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XapakTepucTUKM pasnnyHbIX KNaccoB NpenapaToB
MPAMOro NPOTUBOBUPYCHOIO AENCTBUS

XapaKTepucTuka NHrmbutopsbl Hykneos3(T)uaHble He-HyKneo3naHble MHrnburopboi
npoTeasbl NHIMBUTOPDI NHIMBUTOPLI NS5A
nosmmepasbl nonmmepasbl
MowHoCTb Bbicokas; YMmepeHHanA-BbICOKaA; BapbupyerT; BbICOKaSA;
Bapbupyet B CtabunbHas npm BapbupyeT B pa3nnyHble
3aBUCMMOCTH OT Pa3HbIX FeEHOTUMAX U 3aBUCMMOCTM OT reHotunbl HCV
reHotuna HCV cybTnunax HCV reHotmna HCV
Bapbep K HU3KNM BbICOKWUM O4yeHb HU3KUM Huskumn
PEe3NCTEHTHOCTH la<1b la=1b la<1b la<1b
MoTeHumMan K 3HAUYUTENbHbIN HU3KU I Bapbupyert Huskwuii -
MEXKNEeKAPCTBEHHbIM YMepeHHbIN
B3aMMOAENCTBUAM
TOKCUYHOCTb Cbinb; MUTOXOHAPUANbHAA; BapbupyeTt Bapbupyert
aHemMuAa; B3aumopencrauma c
1 6unnpybuHa KOMMOHEHTaMM
BAAPT
dapMaKOKMHETHUKA, Bapbupyer; 1 pas/cyt BapbupyerT; 1 pas/cyr
KpPaTHOCTb Npuema ot 1 no 3 pas/cyt ot 1 no 3 pas/cyt
JononHutenbHoO UMM 2-ro nokoneHus: EamnHcTBeHHaA MHoKecTBO MHoXKecTBO
Bbiwe Hbapbep K MULLEHD; MMULLEHEWN MeXaHU3MOB
PE3UCTEHTHOCTH, QHTUBUPYCHOTIO
NaHreHoTUNUYecKne AencTema




Hanbonee pacnpocTtpaHeHHble MmyTaLum,
CBA3aHHble C pe3nCcTeHTHOCTbo K NS5A
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Colonno R, et al. 45th EASL; April 14-18, 2010; Vienna, Austria. Abstract 33.
Gao M, et al. 61st AASLD, October 29-November 2, 2010; Boston, MA, USA. Abstract 1853.



MHrmbunTtopbl NS5A

MHrmbuTop NMpoussogutenb | AKTUBHOCTb da3a
NS5A NpPoTUB BMpyca KANHUYECKUX
reHoTUNoB: nccnepoBaHUM
Daclatasvir BMS la<1b, 1p/cyTr |l
GS-5885 Gilead la<1b, 2-6 1p/cyt |l
ABT-267 Abbvie la<lb, 2-6 1 p/cyt I-lI-I
IDX-719 ldenix la<lb, 2-4 1p/cyt |
MHrmbuTtopbl NS5A BTOpPOro noKoseHus
ACH-3102 Achillon la=1b, 2-6 1p/cyt |l

GS-5816 Gilead la=1b, 2-6 1p/eyt |



[penapaTbl NPAMOro NPOTUBOBUPYCHOTO AENCTBUA,
HaxoAsLLMecsa Ha pa3HbIX CTaaNAX U3YYEHTUA

INTR

MHrmbuTtopbl NS5A

MHrM6UTOpDLI
NS5B

3apel'l/1CTp Telaprevir, Boceprevir
MpoOBaHbI
da3a lll Semiprevir*, Faldaprevir Daclatasvir Sofosbuvir*
Asunaprevir Ledipasvir
ABT-267
®da3a ll GS-9451 Vaniprevir GSK-2336805 Mericitabine
Danoprevir MK-5172 IDX-184
GS-9256 ACH-1625 VX-135
ABT-450
da3a | ACH-2684, MK-6325, GS-5816 IDX-719
MK-2748 PPI-668 MK-8325
ACH-3102 MK-8742

Hykneo3sungH.

He-HyKne3uaHble
MHrMébutopobl NS5B

ABT-333

Tegobuvi GS-9669
r BMS-791325
VX-222 ANA-598
BI-20712
7
ABT-072

GSK-625433
IDX-375



NccnepoBaHne Command 1:
DCV + PR y Hene4yeHHbIX NaunNeHTOoB

|
Follow-up from

Weeks 1-12 Weeks 13-24 Weeks 24 or 48

YES—> 20 mg daclatasvir + peg-alfa/RBV Follow-up

i — I T | Folow-e
+ peg-alfa/RBV (n = 159)

it /B (& 1 lidmmg  Placebo+peg-alfaRBV op
BN  pjacebo+peg-alfalRBV Follow-
+ peg-alfa/RBV (n = 158) Peg 2o
! : FTmRd Placebo+peg-alfaiRBV

1 |

>

=~ O

] 1
Week4RNA Week10RNA 1 1
Week 12 Week 24
Interim Efficacy Interim Efficacy
Analysis and Re- and Safety
randomization Analysis

PDR, protocol-definedresponse:HCVRNA < LLOQ (25 IU/mL) at week 4
and undetectable (< 10 lU/mL) at week 10. Hézode C, et al. AASLD 2011 Abst227



Patients with response, %

NccneposaHne Command 1: YBO B
3aBUCMMOCTU OT reHoTuna

DCV 20 mg I bcv 60 mg Placebo 100

100 + + PegIFN-alfa/RBV + PeglFN-alfa/RBV + Peg|FN-alfa/RBV
87

78

GT 1* GT 1a GT 1b GT 4
GT 1 Subtype**
n/N=  95/147 94/146 26/72 63/106 66/113 21/56 32/41 27/31 5/16 8/12 12/12 3/6

* As randomized; ** Randomized patients with GT 1a or GT 1b subtype

Hezode et al., AASLD 2012




NccneposaHune D-LITE: DCV nnn ASV +
nermHtepdepoH Iambaa-1 n PBB y HeneyeHHbIX
nauneHTtos c reHoTtnnom 1 HCV

1:1:1 randomization: L/R/DCV, L/R/ASV, Alfa/R, with ASV/DCV placebos through Week 24

a ( ] Follow-Up )
S Lambda/RBV Follow-Up? )
P

U Follow-Up )

@ Lambda/RBV Follow-Up? )

Alfa/R (n = 40) Follow-Up? )

| I 1 | 1
Week 4 Week 12 Week 24 Week 48 Week 72
RVR cEVR EOT for PDR" EOT for PDR End of follow-up®

Protocol -defined Response (PDR): HCV RNA < LLOQ (25 IU/mL) at Week 4 and undetectable at Week 12; EOT: end of treatment.
4 Detectable HCV RNA at or after EOT followed up for 48 weeks (through Week 96).

Vierling et al. AASLD 2012



UccnenosaHune D-LITE: DCV nnn ASV +
nermHtepdepoH Iambaa-1 n PBB y HeneyeHHbIX
nauneHTtos c reHoTtnnom 1 HCV

90 91 91

100 -

84

78

Patients (%)

0
n= 37 32 27 29 37 32 27 29 29 27 28 24
PDR RVR cEVR eRVR SVR, SVR,,’
PDR* Only

(L/R/DCV, n=37; L/R/ASV,n=32)
? SVR,, defined as HCV RNA undetectable at end of treatment (EOT) and 12 weeks posttreatment.

Among patients who achieved PDR (n = 69, 87%):

L/R/DCV (n = 37) L/R/ASV (n = 32)

m 27 (73%) patients achieved RVR m 29 (91%) patients achieved RVR

m 28 (76%) patients achieved SVR,, m 24 (75%) patients achieved SVR,,
— 28 (76%) patients achieved the FDA definition of SVR,,* — 26 (81%) patients achieved the FDA definition of SVR,,?

m 9 (24%) patients failed to achieve SVR,, m 8 (25%) patients failed to achieve SVR,,
— 8GT 1a: 4 relapse, 2 detectable at EOT, 2 missing — 7GT 1a: 3 relapse, 3 detectable at EOT, 1 missing Vierli ng et al. AASLD 2012
— 1GT 1b: relapse — 1GT 1b: relapse

bFDA definition of SVR,,: HCV RNA < LLOQ at posttreatment week 12, regardless of EOT response



UccnepoBaHne Command 2: DCV + NEM-N®H un
PBB ana neyeHna paHee neyeHHbIX NAaULNEHTOB

m Phase 2b, double-blind, dose-ranging study of daclatasvir + PeglFN/RBV for
24 weeks in treatment-experienced patients with HCV GT-1 (n=419)

priornon | A (N=133) Daclatasvir 20 mg QD + PeglFN/RBV
response =<
B (n=132) Daclatasvir 60 mg QD + PeglFN/RBV
Prior
parttial 4 D (n=67) Daclatasvir 60 mg QD + PeglFN/RBV
response

E (n=17) Placebo + PeglFN/RBV

Week 4 Week 12 Week 24

*  Study endpoints:
— HCVRNA undetectable (<10 IU/mL) at Weeks 4, 12 and 24 during treatment
— SVR;;
3Second randomisation at Week 24 based on response to treatment

GT, genotype; PeglFN, pegylated interferon; QD, once daily; RBV, ribavirin; SVR4,, sustained virological response at 12 weeks
after end of treatment

Ratziu et al., EASL 2012



UccnepoBaHne Command 2: DCV + NEM-N®H un
PbB onAa neyeHnA paHee neyeHHbIX NAUMEHTOB

*  Patient baseline characteristics:
*  Cirrhosis, 17.4%
* |L28Bnon-CC, 92.6%

100 1

* CcEVR: 90 4
20 cEVR Null Partial
Y
70 (%) 1a [1b [1a [ 1b
. 6o A 57
= 20mg 19 |51 |34 |70
e 50 A
>
S 40 - 30 34
| 0 60mg |28 |46 |41 |77
20 -
10 -
0 20mg  60mg
. Prior null-response Prior partial response
*  Serious AEs: +  Discontinuation due to AEs:
* Daclatasvir 20 mg, 5.9% (12/203) +  Daclatasvir 20 mg, 3.0% (6/203)
* Daclatasvir 60 mg, 5.0% (10/199) +  Daclatasvir 60 mg, 5.0% (10/199)
¢ PegIFN/RBV a|0ne, 176% (3/17) . PegIFN/RBV alone’ 176% (3/17)

3All treatmentarmsreceived PeglFN/RBV

Ratziu et al., EASL 2012



NceneposaHne Command 2/3

Study Week

12-week cohort
Adult (N =50)
treatment-naive
patients with
HCVGT 2 or

GT 3 infection

16-week cohort
(N =50)

Control: 24 weeks
(N=51)

0 12 16 24 as
36-week follow-up
peg::Tf:e/:%; 24-week follow-up
YES 36-week follow-up
NO pe;::: 7:3:, 24-week follow-up
peg-alfa/RE 24-week follow-up

Randomization stratified by HCV genotype; modified intent-to-treat analysis

Protocol defined response (PDR) HCV RNA < LLOQ at week 4 and <LLOQq, at week 10
If patients not achieve PDR they stopped DCV and received 12 w PR

Dore et al., EASL 2013



HCV RNA Response

NccnepoBaHne Command 2/3: pe3synbTaThl

(% of patients)

y 60nbHbIX ¢ reHoTMnom 3 HCV

96
1009289 89

0 77 {82
4 ) 89

80 EE % s1|l |

70 74 v/

ro )
¥/

50 =
30 37 mITT
20 analysis
10
0
Week 4 Week 12 End of SVR,, SVR,,*
Treatment
<LOQy, <LLOQ,
L DCV + peg-alfa/RBV, 12 weeks (N = 26) ‘SV:,, observed values (exclu:ing) patients
. with missing post-treatment data):
| DCV + peg-alfa/RBV, 16 weeks (N = 27) 72% (DCV 12 weeks), 69% (DCV 16 weeks),

[ . Placebo + peg-alfa/RBV, 24 weeks (N=27)  and 70% (placebo 24 weeks).
Dore et al., EASL 2013



[Naknartacsup n AcyHanpeBup y OOrbHbIX C
reHotunom 1 HCV, paHee nonHocTbio He
OTBETUBLLUMX HA NEYEHNE

Al447-011: paHgoMmnanpoBaHHOE OTKpPbITOE nccriegosaHue lla pasbl ¢ JaknatacBupom
(MHrmMbuTopom NS5A ) n acyHanpeBupom (MHrIMGmntTopom npoteasbl NS3)

24 Heo

Daclatasvir 60 mg QD +

Asunaprevir 200 mg QD*
(n =20)
BonbHble 6e3 unpposa
C FeHOTUMOM 1”' HpC?V y Daclatasvir 60 mg QD +
HyneBbIM OTBETOM Ha <> Asunaprevir 200 mg 2B(I)D + PeglFN/RBV
Tepanuio MEM-NdH/ (n = 20)
PEB Daclatasvir 60 mg QD +
(N =101) Asunaprevir 200 mg QD + PeglFN/RBV
(n=21)

*Tonbko naumeHTbl ¢ reHotTunom1b HCV Bkrtovanuck B rpynny ¢
ABOWHOW Tepanuen.

Lok AS, et al. AASLD 2012. Abstract 79.



HCV RNA < LLOQ (%)

Pe3yneTtaThl neveHna [laknatacBupom +
AcyHanpesupom = INEIM-NH® nnn PBB vy
NMOMNHOCTLIO HE OTBETUBLLUX HA JIeYeHmne

XopoLuun pesyrnraTta npu ncnosnb3osaHnm 4

npenapaTtos DCV + ASV + peglFN/RBV

OTBET XyXe Nnpu UCNonb30BaHUN ABYX
npenapartoB DCV + ASV (Bce reHotun 1b)

— OTBeT nyywe npu ucnosnb3osaHnn ASV

200 mg 2 p/g
[J DCV + ASV (BID) + PR
[1DCV +ASV (QD) + PR
e 00> i g [L1DCV+ASV(QD)
80 = : 78
70
65
60 -
40 -
20 -
n/N = 20/ | 21/| [18/ ] 20/| = 14/ 13/
0 20| 21| [20 | 21| 20 20
EOT SVR24 EOT SVR12

YBO npu ncnosnb3oBaHUN Tpex npenaparos
He coobLanoch B B1Uay 00NbLUIOW YacToThl
BUpycornormyeckux npopbisoB npu GT1a HO
He npu GT1b

— Y 10 6onbHbIX ¢ GT1a
BMPYCOOrM4eCcKnin NpopbIB

— He 6bIN0 BUpYCONOrnYeckux NpopbLIBOB
y NauMeHToB, Nony4YaBLUNX UHTEPdEPOH

Bupyconornyeckui npopbiB y 8 NaumMeHTos,
nosiydaBLUNX ABa npenapara, HO HU Y
o4Horo, nony4yasLiero 4 npenapara

3 peunguBsa
— 1c¢DCV +ASV 1 p/lcyt
— 2c¢DCV +ASV + PR

Bce cxeMbl nieyeHmnsa xopoLlo
nepeHoCUnnchb, 6e3 NpekpaLleHns nevYeHus
AOCPOYHO M3-3a TOKCUYHOCTHU

Lok AS, et al. AASLD 2012. Abstract 79.



UccnepgosaHune Al444-040: DCV+SOF y
NAUMEHTOB C reHOTUNOM 1, Heyaa4YHO NeYvYeHblX
Tenanpesnpom nam bouenpesmpom + PR.

—

Prior TVR/BOC

failures,
GT 1la/1b

n

738 DCV 60 mg QD + SOF 400 mg QD Follow-up

] [ ]
Week SVR,,
24 SVR,

Sulkowski et al., EASL 2013



UccnepgosaHune Al444-040: DCV+SOF y
NaUuMEeHTOB C reHOTUNOM 1, Heyaa4YHO NeYyeHblix
Tenanpesmpom unm bouenpesmpom + PR

100 95 100 100 100 100 100 95*

100 7 o _— _—
_ I DCV + SOF
8
c 80
2
b= I DCV + SOF
Q +
e 60 RBV
8 D Missing
= 40
v
S
g 20
>
o
T 0

N= 21 20 21 20 21 20 21 20 21 20

Week 2 Week 4 EOT SVR, SVR,,

* 1 patient missing at post-treatment (PT) Week 12: HCV RNA was undetectable at PT Week 4 and
at PT Week 24 (preliminary)

m 21/41 patients have reached PT Week 24; all have achieved SVR,,
Sulkowski et al., EASL 2013



Ledipasvir (LDV, GS-5885)

* NHrmbmutop HCV NS5A
e C BbICOKOM aKTUBHOCTbIO oTHOCcUTenbHO GTla n 1b

______|GTla |GT1b_|GT2a |GT3a_|GTda _

EC, ("M) 0,031 0,004 10,8 10,1 0,045

— MAMNIVIDMOUULUID D HVIRVIVIVJIAMYADIA Rvngcnil pagvina

— AKTUBEH B OTHOLLUEHWE WITAMMOB pPe3UCTEHTHbIX K (NS3: A156T,
R155K, D168E, NS5B8: S282T, YA48H)

 be3onaceH 1 XopoLLIO NepPeHOCUTCA NO AAHHbIM
KNMHUYECKNX nccneaoBaHUM
— [lpnem oguH pas B CYTKMU
— He3HauynTenbHbIN YPOBEHb NEKAPCTBEHHbIX B3aMMOAENCTBUN



UccnepoBaHmne LONESTAR 2:
NPOMEKYTOYHbIN aHaN3

Treatment .

Sofosbuvir + ledipasvir 8 weeks Naive GT 1 95% (19/20) SVR 8
g%f\‘}Sb“V'r +ledipasvir + o\ eeks  Naive GT 1 100% (21/21) SVR 8
Sofosbuvir + ledipasvir 12 weeks  Naive GT 1 100% (19/19) SVR 4

Sofosbuvir + ledipasvir 12 weeks  Experienced GT 1 95% (18/19) SVR 4

Sofosbuvir + ledipasvir +

RBY 12 weeks  Experienced GT 1 95% (20/21) SVR 4

Gilead Report May 2, 2013



SOF/LDV (FDC) nnaHmnpyemble uccnepgosaHua dasbl Il
ION-1 (TN, N=800) and ION-2 (TE, N=400)

Study Weeks 12w 24w 36w
|
» SVR12
SOF/LDV FDC + RBV > SVR12
SOF/LDV FDC* :S\AR12 » SVR12

SOF/LDV FDC + RBV >»SVR12

*Arm 3 may be 12 or 24 weeks in ION-2 based upon emerging data

Sofosbuvir + Ledispavir Fixed Dose Combination



BbiBOoAbl

* NHrmbutopbl NS5A inepcnekTnBHbIE nNpenapaThbl
NPAMOro AeNCTBUA C BbICOKON MOLLHOCTbIO U

xopollen 6e30nacHOCTbIO

* NHrmbumuTtopbl NS5A nepBOro NnoKoneHun
HaxoaATca B |l pa3e nccnepoBaHUU U
NNaHUpYOTCA K pernctpaunm s 2014-2016.

e KombunHaumm nurmoutopos NS5A c 1-2 apyrmmum
Mrng £ P6B HaxoaAaTca B CTaanU U3y4YeHUAa U
BO3MOKHO, byayT MCMNONb30BaATLCA B
dUKCMpPOBaHHOM A03e B 0AHOMN TabneTKe 1 pa3 B
CYTKMW.



