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TenepewHn AnCkypc

® AAA BOAbLUMHCTBA ““HECAOXHbIX’
NaLUMEHTOB U3AEYEHME BMOAHE AOMYCTUMO

® [1py KOMNEHCMPOBAHHOM LIMPPO3€-OKOAO
607% ycnewHoCTH, HO YAyYLLaeTCs

® /\eyeHMe Ha 3aMEeCTUTEAbHOM Tepanuu
noAHocTbio OK

® Pe3yAbTaTbl MPU KOMHPEKLUUN Te XKe, U
A2XKe B HEKOTOPbIX CAYHasaX AyYlle

Friday, 30 October 15
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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



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

Tuesday, 15 January 13



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



[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)




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



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



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



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

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

Friday, 24 January 14



XapBOHU-AEAUMACBUP U
copocbysup =-

® | TabAeTka pa3 B AeHb ¢ epor (90 mr
reamnacemp n 400 mr codocbysup)

® AAs Bcex |2 HepaeAb, KPOME AAS AIOAEM
kKoTopble AedaT noBTopHO BI'C un y koro
LIMPPO3, TOrAa 24-HepeAb

Friday, 30 October 15



Buekupa nak-ombutacemp,
napuTanpeBup, pPUTOHaBMP U AacabyBup

® 2 tabAeTkM oMbuTtaceup/napmtanpesup/
putoHaBup (12.5/75/50mr) | pas B AeHb U
Aacabyeup (250mr) 2 pasa B AeHb C eAOM

® [|a 6e3 unpposa-12 HeaeAb C
pnbaBupmHom, ['l ¢ uupposom 24 HeapeAb ¢
pubasupuHom, I' 16 6e3 umpposa 12
HeaeAb, [ 16 ¢ umpposom
|2 HeaeAb ¢ pubaBMpUHOM

Friday, 30 October 15



AaKAMH3a-AaKAQTACBUP

® | pas B AeHb 60 Mr c codpocbyBUpPOM C NAM
6e3 eabl.

® |2 HepaeAb AAS BCeX

sonaes

SSSSSS

Friday, 30 October 15



/\eKapCTBEeHHbIe
B3aumoaenctemsa c APB

SOF/
LDV

SIM DCV SOF 3D

AbakaBup
[lnnaHo3uH

IMTpUUUTaAbUH
NamuByauH

HUOT

CraByavH
TeHodoBup
3uaoByauH

JdaBnpeHs
ITpaBUpUH

HHUAOT

HesBupanuH

PunnueBupuH

Friday, 30 October 15



/\eKapCTBEeHHbIe
B3aumoaenctemsa c APB

ATasaHaBup;

arasaHaBup/puUTOHaBup
[lapyHaBup/puUToHaBup;
napyHasup/kobuumuctar

docamnpeHaBup

JlonnHasup
CakBuHaBup

[onyTerpasup

aneuterpasup/kobuumucTar

UHTEerpasbl

WHrnburopsl
cnuaHuaMurnbutopel  MHrmbutopel npoteasbl

MapaBupok

Panrterpasup

Friday, 30 October 15



/\eKapCTBEHHbIE
B3aMMOAEUCTBUA

SOF/
LDV

SIM DCV  SOF 3D

AmdeTamunH
KaHHabuc

KokawH

dunamopduH
[wnasenam
["amma-rmapokcubytupar
KetamuH

MDMA (3kcTasu)
MeTtamdetamuH
PeHymknuavH (PCP)
Temasenam

Friday, 30 October 15



AAG KOro uTto!
CMOTpUM Ha
oTneyvyaTaHHbIX
TabAMLaX




