INNeveHune renatuta C (BI'C)



CHa4vana no TepMMHOSIOTNU



INNeyeHnune BI'C, reHotun (I'T) 1

PanHne 1990-e: YBO* 5-20% npwn moHoTepanuu
NHTEPMdEPOHOM Ha NpPoTsXKeHun 6-12(-24) mecaues

2014 YBO 90(-100)% npn koMmOMHMPOBaAHHOW Tepanun c
NMPMMEHEHNEM aHTUBUPYCHbLIX NpenapaTtoB NPAMOro
OENCTBUSA Ha NMPOTSXKEHNN 3 MecsauEeB (B KITMHUYECKUX
nccneanoBaHUAX)

*YBO = yCcTON4YMBbIN BUPYCONOrMYECKNN OTBET = oTpuratesibHbi TecT Ha PHK BI'C



[enatut C,I'T 1 (1/2)

[1na 6onbLUMHCTBA «HECNOXHbIX» nauneHToB c [ T1
n3nevyeHne BO3MOXKHO

bonee 60% naymeHToB C KOMMEHCUPOBAHHbLIM LIMUPPO30OM
MOXHO BbINN€YNUTb C MOMOLLbIO HOBbIX @aHTUBUPYCHbIX
npenapaToB NPSAMoro AeNCTBUS



['enatut C, ' T1 (2/2)

Bbicokue nokasartenu nanedeHns ans Kko-nHdpekumm BNY/
BIC

INleyeHre NaumMeHToOB Ha ONUOOHO-3aMeCTUTENbLHON
Tepanun BnonHe gonycTumo



[enatuT C, ' T 2-6

I'Ip|/| NMPUMEHEHNN HOBbIX PEXUNMOB J1I€4EHUA, KOTOPbIE Ha
ANaHHbIN MOMEHT N3y4HaloTCA, OJ14 OonbLWNHCTBA U3 3TUX
reHOTUNOB OXNOAKTCA TaKMUe XKe MNoKa3aTtesin N3rie4eHund



CTtaHgapTbl nedveHunsa renatuta C

Ha npoTsaXXeHnn MHOrmx neT ctaHgapTom
ne4vyeHusa ObIn NErMNUPoOBaHHbIN NHTEPdEPOH
(peglFN) n pubasmpuH (RBV)



CtaHgapT MeOuLIMHCKOW NMOMOLLM Npw
nedeHun renatuta C

-peglFN + RBV:
-16-84% YBO gna T 2, 3 (24 Hepoenw)
-42-52% YBO gna I'T 1 (48 Hepenb)

PeglFN + RBV + nHrmoutop npoteassbl (UI1; Tenanpesup,
bouenpeBunp)
-67-75% YBO ana T 1



WMV e LWV

MONOJIRCT

® [lermAanpoBaHHbIN

MHTepPEepOH aArbda-2a ~ Pegasys®
(neraCMC), POLIJ, |8O peginterferon alfa-2a

180 micrograms / 0.5 ml solution for injection

MUKPOIrpPaMMOB, Pa3 B HEAEAIO
MNOAKOXHO, B KOMOMHaUUM ¢

X Sl 1 pre-filled syringe - 0.5 ml/
ribavirin-om ~ injection needle
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Tuesday, 15 January 13

nPOAOA)KMTeAbHOCTb A€YEeHUNA: 3aBUCUT OT NrEeHOTHUIa,

- NauyeHTbl ¢ |-M reHOTUNOM, Yy KOTOPbIX ONMpeAeAsieMasi BUPYCHasi Harpyska
Ha 4-0M HeAeAe, MOAYYalOT AeveHMe 48 HeapeAb (BHE 3aBUCUMOCTU OT
nsHavaabHon BH)

- 24 HepeAn Npu:a) | -1 reHOTMN, HO HU3Kas nsHavaAbHass BH (<800 000 |U); b)
4-M reHOTUN U Y NauueHTOB HeonpeaeasieMas BH Ha 4-om 1 24-o1 Heaean

- NMauyeHTbl ¢ reHoTUNOM 2 1 3 1 c onpeaeasiemon BH Ha 4-11 Heaeae
NOAyYaloT 24-X HeAeAbHbIM KypC (BHE 3aBUCMMOCTU OT u3HavaAbHou BH). Ecan
nsHavaabHass BH Huskaa (<800 000 IU) n Heonpeaeasiemas Ha 4-11 Heaeae
MOXXHO 0bAyMaTb | 6-U HeAEAbHBIN KypC AeYeHUs

- HeT AocTaTto4yHO MHPoOpmaumm o reHoTMnax 5 u 6 n noaTomy
PEKOMEHAYETCS A€4YEHUE HA NPOTAXKEHUU 48 HepeAb




MHTepdepOoHbl

® [lermAanpoBaHHbIN
MHTepPEepOH aArbda-2b
(MNernnTpoH), Mepk, 50
MUKPOIrpaMMOB, MOPOLLOK U
PAaCTBOPUTEAb AASl MHBEKLIUM,
Pa3 B HEAEAIO B 3aBUCUMOCTM
OT TeAecHbl macchbl (1.5
MUKPOTrpaMM/Kr)

Tuesday, 15 January 13



Tuesday, 15 January 13

[ 1pPOAOCAXKUTEABHOCTb A€YEHUS:

- HanBHble nauueHTsbI:

- l'eHoTun |-48 HepeAb, opHako ecan BH onpeaeAsiemas Ha v He cHU3MAACH

XOTb Ha 2 log OT UCXOAHOIO YPOBHS U orpeAeAsieMas Ha 24-01 HepAeAn, TO
npekpatuTb. EcAn nsHavaabHas BH Huskas (<600 000 IU) HeonpeaeAsiemas Ha
4-1 HepeAe U 24-11 HepeAe, TO MOXKHO OCTAaHOBUTb AedeHUe Ha 24-0M HeaeAe.

- leHoTUNbI 2 1 3-24 HepeAb, 32 UCKAIOYEHUEM KOUHPULMPpOBaHHBbIX ¢ BAY, B
AaHHOM cAy4ae 48 HepeAb

- [eHoTUN 4-Kak reHoTun |




[ loBTOpHOE AeYeHMe: BCe, KOTOPbIE

AOCTUTHYT HeonpeaeAasemyio BH Ha |2-oi
HeAeAe, MPOAOAXKAIOT A€YEHUE AO HEAEAU
48; ecan BH onpeaeasiemas, To Aydlle
OCTAHOBUTb A€YEeHMe

Tuesday, 15 January 13



IRTER R R A b))

fnnehavare av godkannande o forsalpming/ Myyntiluavan halt Hollovte
et hedasformnmgstilladelson lavn

wt
ehaver av markodstanings ll CLEEL BN
SP Europe

o M h \\l rwlinty
73, rue de Stalle, B-1180 Bruxelles, Helgion/Belgin/Belgin

Rebetol
e 200 Mr TBepAble KancCyAbl,

200 mg :arga gpsrirj:‘
Mepk, 2 pa3a B A€Hb C eAOW, ki hao

hylki, hord
AO32 32BUCUT OT TEAECHOM nbavmn/nbavnrum/n’t".

Oral anvandning / Suun ka

maccbl: <65 kr/800 mr; 65-80 Oral anvendeias SRR =
Kr/ 1000 mr; 81-105 kr/1200 mr

U T.A.

Tuesday, 15 January 13



® OpobpeH B ceHTsbpe 201 | B
EC B kKoMBbUHauum c
nerMmHTeppepoHOM U
ribavirin-oM U TOAbKO AAS
reHotuna |

N e . - - g

NI, npyuHMmaeTcs
nepopaAbHO, TabaeTku 375

mr, 750 mr 3 pasa B AeHb C
eaon, AlTNA

Tuesday, 15 January 13



S — am - T ——.

IIponeHTHI H3J1eYeHHS C

peg-interferon + ribavirin (HauBHbIE)
® [eHotun | (40-50%)

® [eHoTun 2, 3,5 u 6 (80%). 'eHoTnn 2 oTBevaeT
Ayylle,yem 3,5 u 6

® [eHoTuN 4 NOAOBHbIM reHOTUNY | MAKM Aaxke
Aydlue

® [eHeTM4YeCcKUM NpoPrAb NaLUEHTA TOXKE UTPaeT
poAb. Atoam ¢ IL28B TT otevatoT Ay4we, yuem CT
mam CC. Ewie reHeTmka Bupyca: reHotun la xyxe,
4yem |b

Tuesday, 15 January 13



[MpoueHTbI u3nevyeHus c
peg-interferon + ribavirin + HoBbIn ANMNAO

(09 HaMBHbIX NALUWEHTOB)

leHoTUN 1:

75% c telaprevir’
//-- 67—-68% c boceprevir?

feHOTUNLI 2, 3, 4, 5, n 6:
JleyeHune TO e camMmoe KakK U
npexage, a UMeHHO TOmNbKO peg-
interferon + ribavirin.

H Telaprevir n boceprevir He
OEeNCTBYHOT (UITN HE NPUHOCAT

\ MHOrO ynyJiwleHus). byayume

t AlMNMO Hageemca npuBenyT K

YIy4LUEHNIO B 3TOM MNriaHe.

1) Jacobson, Ira M. Telaprevir for Previously Untreated Hepatitis C Virus Infection. N Engl J Med. 2011; 364; 25.
2) Poordad F et al. Boceprevir for untreated chronic HCV genotype 1 infection. N Engl J Med 2001; 364:1195-206



YToObI NNaHMpoBaTbL nNocnenyroLlee
rie4yeHue, HYXXHO 3HaTb Kak npeabigyliee
NpoBarinmnochb...

1)

2)

4)

Peunaus

lpouyeHm u3ne4dyeHuUsi ¢ MOBMOPHbLIM JIEYEHUEM:
88% c telaprevir, 69—-75% c boceprevir

YJacTUYHbIN OoTBeT / Oe3 oTBeTa

llpoueHmM u3rnie4yeHus1 ¢ MOBMOPHbLIM JiIeHeHUEeM:
54-59% c telaprevir
40-52% c boceprevir

HyneBou oTBeT

llpoueHmM u3sie4eHuUsi ¢ MOBMOPHbLIM JieYeHUeM:
29-33% c telaprevir (14% in y nauyueHmMos ¢ uuppo3om)
??7? ¢ boceprevir — ece euwe He bblro uccriedogaHull

MpopbiB

lpoueHm u3ne4yeHUsi ¢ MOBMOPHbLIM JIeHEeHUEM:
??7? Heu3eeCcmHoO, MarieHbKUe U 2emepo2eHHbIEe 2pyrirbl

N Engl J Med 2011;364:1207-17; N Engl J Med. 2011; 364; 25.




NMpyHUMNbLI TPOOMHOM Tepanuu c
telaprevir-om (ynpoLieHHbIe):

“Ypaputb no BUpyCy MOLHO B caMOM Ha4yane. JleyeHue
Ha4YMHaeTCcs CO BCeX TpexX MeAMKaMeHTOB, a MOTOM TOJIbKO 2.

MNMepBble 12 Hegenu: TponHasa KOMO.

JCIET IVl | Peg-IFN | | Ribavirin

BH gomkHa ctatb Heonpegensemon 3gecb”

NMoTtom: ABOMHaA Komb. 3a ewe 12

unu 36 Heaenb (24 unu 48 B Lenom),
3aBUCUT OT COCT. NevyeHn, NCTOPUKn rie4eHna n oTBeT Ha
neyeHue

Peg-IFN | | Ribavirin

\

\
4
-

/

Heonpegensemas BH

* There are fixed time points, and fixed definitions how far the viral load must drop, and when it must be undetectable




Pretreatment history, liver status

EBponenckme pekomeHagauum no
neyeHuio c telaprevir-om

EMA approval for Telaprevir: who gets treated for how long?

Weeks - 12 24 48 72
|f HCV RNA negative at week 4 + 24

7

Telaprevir + Peg-IFN + RBV
12 weeks
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Telaprevir + Peg-IFN + RBV

12 weeks

Peg-IFN = pegylated Interferon alfa-2a or alfa-2b, once weekly, subcutaneous injection (under the skin)

RBV = ribavirin, weight-based dosing, oral, twice daily

P/R = peg-interferon alfa + ribavirin; HCV = hepatitis C virus; HCV RNA = HCV ribonucleic acid

treatment naive = not previously treated

relapse = HCV RNA became negative during previous treatment, but detectable again after the end of treatment

nonresponse = partial response in previous treatment at week 12 (at least two log drop of HCV RNA ), but HCV-RNA never became negative
nullresponse = previous treatment clearly failed at week 12, no two log drop of HCV RNA

Stopping rule: If HCV RNA higher than 1000 IU/ml at week 4 or week 12, discontinue all treatment



® OpobpeH B nioae 201 I8 EC B
KOMBUHaumm c
nerMmHTeppepoHOM U
ribavirin-oM U TOAbKO AAS

reHoOTUra |, MePK r NDC 0065.0314.03
- Victrelis

(boceprevir) Capsules
I b N 0. |

NnepopaAbHO, TBEPADIE '+ Rxonly 12 Capsules

kancyAbl 200 mr, 800 mr 3 L)
pa3a B A€Hb C €EAOU

Tuesday, 15 January 13



MpuHUUNBbI TPUTEpanuu 6ouenpeBUPOM
(boceprevir) (ynpolleHHble):

“OcnabbTe BUpYC ABYyMSA NpenapataMu 3a mecsy. OueHuTe
pe3ynbrat. loTom yaapbTe TpeTbMM NpenapaTom.”

MepBble 4 Hepenu: 3aTem: TpuTepanua ao 28, 36 unu 48 | 3aTem, B HEeKOTOpPLIX chny-
“BBOAHOE NeYeHue" AByMA Helenu 3aBucuT OT COCTOAHNA NEYeHWUA, UCTopuKM| YaAX: CHOBA ABa npenapara
npenaparamm NeYeHnA U OTBETA Ha neyeHne ewe Ha 12 Hepgenb (36 - 48)

Peg-IFN | | Ribavirin =Ll | Peg-IFN || Ribavirin Peg-IFN | | Ribavirin

e LU

BH aomxHa yMeHbLWXTLCA 30ech* 3peck BH gomkHa cTath Heonpegenaemon Heonpegenseman BH

* Cyu.;ecraylor 33MUKCUPOBAHHLIE BPEMEHHLIS TOUKM W ONPEeaeneHuA HAaCKoNLKO QoNMKHa YMEeHbLWATCA BH v xoraa crats Heonpenenﬂeuoﬁ

Tuesday, 15 January 13



Tuesday, 15 January 13

Oaobpenne EMA boceprevir-a

8 12 24 28 36 48 52

treatment naive,

Rdapse/Nonresponse

Null-Response
and/or cirrhosis

no cirrhosis

no cirrhosis

if HCV RNAncoatife ot week 8 + 24

Follow-up
24 weeks

;

it HOV RNA ivé at week 8, and undetictable at week 24
Bocep F/K Follow-up
3 24 weeks

Follow-up
24 weeks

Peg-IFN « pegylated Interferon alfa-2a or afa-2b, once weelkly, subcutaneous injection (under the skin)

RBV - ribavirin, weight-based dosing (600 1.400 mg/day], oral, twice daily

P/R = peg-interferon alfa + ribavirin; HCV = hepatitis C virus; HCV RNA « HCV ribonucleic acid

treatment naive « not previously treated

relapse ~ HCV RNA became negative during previous treatment, but d etectable again after the end of treatment

nonresponse = partial response in previous treatment at week 12 [at least two log drop of HCV RNA ), but HCV-RNA never became negative
nullresponse = previous treatment clearly faled at week 12, no two log drop of HOV RNA

Stopping rules: Stop all treatment at week 8 if HCV RNA 100 IU/mLor higher, or any detectable HCV RNA at week 24)




I3ameHeHne cTaHaapTOB NevYeHns

2011: OpobpeHmne HOBbLIX NpenapaToB NPAMOro 4eUCTBUA
- urmouTtopsl NS3-4A, Hanpumep, cuMmenpesup

- urmouTtopbl NS5A, Hanpumep, gaknartacBup

- MHrmbunTtopbl NS5B (Hykneo3ugHble/HYKNneoTUaHbIe,
HEeHYKNeo3naHble/HYKNneoTnaHble), Hanpumep,
codocbyBup



Direct Acting Antivirals Against HCV

Daclatasvir

Ledipasvir
Asunaprevir — ,'x:j- ABT-267
Danoprevir F 3 >
> :..‘."" >IN ‘[',':m'::.' ll-oo aS VIrS o
ABT-450/r 1 Binding .‘.{' : \..; %< \I_ )'t"rf;f'.
L “ae e s A
MK-5172 NSSA Inhibitors
r 7 Release \ \
Sovaprevir TN NS5A inkibitors
X\t Y Golgi
apparatus
Simeprevir = \ ABT-333 | | ABT-072
Faldaprevir ¥ P N . f 6 mashogeneis | Deleobuvir || Setrobuvir
; g °3§§9e° | Bms-731225 | [ Filibuvir
Boceprevir R ®FL300 2 Menbraneous
Z T %
Telaprevir \/ / 5_.;/;;;;:,,?/;“““ VX-222 (| ...
: ‘;’;/f ’?ii‘*
“..previrs“ \’f GPTIAN vl Nucs Non-Nucs
Protease Inhibitors [~ _ __A Polymerase Inhibitors
NN > —
{}@ _oaoewi
" o S
NS3/4A protease inhibitors Sofosbuvir | Mericitabine | ALS-2200

H. Wedameyer: 10-2013

; Manns, von Hahn, Nat Rev Drug Discov 2013
HCV Treatment Ravolution



I3ameHeHne cTaHaapTOB NevYeHns

Clinical trials:

- peglFN + RBV + 1 npenapat npamoro oencreus
-2 npenapata npamoro aencreusa +/- RBV

-3 npenapaTta NpamMoro 4encTeug



OaobpeH 6 pekabps 2013 ¢

pnbasuprHoM aaa I'T 2 1 3 u Kak -
TpOMHas KOMbMHaums c rng«vg«g,,,,‘,
NErmMAMpPOBaHHbIM UHTEPDEPOHOM AAS

[T 1 wn4.

AeuyeHue c sofosbuvir-om aamntcsa |12

HepaeAb MM TT 1,2 14 u 24 HepaeAb AAS
[T 3.

[lpuHUMaeTCcs pas B AeHb, 400 mr, ¢ MAM
6e3 eabl

Friday, 24 January 14



PeglFN + RBV + cochocbysup, I'T 1/4/5/6 (NEUTRINO)

Results: Virologic Response

£ 100 -

3

=

v

f w

>

s = 40 -

:«E

e 20 -

'{% 3211325

a 0 -

Week 2 Week 4 Week 12EOT Week 12
On treatment q Post-treatment ¥

¢ Study met primary endpoint of superiority over historic control rate
of 60% (p <0.001)

¢ Relapse accounted for all virologic failures

Error bars represent 95% confidence mtervals

Lawitz EASL 2013 Abstract 1411



PeglFN + RBV + codocbysup, I'T 1/4/5/6 (NEUTRINO)

All GT1 GT4 GT5,6
12 week regimen

Lawitz EASL 2013 Abstract 1411



Codoc6ysmp + RBV, I'T 2/3 (FISSION)

Results: Virologic Response

mSOF + RBV m=Peg-IFN + RBV

s 99 99 °
€ 100, 92 st 92 "fo'ﬁo‘”
g 80 - 67 67
<
5 &0
3
x
.
§ 2
&
o .
Week 2 Week & Week 12 Week 24 Week 12
On treatment LF’ost-treatmem
J

*Study met primary endpoint of noninferiority of SOF + RBV to Peg-IFN + RBV.
Ermror bars represent 55% confidence ntervals

Gane EASL 2013 Abstract 5



Codhocoysup + RBV, I'T 2/3, paHee ne4veHble

nauneHTbl (FUSION)
Results: SVR12 by HCV Genotype

B SOF + RBV 12weeks M SOF + RBV 16 weeks

p <0.001 94

100 - 86 p <0.001
]
73
80 62
g 50
~ 60 -
14
>
@ 40
20 -
50/100 | 69/95 31/36 | 30132 19/64 | 39/63
O

Overall GT 2 GT3

Nelson EASL 2013 Abstract 6



® Neutrino-nccAeAOBaHUE; TPOMHAS
komMbuHaums ¢ Peg-INF n RBV; |2 HeaeAb;
['T |,4,5, 6; nepeuyHan KoHe4YHasa TOYKa

YBOI2

® Pesyabtatbl: [ Tla (n=225) 92%; ' Tlb
(n=66) 82%; [ T4 (n=28) 96%;['T5 (n=1)
100%; 'T=6 (n6) 100%

Friday, 24 January 14



® AccaepoBaHus: FISSION, POSITRON,
FUSION,VALENCE

® PesyabTaTbl: [ T2 (sofosbuvir+RBV):
YBO-82-95%; [' T3-30-84%

Friday, 24 January 14



® }ccaepoBaHne PHOTON-I oueHnao 6e3onacHocTb U
3¢ PeKTUBHOCTb KOMBbUHaumMn sofosbuvir+RBY 6e3
MHTEpPEPOHA Y AlOAEMN CO coyveTaHoM uHekumen ¢ [T 1,2, n

3.\toam c ['T 2 npuHumaan |2 Heaeab; [T | 1 3 24 HepeAb.
VBO 12 AAaTT 1,2 1 3 6biAn 76%,88% n 92%
cooTBeTCcTBEHHO. Mccaeayembie 6biAn B ocHOBHOM ¢ [T |
(N=114),a 'T2 u 3 6bi1AM NpeACTaBAEHbI B MEHbLUEN CTEMEHM

(N=26) u (N=13).

Friday, 24 January 14



® KombuHaumm sofosbuvir c

ipasvir, NoKasaAu

MHrnoutopamm NSS5A, Takmx
daclatasvir uau led

VYBO ao 100%

24 January 14

Friday,


http://en.wikipedia.org/wiki/Daclatasvir
http://en.wikipedia.org/wiki/Daclatasvir

® Sofosbuvir ctout $84,000
A | 2-HepeAbHOTO Kypca U

$168,000 ara 24. Bo
@paHumnm opHa TabAeTka
ctout $905.

Friday, 24 January 14



AnceH-simeprevir (OAncno)

OaobpeH 24 okTsabps 2013 aAas
MCMOAb30BaHMA Yy Atopen c [T B

koMbuHaumm ¢ Peg-INF n RBV. B EC nx
3a8BKka Kak Ha [T, Tak n Ha [ T4.

[MpuHMMaeTcs pa3 B AeHb, |50 mr, ¢ nam
6e3 eabl.

Friday, 24 January 14



be3 nHrepdepoHa: cnmenpesup + codpocoyBup
(+/- RBV)

-'T1aun1b
- YBO12=93%
- YB0O24=100% 0e3 RBV, 93% c RBV



Cumenpesup + peglFN + RBV, I'T1(QUEST)

u Simeprevir + PR (RGT 12+12)  mPlacebo + PR

20 - M/ 65l 208/ 67
24 130 257 134

Patients Achieving SVR12 (%)

o

QUEST-1 QUEST-2

Jacobson AASLD 2013 Abstract 1122



NccnepoBaHne COSMOS: simeprevir+sofosbuvir; 2 Koroptbl
npeablaywmnx HoneeblX oTBeTunkoB Cc I'T 1, pasaeneHbl no IL28B
reHHoMmy ckniagy v Bl'Y noatuny (la v 1b) n=80. Y4yacTHUKM
nonydyanun 150 Mr pas B AeHb simeprevir nawc 400 Mr pas B
neHb sofosbuvir mnn kKak ABoMHaAs KOMbuHauwus, WM B

coyetaHum ¢ 1000-1200 Mr/peHb B 3aBUCMMOCTU OT TeNEeCHOMU
Maccbl pubaBUPUH Ha NPOTSXEHUN 12 nnn 24 Hepenb.

Pe3ynbTaThbl

e HekoTopble MNauWMEeHTbl MMenun peunamB nNocae OKOHYaHWuA

Friday, 24 January 14

neyeHnsa, Ho YBO8 nonydnnm 93% B rpynne simeprevir/
sofosbuvir n 96% B rpynne simeprevir/sofosbuvir/ribavirin.




be3 nHTepdepoHa: cnumenpesunp + cococdysup +/- RBV
(COSMOS)

SVR rates according to HCV subtype:
Cohorts 1 and 2

Excludes non-virologic failures

SVR12 SVR4
100 -
80 +
Il GT1awith Q80K
O\O
4 60 - B GT1awithout Q80K
( o
2 M GT1b
& 40 -
20 +
0 -
Cohort 1 (12 and 24 wk arms) Cohort 2 (12 wk arm)
33 relapsed (w/BL Q80K) 1 relapsed (W/BL Q80K)

Jacobson AASLD 2013 Abstract LB-3



HNaknataceup + peglFN + RBV I'T 2/3

Virologic Endpoints: GT 2

100
90 %/

9% 9% 96
77 g7 88

92 (i
3 _ w % -
n
e E = L
Q.2 60
«
55 o
g5 %
>R 30 miTT
‘i’ 20 analysis
10
0
Week 4 Week 12 End of SVR,, SVR,,*
Treatment
<uoq,, <LLoQ,
i 71 DCV + peg-alfa/RBV, 12 weeks (N = 24) *SVR,, observed values (excluding patients
2 with missing post-treatment data):
i DCV+ peg-alfa/RBV, 16 weeks (N=23)  gq0¢ (DCV 12 weeks), 100% (DCV 16 weeks),
e - Placebo + peg-alfa/RBV, 24 weeks (N=24)  and 83% (placebo 24 weeks).

LLOQ, lower limit of quantitation; miTT, modified intent to treat;

TD, target detected (detectable but < LLOQ); TND, target not detected (undetectable).
Dore GJ, et of. EASL2013, Oral 1418 COMMAND GT 2/3



be3 nHtepdepoHa: gaknaracsup + copocbyBup

-OpdekTnBHa npu reHotunax 1, 2 n 3 ¢ YBO 98-100%
-PeneBaHTHOCTb pe3UCTEHTHbLIX NONMMMOPAOU3MOB MoKa
HeAcHa



be3 nHtepdepoHa: gaknaracsup + codoocoysup +/-
RBV

Genotype 1: Virologic Response During and After Treatment,

24-Week Groups (mITT)

@
=
2 l A: SOF LI + DCV
=
o
X
= 60 Ic;ocv+sou=
(o}
3 I E: DCV + SOF +
X 40 RBV
2
&
S 20
87|93l 73 100 |100! 100 ocl 100 100|100 100 ST ITT «— % of patients
0 with HCV RNA
N= 15 14 15 15 14 15 15 14 15 15 14 15 15 14 15 <LLOG-TND
Week 4 EOT SVR, SVR,,  SVR,

* Group A: 1 patient with history of IDU became viremic at PT Week 24: posttreatment viral
sequence clearly different from pretreatment virus, consistent with reinfection

*End-of-treatment (EOT) indudes patients who discontinued early, with last visit considered EOT.

AASLD 2012 Abstract LB-2



® |edipasvir 6yaeT ncnoAb3oBaTbcsi B KOMObUHauum sofosbuvir-
oM B TabAeTke co 3adpuKkcnMpoBaHHbIMM A03aMu. [ 1prHMMaeTcH
pa3 B AeHb, 90 mr. OcHoBHble nccaepoBanmsa: ION 1-2-3

PesyabTaTtbl: 1,952 naumnentoB c ['T | 6biAn
paHAOMU3MpOBaHbl MoAy4YaTb SOF/LDV ¢ uam 6e3 RBV Ha
npoTtsikeHnn 8, |2 nam 24 Heaeab. M3 Hux 1,518 noayvaam 12
HeaeAb. |,456 umean YBO 2. U3 62, kTO He uMeA, 36 nmean
TepaneBTUYECKMIN MPOBaA, 26 “MOTEPSIAUCH MAM OTKA3aAUCH
y4aCTBOBaTb.

Friday, 24 January 14



be3 nHrepdepoHa: codpocdbysup + neagnnaceup

-9PPEKTUBHOCTbL Y paHee NneYyeHbIX NnauneHToB
-odpdpekTuBHoCTL NpU I'T 1 1 3
-MPUMEHEHNE Y PaHEE He NeYeHbIX NauneHToB

be3 RBV
-65% YBO y naymeHToB C LIUPPO30M



Results: Efficacy

Patients with HCV RNA <LOD* over Time, n/N (%)

Week 1 8/25 (32) 1/10 (10) 11/25 (44)
Week 2 17/25 (68) 7/10 (70) 22/25 (88)
Week 4 25/25 (100) 10/10 (100) 25/25 (100) 8/9 (89)
EOT 25/25 (100) 10/10 (100) 25/25 (100) 9/9 (100)
SVR4 22/25 (88) 1/10 (10) 25/25 (100)t 9/9 (100)

SVR12 21/25 (84) 1/10 (10) 25/25 (100) 9/9 (100)

*Analyzed by TagMan® HCV Test 2.0 with limit of detection (LOD) of 15 IU/mL.

*Includes 1 patient who stopped all treatment due to an SAE at week 8; this patient subsequently achieved SVR24.
EOT, end of treatment; LDV, ledipasvir, RBY, nbavinn; SOF, sofosbuvir.

Friday, 24 January 14
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be3 nHtepdepoHa: codpocdoysump + neagnnaceup

Gilead Press Release 18 Dec 2013



Ko-uHdekumsa BUY/BI'C: codpocbysup + negunaceup, I'T1

Treatment Response (Observed)

B ARV Untreated B ARV Treated

8

% of patients with
HCVRNA <LLOQ(MTT)
g § 8§ 8

°" Wk 4 Wk 8 EOT  SVR4 SVRS SVR12
Arv- | 13733 | 13/a3 | 13/33 | 12;12 | 10710 | 10/10 |
Arve | 37/37 | 37/37 | 30/30 | 222 | |

Osinusi EASL 2014 Abstract 014



Ko-nHdpekumnsa BUY/BI'C: codbocoysup + pubasmpmH PHOTON 1

On-treatment and Sustained Virologic Response

Il Week4 HINE EOT HEME SVR12

100 56 6 100 gg
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Patients with HCV RNA <LLOQ (%)
N
o

41/41 | 39/40

o
!

Genotype 1 Genotype 2 Genotype 3
SOF + RBV 24 Weeks SOF + RBV 12 Weeks

Sulkowski AASLD 2013 Abstract 212



Ko-nHdekumsa BUY/BI'C: codbocbyBup + pnbdbaBupmH
PHOTON 2

Results: SVR12
GT1-4 HIV-HCV (PHOTON-2)

100 -
80 -
£ 60 -
e
> 40 -
20 -
0 o
GT1 GT 2 GT 3 GT 4
Relapse, n (%) 14 (13) 2(8) 10 (9) 5(16)
Breakthrough, n (%) 0 0 1 (0.9) o
Lost to follow up, n (%) 2 0 0 0
Withdrew consent, n (%) 1 1 1 0

Molina WAC Melbourne 2014 Abstract MOABO105LB



Ko-nHdgekuma BUY/BI'C: codbocbysup + pnbdbaBupmH
PHOTON 2

Results: SVR12in GT 1
Cirrhosis vs No Cirrhosis (PHOTON-2)

M No Cirmhosis B Cirhosis

S'R (%)

GT 1 GT 1a GT 1b

Treatment Naive
24 Weeks SOF + RBV

Molina WAC Melbourne 2014 Abstract MOABO105LB



Ko-undpekuma BUY/BI'C: 3 npenapata npamMoro
nenctena TURQOISE-

TURQUOISE-I Results: A Regine

ITT Virologic Response Rates B 24 week Arm

100 100 96.8 96.9 93.5 96.9 93.5
100+

% Patients

29
31

RVR EOTR SVR4 SVR12
(Week 4) (Week 12 or 24)

Eron ICAAC 2014 Abstract V-673



HoBble BaApPpUaHTbIl JiIeHeHNA — HOBblE PEKOMEHO AL NN

-OnobpeHune cumenpesupa, codpocdbysupa, gaknatacempa

-OpnobpeHne KoMOMHMPOBAHHOIO NpenapaTa c
domkcupoBaHHOW O03UPOBKOM codpocbyBup + negmnaceup



PekomeHaaumm no ne4veHuto xpoHmyeckoro BI'C

EBponenckas Accounaumna no n3yvyeHuo saboneBaHnn
nedyeHn (EASL): oOHOBNEHHbIE peKOMeEHOaLUUN, anperb

2014

http://www.easl.eu/_newsroom/latest-news/easl-recommendations-on-treatment-
of-hepatitis-c-2014



PekomeHaaunm EASL no neyveHuto xpoHunyeckoro BI'C

['eHoTUN 1:
TponHas Tepanus: peglFN + RBV + codocbyBup
(BapuaHT 1)



PekomeHaaunm EASL no neyveHuto xpoHunyeckoro BI'C

[[eHOTUN 1:

TponHada Tepanuga: peg IFN + RBV + cumenpesunp
(BapuaHT 2)



PekomeHaauun EASL no nevenunto xpoHunyveckoro Bl C

[[eHOTUN 1:

TponHada Tepanua: peg IFN + RBV + gpaknataceup
(BapuaHT 3)



PekomeHaaunm EASL no neyveHuto xpoHunyeckoro BI'C

['eHoTnn 1 u HenepeHocumocTb peglFN:
PnbaBunpuH + copocbysup (BapuaHT 4)



PekomeHaauun EASL no nevenunto xpoHunyveckoro Bl C

['eHoTMN 1:
Codhocoysup + cumenpesup +/- RBV (BapuaHT 5)



PekomeHaauun EASL no nevenunto xpoHunyveckoro Bl C

['eHoTMN 1:
Codhocbysup + gaknatacsup +/- RBV (BapnaHT 6)



PekomeHaauun EASL no neveHunto Ko-mHpeKLUK
BI'C/BWY

PekomeHaauum no nevyeHnto nauneHToB ¢ KO-
nHdpekumen BAY n niogen, ynotpebnarowmx
HapPKOTUKN, TaKne Xe, Kak Ans naumueHToB ¢ MOHO-
NHeKLUnen!



Ko-nHdpekuuna BI'C/Tb

CKpuHUHr naumeHToB ¢ BIC Ha Thb

B nepByto ovepenb paccMaTpuBaeTcs
BO3MOXXHOCTb rneyvyeHus Tb



Korga HauyunHaTtb nedyeHune Bl C?

ITO noTeHumanbHoe n3neyvyeHune, Ho:

Bbicokag CTOMMOCTb fleveHunst AenaeT ero HegoCTYMHbIM
ans Bcex

[TosTOMY: yCTaHOBMEHNE NPUOPUTETOB A NaLMEHTOB U
BbIOOP B MOMb3y TEX, KTO HYXXOaeTcsa B JIeYEeHU
besoTnaraternbHO



Korna HaynHaTb nedeHune Bl C?

PekomeHgauum EASL:

FO/F1 — nedyeHne MoxeT ObITb OTNOXEHO

F2 — MOXeT ObITb Ha4YaTo

F3/F4 — nomkHo ObITb HA4YaToO

BbipakeHHble BHENe4YeHo4YHble CUMMNTOMBbI — JOIMKHO
ObITb HA4YaTo



Korna HaynHaTb nedeHune Bl C?

PekomeHagaummn EACS no neyvenunto ko-nHdoekumn BI'C/BY:
PekomeHOoBaHO rieyeHne, 4Ytodbbl n3bexxaTb ObICTPOro
nporpeccupoBaHmns 3aborieBaHnUm NevYeHu

Ecnn CD4 <350, Heobxogmmo B NepBYyO o4epedb Ha4YMHATL
APB-Ttepanuto

F2-F4 — neyeHne TponHOU Tepanuemn

FO/F1 — neyeHne MoXeT ObITb OTIIOXEHO

EACS Guidelines version 7.02 June 2014 http://eacsociety.org/Guidelines.aspx



HoBble cxemMbl 1 neyeHue BI'C: npegocrepexeHue
(1/3)

-JleyeHne B yCInoBUAX «pearibHOro Mmmpa» MoxXetT UMETb

-NMOoKa3aTtesin, KOTopble MOTYT OTIIMYATbCA OT TEX,
KOTOpPbIE MoJ1y4eEHbl B KITMHNYECKNX UCCI1ed0BaHUAX

-bonee HM3kme nokasatenu YBO?

-bonbLUee KOrMMMYEeCTBO MEXI1IeKapCTBEHHbIX
B3anmMoaencTesumn?



HoBble cxembl 1 nevyeHue BIC:
npenocrepexeHune (2/3)

Bo3MOXXHO nogaBrieHne nonamMmopdpmn3amMoB u
nocnegywuliee pasBnutne Ppe3mMcTeHTHOCTH

Heobxoaumo oueHmnBaTb BIIMAHUE NONTIMMOPMPUN3IMOB
Ha KIMUHUYECKUN ncxon



HoBble cxeMbl U neveHne BI'C: npenoctepexeHmne
(3/3)

- bygeT nu BNUATL Ha ycnex nevyeHunsa NoBTOpPHOE
MHMUMpoBaHne U/nn nepegaHHble
nonmmopdpunambl?



IleyeHne n nsnedveHue BC: yto ganswe? (1/3)

- KombuHauusa 2 nnn 3 npenapaTtoB MpsAMoro
nencTBug

- [NaHreHoTMNM4eckas KOMOMHMPOBAHHAS
Tepanus



IleyeHne n nsnedveHue BC: yto pansbwe? (2/3)

- Cxembl 6e3 nHTepdepoHa
- [1na nepopanbHOro npnema
- bes ucnonb3oBaHua pubasmpunHa?



INleueHune n naneyerune 'BC: yto ganbie? (3/3)

- CHwmxeHne noboyHbIX 3PPEKTOB

- CokpalleHne annTenbHOCTU fevyeHuns: 8
Heoenb NpoTne 12 Hepenb



