M.D.,

Eric M. Yoshida, M.D., Maribel Rodriguez-Torres, M.D., Mark S. Sulkowski, M.D.,
Mitchell L. Shiffman, M.D., Eric Lawitz, M.D., Gregory Everson, M.D.,
Michael Bennett, M.D., Eugene Schiff, M.D., M. Tarek AlAssi, M.D.,

G. Mani Subramanian, M.D., Ph.D., Di An, Ph.D., Ming Lin, Ph.D.,
John McNally, Ph.D., Diana Brainard, M.D., William T. Symonds, Pharm.D.,
John G. McHutchison, M.D., Keyur Patel, M.D., Jordan Feld, M.D., M.P.H.,

Stephen Pianko, M.D., Ph.D., and David R. Nelson, M.D,

ABSTRACT

BACKGROUND
Patients chronically infected with hepatitis C virus (HCV) genotype 2 or 3 for whom
treatment with peginterferon is not an option, or who have not had a response to
prior interferon treatment, current'y have no approved treatment options. In phase 2
tria's, regimens including the oral nucleotide polymerase inhibitor sofosbuvir have
shown efficacy in patients with HCV genotype 2 or 3 infection.

METHODS

We conducted two randomized, phase 3 studies involving patients with chronic
HCV genotype 2 or 3 infection. In one trial, patients for whom treatment with peg-
interferon was notan option received ora! sofosbuvir and ribavirin (207 patients) or
matching placebo (71) for 12 weeks. In a second tria!, patients who had not had a
response to prior interferon therapy received sofosbuvir and ribavirin for 12 weeks
(103 patients) or 16 weeks (9€). The primary end point was a sustained virologic
response at 12 weeks after therapy.

RESULTS

Among patients for whom treatmentwith peginterferon was notan option, the rate
of a sustained virologic response was 78% (95% confidence interval [CI], 72 to 83)
with sofosbuvir and ribavirin, as compared with 0% with placebo (P<0.001). Among
previously treated patients, the rate of response was 50% with 12 weeks of treat-
ment, as compared 73% with 16 weeks of treatment (difference, —23 percent-
age points; 95% CI, =35 to —11; P<0.001). In both studies, response rates were
lower among patients with genotype 3 infection than among those with genotype
2infection and, among patients with genotype 3 infection, lower among those with
cirrhosis than among those without cirrhosis. The most common adverse events
were headache, fatigue, nausea, and insomnia; the overal! rate of discontinuation
of sofosbuvir was low (1 to 2%).

coNcLUSIONS

In patients with HCV genotype 2 or 3 infection for whom treatment with peginter-
feron and ribavirin was not an option, 12 or 16 weeks of treatment with sofosbuvir and
ribavirin was effective. Efficacy was increased among patients with HCV genotype 2
infection and those Without cirthosis. In previously treated patients with genotype 3
infection, 16 weeks of therapy was significantly more effective than 12 weeks. (Fund-
ed by Gilead Sciences; ClinicalTrials.gov numbers, NCT01542788 and NCT01604850.)
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'pynna naumeHToB GT 1, 4, 5, 6, paHee He nony4yaBLINX 1
neyeHus: SOF+PEG-IFN+RBV x 12 Hepenb
Oun3anH nccneagosaHuss NEUTRINO

OTKpbITOE UccnegoBaHue 3 asbl ANl OUEeHKM Be30NacHOCTU K
9P EeKTUBHOCTH
SOF+PEG-IFN+RBV

/
HCV GT 1,4,5,6 SVR12
He nonyyaBwmne | —— —»
ne4vyeHums
\_ N=327 J
Hedenu O 12 24
uccriedogaHus Bes KOHTpPOIA OTBeTa B npoLuecce

Jle4YeHus
¢ [lepBU4Has KOHeYHasi TouKa:

— CpaBHeHune adppekTmBHOCTU (ocTmxkeHne CBO) ¢ «nctopuyeckony» rpynrnom
KOHTpons ( 60%)

¢ PacluMpeHHble KpUTEPUN BKINHOYEHMS:

- 20% nayneHToB C UMppPO30M, 6e3 orpaHndeHumn no sospacty n UMT, Bbina Bo3MOXHa
3amMecTuTernbHas Tepanus onnMonaHon saBUCMMocTu, TpoMooLnTbl = 90,000/mms,
HenTpodunbl = 1500/mm3 nnn 1000/mm3 (Blacks)

HCV RNA analyzed by COBAS® TagMan® HCV Test v2.0 HPS, with LLOQ of 25 IU/mL
Lawitz E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #1411
Lawitz E, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print]



[pynna nauneHTtoB GT 1,4, 5, 6, paHee He nony4yaBLUnX 1
nevyeHns:SOF+PEG-IFN+RBV x 12 Hegenb
NEUTRINO: nepBuYHbIE TOYKN N BUPYCONOTMYECKNNA OTBET

4 N
90
Q 99 99
S 100 - 91
o
9
- 80 -
A"
T
o 60 -
>
2
o 40 -
3
'£
o 20 -
g 299/327 321/325 326/327 0
C 0 -
Hepensa 12
Hepens 2 Hepens 4 OKOHYaHue nevyeHus
JleyeHue NMocne neyeHus

¢ [loCTWUrHyThl Lenn, NOCTaBreHHbIE AN NEPBUYHON TOYKM — NOKa3aHO NPENMYLLECTBO B
3(PPEKTUBHOCTM HA «KMCTOPUYECKMON» rpynnon KoHTposs 60% (P<0.001)

¢ O6ocCTpeHne HacTynuno y BCEX NaUMEHTOB C BUPYCONOrM4ecKon Heygaden
¢ He Habntoganock cnyydaes myTaumm S282T a nonynsiuMOHHOM MccnegoBaHUM U riyoboKoMm
cekBeHupoBaHun (nopor onpeaeneHna 1%)

Lawitz E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #1411 Error bars represent 95% confidence intervals 4o
Lawitz E, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print]



[pynna naymeHToB GT 1, 4, 5, 6, paHee He nony4yasLLNX nequvlﬂ:SOFt
+PEG-IFN+RBV x 12 Hepenb

NEUTRINO: pocTtnxeHme CBO B rpynnax ¢ pa3HbiMu

reHoTtunamm HC\j, 100
90 89

100

Q0
o
|

AN
o
|

N
o
|

295/327 261/292
Bce GT1 GT 4 GT 5,6

MaumneHTbl ¢ HCV PHK <LLOQ (%)
(0)]
(@]

Lawitz E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #1411

t 95% confidence interval
Lawitz E, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print] Error bars represent 95% confidence intervals 44



[pynna nauneHTtoB GT 1, 4, 5, 6, paHee He nony4aBLUNX nequvl;l:SOFi
+PEG-IFN+RBV x 12 Hepenb

NEUTRINO: 3aBucumocTb HyactoTbl goctuxeHusa CBO ot

Ha1InunNsAa / OTcyTCTBMFI LMppo3a
No cirrhosis m Cirrhosis

99 gg 100 100 *
91 3 . .

|

-

(o)) (0] o

o o o
! | |

MauuneHTbl ¢ HCV PHK <LLOQ (%)
D
o

20 ~
0 - Hen Hene Hepe Hepe
INeyeHwne MNocne neyeHusn
Error bars represent 95% confidence intervals *SVR12 GT1 = 81%

Lawitz E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #1411 12



[pynna nauneHtoB c [T 1, 4, 5, 6, paHee He nony4yaBLNX NeYeHUs: SOf
+PEG-IFN+RBV x 12 Hepenb

NEUTRINO: unchopmauma o 6esonacHocTu

Bcero noboyHbIx adpdpekTos, n (%) 310 (95)
O6wuin MoGouHbIX adhdekToB 3—4 crenenu, n (%) 48 (15)
npodunb
6e30MnacHOCTH CepbesHbix NoOoYHBIX 3heKTOB, N (%) 4 (1)
Tpebytowmnx oTmeHbl Tepanuu, n (%) 5(<2)
INNabop. oTknoHeHus 3-4 ctenexun, n (%) 159 (49)
emorno6buH < 10 g/dL, n (%) 74 (23)
FemaTtonoruyeck | N'emornobuH < 8.5 g/dL, n (%) 8 (2)
ne OTKIIOHeHUs .
AOBCOMIOTH. KOnM4yecTBo HenTpodumnos < 750/mMm3, 66 (20)
n (%)
CHmxeHue Tpombountor < 50,000/mm3, n (%) 1(<1)

¢ SOF xopowo nepeHocurnca 6e3 Kaknx-nmmoo AononHUTENbHbIX 3 eKTOB K
y>Xe n3aBecTHomy npocpunto nodo4HbIX adpdekToB pexuma PEG-IFN+RBV

¢ N3 HanbGonee YacTbix HA Obinu yTomnaemocTb (59%), ronoBHas 6onb (36%),
TowHoTa (34%), HapyweHue cHa (25%)

¢ Bcero 5/327 (1.5%) naumneHTOB npekpaTunu nevyeHne scneacreve HA

Lawitz E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #1411. 13



[ 1,4,5,6, nauneHTbl paHee He nony4yasLUne ¥
nedyeHunsa: SOF+PEG-IFN+RBV x 12 Hegenb
BbiBoAabl uccnegosaHna NEUTRINO

¢ JleueHve pexumom SOF+PEG-IFN+RBV B TeueHune 12 Heaenb NpuBeso K
yactote CBO12 Y 90%naumeHToB

— CraTtuctuyecku goctoBepHo bonee Bbicokast Yactota CBO no
cpaBHeHuto ¢ yacToTton 60% CBO nctopryeckomn rpynmnon KOHTPOS

— 80% CBO y naumeHTOB C LMPPO30M

¢ Yacrora CBO y nauueHToB ¢ nHgekumen BI'C reHoTtunos 4, 51 6 coctasuna
97%
¢ 0O06ocTpeHue 3abonesaHns OTMEYEHO Y BCEX NALMEHTOB C
BUPYCONOrM4YecKkon Heyaaden

¢ Hwuy ogHoro nauueHTa ¢ 060CTPEHNEM He 0BHAPYXEHO YCTONYNBOCTM
(rnybokoe cekBeHnpoBaHue, npeaen 1%)

¢ SOF xopoluo nepeHocuncst 6e3 nosiBNeHNs Kakux-nnbo gononHuTensHelx HA
K oxuaaemomy npodousto 6ezonacHoctn pexuma PEG-IFN+RBV
Lawitz E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #1411 & 14



HausHble naumentsl GT 2 1 GT 3;: SOF+RBV npotus PEG-IFN+RBVE
[un3anH nccneposanus FISSION

Pexxum SOF+RBV B TeueHne 12 Hegenb npotue 24 Hepenb PEG-IFN
+RBV. 3 ha3a, 00TKpbITOE, MexXayHapoaHoe, UccredoBaHe OLeHKN He
MeHbLLEeW 3dEKTUBHOCTU (non-inferiority)

. RPN s OF - RBV*, n=256 cBO12
BFCIT2m 3 5 *Ilosa RBV 1000—1200 i
PaHee He neYyeHHble |— 2 —
=
N=499 S CBO12
- J s >
Ctpatudukauma no
reHotuny, PHK BI' C u Hedenu 0 12 24 36

Hanuumio uuppoza  Uccredoeanuss  Bes KOHTpoONs OTBeTa B Npolecce
¢ [lepBuyHast koHeyHas Touka: CBO12 neyeHnn

— [peponpeneneHHas rpaHnLa He MeHbLuen apdekTnBHOCTH - 15%

¢ PaclumpeHHble KpUTepui BKIOYEHNS

— OrtcyTcTtBUE BepxHero npeaena ans sospacta u IMT, paspelueHa 3aMecTUTeNbHas Tepanusi onuatamu,
TpoMbouuThl = 75,000/MMm3 (Umppo3)

PHK BI' C aHanusupoanacs ¢ nomoulsto COBAS® TagMan® HCV Test v2.0 HPS, ¢ HuxHMM noporom onpeaenexus 25 ME/mn
Gane E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #5
Lawitz E, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print] 15



HaunsHble nauneHtsl GT 2 n GT 3: SOF+RBV npotne PEG-IFN+RBV ¥
[lemorpaduueckue xapakrepuctuku B uccnegosaruu FISSION

SOF+RBV
n=256

CpeaHuin Bo3pacT, roabl (pasbpoc) 48 (20-72) 48 (19-77)
My>k4mHbl, N (%) 171 (67) 156 (64)
Benble, n (%) 223 (87) 212 (87)
CpenHun IMT, kr/m? (pa3bpoc) 28 (17-51) 28 (19-52)
IL28B CC, n (%) 108 (43) 106 (44)
T3, n (%) 183 (72) 176 (72)
ggf&g;ﬁ’;‘;ﬂggﬁ;ﬁv RNA, 6.0(3.2-8.3) | 6.0(3.2-7.6)
Linppos, n (%) 50 (20) 50 (21)

Gane E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #5
Lawitz E, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print] 16



HausHble nauneHTbl GT 2 n GT 3: SOF+RBV npotns PEG-IFN+RBV T
FISSION lNepBryHaa KoHe4yHas ToYKa U BUPYCONOrMYeCKUm

B SOF+RBV 12 weeks w PEG+RBV 24 weeks

e 99 99
5 100 1 92 % 92 i [ w
o
é 80 67 67
<
4
¥ 60
>
&)
T 40
=
E
o 20
c
:% 0 231/251 | 76/241 " ‘ NA 0 170/253 162243
o Week 2 Week 4 Week 12 Week 24 Week 12
On treatment
¢ B vccrienosanum Gbina JOCTUMHYTA NepBryHast koHeyHas Touka (P<0.001)  Post-treatment

4 0O6oCTpeHne OTMEYEHO MOYTM Y BCEX NALMEHTOB C BUPYCOMOTMYECKON Heyaayeil
4 Bbin 0AWH cnyyai BUPYCONOMAYECKOro NpopbIBa Yy NaLueHTa ¢ NoJo3peHneM Ha HapyLueHue
PeX1Ma NeyeHuns ¢ NOATBEPXKAEHHbIM OTCYTCTBUEM Mpenapata B nna3me KpoBK

¢ MyTtauns S282THe obHayxmBanach npy nonynauuoHHOM unu rinybokom cekseHmpoBaru (npeaen 1%)

Gane E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #5

N
Lawitz E, et al. N' Engl J Med. 2013 Apr 23 [Epub ahead of print] Error bars represent 95% confidence intervals 17



HaunsHble nauneHtsl GT 2 n GT 3: SOF+RBV npotne PEG-IFN+RBV ¥
FISSION CBO12 onsi reHoTtuna 2

B SOF+RBV 12 Hepenb
“ PEG+RBV 24 Hep,en|9:,1

98
100 1 82

80
)
=

N 60 I
o

@ 49 -
(&)

20

O _

Be3 unpposa Lnppos
Gane E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #5 Error bars represent 95% confidence intervals

Lawitz E, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print] 18



HaunsHble nauneHtsl GT 2 n GT 3: SOF+RBV npotne PEG-IFN+RBV ¥
FISSION CBO12 ons reHoTtuna 3

B SOF+RBV 12 Hepenb
“ PEG+RBV 24 Hepenb

100 -

CBO12 (%)

89/145 99/139

Be3 unpposa Lnppos

Gane E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #5 Error bars represent 95% confidence intervals
Lawitz E, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print] 19



HaunsHble nauneHtsl GT 2 n GT 3: SOF+RBV npotne PEG-IFN+RBV ¥

FISSION BbIBOALI N0 Ge3onacHoOCTH

HA, n (%) 220 (86) 233 (96)
Be3onacHocTb | HA Ctenenb = 3, n (%) 18 (7) 45 (19)
B Li€JSIoM CepbesHble HA, n (%) 7 (3) 3(1)

OTtmeHa nedenus ns-3a HA, n (%) 3 (1) 26 (11)

Hb < 10.0 r/an, n (%) 23 (9) 35 (15)
Fematonoruue | Hb < 8.5 r/aJl, n (%) 1(<1) 4 (2)
g::ﬁoueuuﬂ A6E)OJ'IPOTHO€ KONM4eCcTBO 0 36 (15)

HenTpodunos < 750/mm3, n (%)

TpombouuTbl < 50,000/mMMm3, n (%) 0 18 (7)

aRBV po3a 1000-1200 mr/aenb ansa SOF+RBV
PRBV po3a 800 mr/aeHb ansa PEG-IFN+RBV

¢ [lokasatens HRQoL B nepvog neveHms obin nydwe B rpynne SOF+RBV

npotus rpynnel PEG-IFN+RBV

Younossi ZM, et al. EASL 2013. Amsterdam, The Netherlands. #1431
Gane E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #5
Lawitz E, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print]




HausHble naumenTsl GT 2 n GT 3: SOF+RBV npotus PEG-IFN+RBV I
FISSION BbiBoAabI

¢ SOF+RBV npeacraensieT npocTomn, XOPOLLO NEPEHOCALLMACA DE3MHBEKLMOHHBIN
PEXMUM O paHee He nosyvaBLUMX JleveHns naumeHToB ¢ uHgekumen BI CT'T 2
nnm 3

¢ B uenom, SOF+RBV x12 Hegenb bbin He MeHee adhdekTnBeH No cpaBHeHuto ¢ PEG-
IFN+RBV x24 Hepenu

¢ Y nauuentoB ¢ ['T 2 npuem SOF+RBV npusen k 6onee Bbicokon Yactote CBO12 (97%)
B cpaBHeHun ¢ PEG-IFN+RBV (78%)

¢ [lpu Bupyconoruyeckon Heyaade pexuma SOF+RBV ycTonumBocTi He 0BHapyxeHO

¢ (0O6ocTpeHne 0TMEYEHO BO BCEX KpoMe 1cnyyast BUPYCONOrnieckoin Heyaaum B
rpynne SOF+RBV (BMpyconornyeckuii NpopbIB BCReACTBME HAPYLLEHMS pexuma
npuema npenaparos)

¢ Pexum SOF+RBV xopoLuo nepeHocuncs
—  MeHbLue HA B cpaBHeHun ¢ PEG-IFN+RBV
— [lpocbunb 6e3onacHocTu conocTtasum ¢ RBYV

¢ |lccnenoBaHus, oLeHMBaKOLLME cTpaTernn Ans danbHENLWero noBbILLEHUS YacToTh|
CBO npu I'T 3, npogonxatoTcs

Gane E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #5
Lawitz E, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print] & 21



MauuenTbl ¢ T2 1 3 1 onbiToM nevenusa: SOF+RBY 12 npotus 16 Hegerb
Owun3sanH nccnegosanust FUSION

dPasza 3 SOF+RBV B Teyenune 12 npotvs 16 Heaenb
B paHaoMU3npoBaHHOM, ABOMHOM CIenoM, nnauebo KOHTPOnMpyemom
uccnegoBaHum

CBO12
C Xrert2us ) S mmd  SOF + RBV, n=103 >
C onbiToM nevenns | & _
N=201 A
L y Z CBO12
o ' >
CtpatudmumpoBaHbl
10 FeHOTHMY U LMPPO3Y SOF po3a 400 mr 1 p/g; RBV posa 1000-1200 mr/g
Hedens 0 12 16 24 28
uccred- B3 koHTPONSA OTBETa B
¢ [lepBuyHasi koHeyHas Touka: CBO12 npouecce nevyeHus

— [NpeaBapuTtensHO CNNaHMPOBaHHOE CPABHEHME Kaxaow rpynnbl ¢ uctopuyeckoin yactoton CBO 25%
¢ PaclumpeHHble KpUTepUm BKIKYEHNS
— Bo3moxHocTb BKNtoYeHHUS 30% NaumMeHTOB C LPPO30M, OTCYTCTBME BEPXHErO NMUMKUTA NO BO3PACTy U
UMT
TpombouuThl = 50,000/MM3, HET MUHUMYMa MO HENTPOUNaMm
HCV RNA analyzed by COBAS® TagMan® HCV Test v2.0 HPS, with LLOQ of 25 IU/mL

Nelson DR, et al. EASL 2013. Amsterdam, The Netherlands. Oral #6
Jacobson IM, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print] 22



[MauneHTbl ¢ T2 1 3 n onbiToM neveHns: SOF+RBV 12 npotue 16

Hedenb

[emorpadmyeckue xapakrepuctuku FUSION

¥

SOF+RBV
12 Hepenb
n=103

CpenHun Bo3pacT, rogbl (pasbpoc) 94 (30-69) 94 (24-70)
MY>X4nHbI, N (%) 73 (71) 67 (68)
Benble, n (%) 88 (85) 86 (88)
Cpeanun UMT, kr/m? (pa3bpoc) 28 (19-43) 29 (20—44)
IL28B CC, n (%) 31 (30) 30 (31)
T3, n (%) 64 (62) 63 (64)
CpegHsasa ucxogHasa HCV RNA, log,,ME/mn 6.5 (4.7-7.6) 6.5 (5.1-7.6)
Linppos, n (%) 36 (35) 32 (33)
[Mpeobloyuiee obocTtpenmne, n (%) 78 (76) 73 (75)

Nelson DR, et al. EASL 2013. Amsterdam, The Netherlands. Oral #6
Jacobson IM, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print]
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[MauneHTbl ¢ T2 1 3 n onbiToMm neveHns: SOF+RBV 12 npotue 16 1
HeOernb

FUSION llepBuUYHan KOHeYHasa TOYKa U BUPYCON. OTBET

m SOF+RBV 12 weeks ® SOF+RBV 16 weeks
97 98 100 100 , N

3
S 100 - 87
O
B
%? 80
TR
EO 60 -
8 [
I m
¥ 40
g o
qs, 20 n
= 81/100 | 83/95 97/100| 93/95
= 0 -
Week 2 Week 4 End of treatment Week 12
On treatment LPost-treatment)

¢ B vccnenoBaHumn JOCTUMHYTA NEPBUYHAs KOHEYHast TOYKa NPEeBOCXOACTBA B NpeaBapuTeSbHO
ycTaHosneHHoM FDA mMeToae cpaBHeHUs Kaaon rpynnbl ¢ uctopudeckon yactotoir CBO koHTpons 25%
(P<0.001 gna obewnx rpynn)

¢ O60CTpeHMe OTMEYEHO BO BCEX Cryyasix BUPYCOMOrNYeckoi Heyaaum

¢ Mytauma S282T He obHapyxuBanacs npu NONyNALMOHHOM UK riybokom cekseHnposaHim (1% npeaen)

Nelson DR, et al. EASL 2013. Amsterdam, The Netherlands. Oral #6 o , )
Jacobson IM, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print] Error bars represent 95% confidence intervals 24



[MauneHTbl ¢ T2 1 3 n onbiToMm neveHns: SOF+RBV 12 npotue 16 1
HeOernb

FUSION CBO12 gna I'T 2

B SOF+RBV 12 Hepenb [ SOF+RBV 16 Hepgenb

96 100

100 - 78

80 -

60 -

CBO12 (%)

20 -

25/26 23/23 7/9

Bbe3 uupposa uMppos3

Nelson DR, et al. EASL 2013. Amsterdam, The Netherlands. Oral #6 Error bars represent 95% confidence intervals
Jacobson IM, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print] 25



[MauneHTbl ¢ T2 1 3 n onbiToMm neveHns: SOF+RBV 12 npotue 16 1
HeOernb

FUSION CBO12 gna I'T 3

B SOF+RBV 12 Hepenb [ SOF+RBV 16 Hepenb

100 -~

=

N

-

14

>

(7))
14/38 25/40 5/26 14/23
Bbe3 unpposa uuppos

Nelson DR, et al. EASL 2013. Amsterdam, The Netherlands. Oral #6 Error bars represent 95% confidence intervals26
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[MauneHTbl ¢ T2 1 3 n onbiToMm neveHns: SOF+RBV 12 npotue 16 1
HeOernb

FUSION BbiBoab|

¢ SOF+RBV npeacraensiet cobon npocTomn, XOpoLUO NePeHOCSLLMACS
pexum ans nauneHTos ¢ uHdekumen BI CTT 2 unm 3 u onbitom
NeYeHuns

— [MaumeHTsl ¢ I'T 2 npoaemoHcTpupoBanu bonee Bbicokyto Yactoty CBO12 Ha
¢oHe 12 unu 16 Hegenb nedeHns (86% n 94%, COOTBETCTBEHHO)

— YBenuyeHue NpoaosKNTENBHOCTM NeveHns 4o 16 Heaesnb CyLLeCTBEHHO
nosbiwaet Yactoty CBO y nauueHtoB ¢ ['T 3, B YaCTHOCTM Y NALMEHTOB C
LIPPO30M

¢ OO0OCTpEHNE OTMEYEHO Y BCEX NALIMEHTOB C Heydayen
— OTCTYTCTBUE PESUCTEHTHOCTM NPK Heyaaye (rnybokoe cekBeHMpoBaHue, 1%
npegen)
¢ Pexum SOF+RBV 12 unn 16 Hegenb XxopoLwo nepeHocuncs
— Hwn ogHou oTMeHbI n3-3a HA

— [lpodomnb 6ezonacHocTn conoctasum ¢ RBYV

Nelson DR, et al. EASL 2013. Amsterdam, The Netherlands. Oral #6

Jacobson IM, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print] 27
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[Tonynauna ¢ HeBO3MOXHOCTbIO HasHayveHua UOH, T2 n 3: SOF t
+RBV x 12 Hepenb

usauH-uccnenoBanus POSITRON
SOF+RBV 12 Henenb npoTus nnawebo nogobpaHHbie B MeXayHapoOHOM,
[BOWHOM-CI1eNOM paHaOMU3UPOBaAHHOM MccneaoBaHumn 3 dhasbl

4 Xrc,rt2un3 ) 3 SOF + RBY. n=207 CBO12
HasHauenne UOH | § » 05 >
HEBO3MOXHO, |- 2
=
-HenepeHOCUMOCTb ;&; CBO12
. S
K NI OTKa3 S
N=278
SOF pno3a 400 mr 1 p/a; RBV gosa 1000—1200 mr/a
Ctpatudukaums no Hedens
Hanuuuio uMpposa  UccriedoeaHus ( 12 24

¢ [lepBuyHast koHe4Hast Touka: CBO12 Be3 koHTponA oTBeTa Ha Tepanuu
— [lepsuyHas runotesa 6bina npenmyliectso SOF+RBV no cpaBHeHMto ¢ nnauebo

¢ PaclmpeHHble KpUTepU BKITIOYEHMS

— PaspelueHo BkoveHne 20% naumneHToB ¢ LMppo30oM, OTCYTCTBME BEPXHErO NTMMUTA MO BO3PACTY U
MT,

HeT HWXHero numuTa 4ns TpomooLnTOB U HEMTPOGUIOB
HCV RNA analyzed by COBAS® TagMan® HCV Test v2.0 HPS, with LLOQ of 25 IU/mL
Jacobson |, et al. EASL 2013. Amsterdam, The Netherlands. Oral #61
Jacobson IM, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print] 28



x 12 Hepgenb
Oemorpachnyeckue xapakrepuctuku B POSITRON

[Monynsauua ¢ HEBO3MOXXHOCTbO HasHavyeHnss MOH, I'T2 n 3: SOF+RB

SOF+RBV
n=207

CpenHun Bo3pacT, rogbl (pasbpoc) 952 (21-795) 92 (28-67)
MY>XX4YUHBbI, N (%) 117 (57) 34 (48)
Genble, n (%) 188 (91) 66 (93)
Cpeanunn UMT, kr/m? (pa3bpoc) 28 (18-53) 28 (20—43)
IL28B CC, n (%) 97 (47) 29 (41)
[T 2,n (%) 109 (53) 34 (48)
CpegHasa ncxogHasa PHK BI'C, log,, ME/Mn 6.3 6.3

’umppos,n(%ﬁ 31 (15) 13 (18)
Otka3s ot NPH, n (%) 102 (49) 30 (42)
[MpoTueonokasaHusa Kk UOH, n (%) 88 (43) 33 (47)
HenepeHocumocTts UPH, n (%) 17 (8)

Jacobson |, et al. EASL 2013. Amsterdam, The Netherlands. Oral #61
Jacobson IM, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print]
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[Tonynaunsa ¢ HEBO3MOXHOCTb HasHadeHua NOH, I'T2 n 3. SOF+RBV¢
x 12 Hepgenb

POSITRON llepBnyHasa koHe4yHass TOYKa U BUPYCOJS1. OTBET

- 99 100 ( A
= 100 91
o 78
9
4 80
Y]
3
o 60
>
&)
T 40
=
E
»n 20
ks 202/204 0
5 0
Week 2 Week 4 Week 12 Week 12 Placebo
On treatment Post-treatment
. . \. —/
¢ l/lccnenosaHme AOCTUIMOo nepBmMYHOM KOHEYHOWU TOYKK NPEBOCXOACTBA Ha nnaue6o
(P<0.001)

¢ O06oCTpeHre 0TMEYEHO Y BCEX NALMEHTOB C Heyaaven
0
¢ MyTauug 92821 He QQUARIKEHA, IR JQNYBAHKHHOM W ryOOKOM cekBetipoBatit (15

JAPEsE m\)l et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print] 30



[Tonynaunsa ¢ HEBO3MOXHOCTb HasHadeHua NOH, I'T2 n 3. SOF+RBV¢
x 12 Hepgenb

POSITRON, CBO B 3aBUCMMOCTU OT reHoTUna

93
78

80 - 61
=
P 60 _|
N
-
S 4«
(&)

0 0 0
0 _

SOF + RBV  Placebo SOF + RBV Placebo SOF + RBV Placebo
Bce I'T 2 '3

Jacobson |, et al. EASL 2013. Amsterdam, The Netherlands. Oral #61 Error bars represent 95% confidence intervals
Jacobson IM, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print] 31
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[Monynsauua ¢ HEBO3MOXXHOCTbO HasHavyeHnss MOH, I'T2 n 3: SOF+RB
x 12 Hepgenb

POSITRON BniBoabI no 6e3onacHocTu

SOF+RBYV
n=207

HA, n (%) 185 (89) 55 (78)
B LieJIOM CepbesHble HA, n (%) 11 (5) 2 (3)

OTtmeHa Bcneacteue HA, n (%) 4 (2) 3 (4)

J('(I)/aogiopaTopHue OTKNOHeHNs 3—4 cTeneHun, n 31 (15) 17 (24)
Fematonornye | HB < 10 r/afl, n (%) 15 (7) 0
ckne HB < 8.5 r/J1, n (%) 2 (1) 0
HapyLleHus

AbcontoTHoe Kon-Bo HenTpodmnos < 750/ 0 1(1)

mm3, n (%)

TpombounTtbl < 50,000/mm3, n (%) 0 2 (3)

¢ HA, koTopble BcTpevanuckb y > 10% naumeHToB BKMOYNaW YyTOMISEMOCTb,

TOLLUHOTY, rOMOBHYI0 60Mb, BECCOHMLY, CbiMb, aHEMUIO 1 CHUXEHWE anneTuTa

Jacobson |, et al. EASL 2013. Amsterdam, The Netherlands. Oral #61
Jacobson IM, et al. N Engl J Med. 2013 Apr 23 [Epub ahead of print]
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[Tonynaunsa ¢ HEBO3MOXHOCTb HasHadeHua NOH, I'T2 n 3. SOF+RBV¢
x 12 Hegenb

Bbisogbl POSITRON

¢ Ha doHe SOF+RBV B Teuenne 12 Hegenb vyactota CBO12 coctasuna 78% ans
NaLmMeHTOB ¢ OTcyTCTBMEM ApYrux onuun (npotue 0% B rpynne nnauebo)

— 93% y naumeHToB CI'T 2
— 94% y naumeHToB ¢ LUMppo3om npoTtus 92% 6e3 umpposa
— 61% y naumeHToB CI'T 3
¢ OboCTpeHne 0TMEYEHO Y BCEX MNaLMEHTUOB C BUPYCONOrNYeCcKon Heyaaven

— OrtcyTCcTBME YCTONUYMBOCTM BO BCEX Cryvasx 0b0cTpeHus (rnybokoe CEKBEHMPOBAHNE,
1% npepen)

¢ Pexum SOF+RBV 12 Heienb XopoLwo nepeHocuncs
— Marno otmeH u3-3a HA (2%)
— [Npodunb besonacHocTu conoctasum ¢ RBV

¢ Pexum SOF+RBV 12 Hegenb npoaeMoHcTpuposan adeKTUBHOCTb U
be3onacHOCTb y OONbLIKHCTBA NauneHToB € I'T 2 1 3, HE UMEKOLLUX OPYrnX

BapUaHTOB J1e4YeHUA
Jacobson |, et al. EASL 2013. Amsterdam, The Netherlands. Oral #61 ﬁ 33



WccnegoBannsa 3 ghasbl ¥
OtmeHa BcneaceTue HA

SOF+

Uccneposawve  Mnaue6o x1‘:’3§:':2;'nb PI)E(:BZ-IE;:I;IEEV PE&'::‘;iEV
" maT) 1.5%

F(Iiilgc;;\' 1% 1%
20 0%

P 4% 2%

¢ Pexumbl Ha ocHoBe SOFX0pOLLIO nepeHoCcHCh Kak 12, Tak 1 16 Heaenb
— Pegkne oTMeHbl n3-3a HA (0-2%)

— OrtcytctBre gononHutensHblx HA npu gobasnexnnn SOF k pubasupuHy n/unm
PEG-IFN

Lawitz E, etal. N Engl J Med. 2013 Apr 23 [Epub ahead of print] . Jacobson IM, et al. N Engl J Med. 2013 Apr 23
[Epub ahead of print] 34
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CyuwecTtByowume ctpatermmgnal'T 3

¢ SOF+RBV x 24 Hepgernn (VALENCE)
¢ SOF+PEG-IFN+RBV x 12 Hegenb (LONESTAR-2)
¢ SOF+LDVxRBYV x 12 Hegenb (ELECTRON)

¢ SOF+GS-5816xRBV x 12 Hepoenb (Phase 2a)

www.ClinicalTrials.gov and Data on File.

2
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Opyrve nporpaMmmbl

¢ [1o 1 nocne TpaHcnnaHTauuu

¢ [lekomneHcmMpoBaHHbIN LMPPO3

¢ B/Y/BI" C konHpekuunsa

¢ [ nobanbHas paspaboTka (Kntaun, Kopes,
TanBaHb, AnoHusa, Poccua, NHouna)
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Cnacun6o 3a BHumaHume!

3anpockl Ha AONOMHUTENBHYIO MHPopMaunto 0b
nccnenoBaHUAX, CNOCHMPOBAaHHbLIX KoMnaHnen [unean
MOXXHO OTNpaBnATb Ha agpec

Andrey.poliakov@gqilead.com
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