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Yto Mbl UMeeM BBUAY KOrAa FOBOPUM O

M3neYeHUU XpoHU4ecKoro renatura €?

YcTtonumsbin Bupyconormdyeckmni apdekt (YBO):

Heonpeaenaemaa HCV PHK Hal2 Hepene (YBO12) nnun 24
Hepene (YBO24) nocne oKOHYaHMA Tepanmm

BI'C n3sneyeHo B > 99% nauneHtosb gocturwmx YBO 12
nnun 24

1. EASL recommendations on treatment of Hepatitis C, 2014. Available at http://files.easl.eu/easl-
recommendations-on-treatment-of-hepatitis-C/index.html#p=I (Accessed May 2014)
2. Pearlman BL & Traub N. Clin Infect Dis 2011;52:889-900.
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OCHOBHbIE 3Tanbl Pa3BUTUA Tepanun?
2011 - N 1 nokonexwna :

Poordad F, et al. N Engl J Med 2011; 364:1195-1206 7 7
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OCHOBHbIE 3Tanbl Pa3BUTUA Tepanun?
2011 - WUN 1 nokonenna -~

o Jacobson IM, et al. N Engl J Med 2011; 364:2405-2416;
Pl = protease inhibitor. Poordad F, et al. N Engl J Med 2011; 364:1195-1206 7 8
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1. Hézode C, et al. J Hepatol 2013; 59:434-41; 2. Colombo M, et
al. Gut 2013; DOI: 10.1136/gutjnl-2013-305667; 3. Maasoumy B,
et al. PLoS One 2013; 8:55285; 4. AASLD hepatitis C guidelines;
Accessed at http://www.hcvguidelines.org on 23-04-14; 5. EASL
hepatitis C guidelines; Accessed at
http://files.easl.eu/easl-recommendations-on-treatment-of-
hepatitis-C.pdf on 23-04-14.
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STanbl pa3BUTUA HOBOW TEpanum:

2013 — noaBneHue HOBOro MHrMGMTopa NSSB

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Sofosbuvir for Previously Untreated Chronic
Hepatitis C Infection

Eric Lawitz, M.D., Alessandra Mangia, M.D., David Wyles, M.D.,
Maribel Rodriguez-Torres, M.D., Tarek Hassanein, M.D., Stuart C. Gordon, M.D.
Michael Schultz, M.D., Ph.D., Mitchell N. Davis, D.O., Zeid Kayali, M.D.,

K. Rajender Reddy, M.D., Ira M. Jacobson, M.D., Kris V. Kowdley, M.D.,
Lisa Nyberg, M.D., G. Mani Subramanian, M.D., Ph.D., Robert H. Hyland, D.Phil.,
Sarah Arterburn, M.S., Deyuan Jiang, Ph.D., John McNally, Ph.D.,

Diana Brainard, M.D., William T. Symonds, Pharm.D.,

John G. McHutchison, M.D., Aasim M. Sheikh, M.D.,

Zobair Younossi. M.D.. M.P.H.. and Edward |. Gane, M.D.*

Lawitz E, et al. N Engl J Med 2013; 368:1878—-1887,
SOF prescribing information, Dec 2013.
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3Tanbl pasBUTUA HOBOW TEPanUNn: o
2013 — noABneHne HOBOro UHrMGUTOpa NS5B
nonumepasbl, copocbysu '

Jacobson IM, et al. N Eng J Med 2013; 368:1867-1877;
Lawitz E, et al. N Eng J Med 2013; 368:1878—-1887 7 11



3Tanbl Pa3BUTUA HOBOW Tepanunu:

2013 — SOF + RBV y NauueHTOB € reHOTUNOM

FISSION (N=499) FUSION (N=201) VALENCE (N=323)
(naive)?! (IFN-treated)? (naive or experienced)?
100 - 100 -~ 94 100 - 93
85
80 - 80 -
—_— 60 - 60 -
S
€ 40- 40 -
v
20 - 20 -
0 - 0 -
GT2 GT3 GT2 GT3 GT2 GT3
W SOF + RBV* (12 weeks) W SOF + RBV* (12 weeks) SOF + RBV SOF + RBV
W PegIFN + RBVT M SOF + RBV* (16 weeks) 12 wks 24 wks

1. SOF prescribing information, Dec 2013;

2. Jacobson IM, et al. N Eng J Med 2013;
368:1867-1877; 12

3. Zeuzem S, et al. Hepatology 2013; 58(Suppl

1):733A.

* RBV dose administered orally twice daily, dosed according to
body weight

(1000 mg daily <75 kg, 1200 mg daily 275 kg).

" RBV dose administered was 800 mg/day in two divided doses.



HoBblie 1AA

Cumenpesup il [laknatacBup

HykneotnagHble aHanorn  [lpoTeasHble MHIMBUTOpPSI NS5A nurnountopsl

400 mg 150 mg 60 mg
Bce reHoTUNbI feHoTN 1 1 4 Bce reHoTunbl
Beicoknn 6apbep Hunakun bapbep Hunsknin 6apbep
AHeapb 2014 Mau 2014 CeHmsbpb 2014
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HoBble oHnauH peKomer,au,uu EASL no
neyeHuto BIC [

SOF + PEG-IFN/RBV 12 weeks

12 weeks +

SMV + PEG-IFN/RBV RGT 12/36

. 12 weeks +
Daclatasvir + PEG-IFN/RBV RGT 12

SOF + RBV 12-24 weeks

SOF + SMV ( RBV) 12 weeks

SOF + daclatasvir (£ RBV) 12-24 weeks

SMV and daclatasvir are investigational

EASL recommendations April 2014 http://files.easl.eu/easl-recommendations- agents and not approved for use in HCV 7 14
by the EMA

on-treatment-of-hepatitis-c-summary.pdf



UHTepdepoH+pubaBu pul-lbcoclmc6y3up
QUEST-1/2 |

YBO 24 (%)

1a Q80K 1a no Q80K

Jacobson et al., AASLD 2013; Choe et al., AASLD 2013; FDA AVDAC, Oct 24, 2013 7 15
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BeauntepdepoHoBan Tepanus B 2014

Codocbysup+pubasmpuH 12-24 Hep
Codocbysup + cumenpesup (+ pubasupuH) 12 Hep
Codocbysup + paknaracsup (+ pubasupuH) 12-24 Hep




COSMOS ausauH:

pPaHAOMU3NPOBAHHOE, MYJ/IbTLLEHTPOBOE, OTKpslfoe uccnepoBaHue ~

~

0 4 12 24 36 48

p1

HabnaoaeHue

! PaHaomusauums ' Mp 2

HabnopeHue
2:1:2:1
p3 Ha6nopeHue
Mp 4 Ha6nopeHue

'p 1: METAVIR FO-F2, HeoTBEeTUMKMU
[p 2: METAVIR F3-F4, HeoTBEeTYMKMN U HanBHbIE

Lawitz E, et al. 49th EASL; London, England; April 9-13, 2014. Abst. 0165. i



COSMOS KoropTta 2:

YBO12 —-ITT nonynauus
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24 Hen
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SMV/SOF + RBV
12 Hep

Lawitz E, et al. 49th EASL; London, England; April 9-13, 2014. Abst. 0165.
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COSMOS koropTa 2

M GT1b M GT1a 6e3 Q80K

© GT1a c Q80K

100 100 100 100 100 100 100 100 100 100
100 - 9%
80 -
60 -
N
3
> 40 -
20 -
0 6/6 11/11 1111 44 77 | 4l4 5/5 13114 7I8 313 718 33 (I 18/18 38/40 25/26
SMV/SOF + RB SMVI/SOF SMV/SOF + RB SMVI/SOF SMV/SOF*RBV
24 Hep 12 Hep, Bcerol

@

Lawitz E, et al. 49th EASL; London, England; April 9-13, 2014. Abst. 0165.
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CodocbyBup + la KnaTacBh p’fizpwdﬁasupuu‘

HauBHbIe | un

HeOTBETHUKUA

100%  100% 100% _95% 100% _95%
_ _

SOF + DCV SOF + DCV SOF + DCV SOF + DCV SOF + DCV SOF + DCV
+ RBV + RBV + RBV

Sulkowski et al., N Engl J Med 2014,;370:211-21
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BIC reHoTun 2




copocbysup + pubasupuHnpu .

reHotune 2

PA3d I, 12/16 Hedenb, yuppo3s vs 6e3 |

100 97%

90 83%
80

70
60
50

YBO12 (%)

40
30
20
10

90% 92%
78%

60%

12 Hep, 12 Hep,
be3s umppos3

HauneHble (FISSION)

12 Hen 16 Hen 12 Hep, 16 Hepn

be3 unppo3sa LUunppo3
OnbiTHbIe (FUSION)

Lawitz et al., N Engl J Med 2013;368:1878-87; Jacobson et al., N Engl J Med 2013;368:1867-77 7
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BIC reHoTun 3




B FISSION (12 Hen) M VALENCE (24 Hep)

93 92

N=145  N=92 N=38

12 Hen 24 Hen 12 Hen 24 Hep

be3 unpposa LMppos3

Lawitz et al., N Engl J Med 2013;368:1878-87; Zeuzem et al., AASLD 2013; FDA hearings, October 25, 2013



pa3a lll, onbimHblIe

B FUSION (12 Hepn) FUSION (16 Heg) M VALENCE (24 Hepn)

100 - 85

be3 umpposa LHuppos

Jacobson et al., N Engl J Med 2013;368:1867-77; Zeuzem et al., AASLD 2013; FDA hearings, October 25, 201
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Codocbysup + laknataceup + puba
HQuUBHble, 2eHomumn-2, 3

100% 93%
100

90
80
70
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YBO 24 (%)

40
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20
10

SOF + DCV SOF + DCV + RBV

Sulkowski et al., AASLD 2012 7
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HoBasd BOHA...

Afdhal N, et al. New Engl J Med 2014; online DOI: 10.1056/

NEJMoa1402454; ,
Afdhal N, et al. New Engl J Med 2014; online DOI: 10.1056/ 7 33
NEJMoa1316366.



HoBasda BOHA......

Kowdley K, et al. New Engl J Med 2014; online DOI: 7 34
10.1056/NEJM0al1402355



HoBasda BOHA......

Feld J, et al. New Engl J Med 2014; online DOI: 101056/ 7 35
NEJMoal315722



Zeuzem S, et al. New Engl J Med 2014; online DOI: 10.1056/ 7 36
NEJMoal401561



HoBasa BOJH...

The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE ‘

6 ABT-450/r—Ombitasvir and Dasabuvir
«« with Ribavirin for Hepatitis C with Cirrhosis

Fred Poordad, M.D., Christophe Hezode, M.D., Roger Trinh, M.D., M.P.H.,
Kris V. Kowdley, M.D., Stefan Zeuzem, M.D., Kosh Agarwal, M.D.,
Mitchell L. Shiffman, M.D., Heiner Wedemeyer, M.D., Thomas Berg, M.D.,
Eric M. Yoshida, M.D., Xavier Forns, M.D., Sandra S. Lovell, Ph.D.,

Barbara Da Silva-Tillmann, M.D., Christine A. Collins, Ph.D., Andrew L. Campbell, M.D.,
Thomas Podsadecki, M.D., and Barry Bernstein, M.D.

v
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pet W2t " 00052 = Mp >, py D ¥ 1,27 Ph g,
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Zeuzem S, et al. New Engl J Med 2014; online DOI: 10.1056/ 7 37
NEJMoal401561
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BesuHTepdepoHoBble KOMBUHAL UMK

UHrnburopol NS5A MHrméburopobl MUHruburtopobl
npoteasbl MHrMébuTop npoTeasbl npoteasbl 2 NOK
HykneoTuaHbI NS5A

aHanor MHrMbuTop NS5A

MHrMéurtop 2
noK

He-
HYKN€OTUAHDbIN
aHanor

He-HyKkneoTugHblii
aHanor

+ pubaBupuH

Pawlotsky JM, Gastroenterology 2014; May;146(5):1176-1192 7
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BesnHTedepoHoBan Tepanus nocae 2014 -

(+ pn6a)

codpocbysup + negunacsmp * GS-9669 nnm GS-945 6-12 Hen
ABT-450/r/om6utacBup+ nasabysup 82-12 wen
(+ pnba)
MK-5172 + MK-8742
12 Hepn,

Apyrue KombuHauumn




ION-1: SOF/LDV * RBV y HaMBHbfx 'Gt;anblx C
reHotunom 1 e

XBI'C
GT1
(N=865)

0 6 12 18 24 30 36
Hepenu

Bcero 136 (15.7%) naumeHTOB C LMPPO30OM

SOF = 400 mg/day; LDV = 90 mg/day; Afdhal N, et al. New Engl J Med 2014; online 7 40
RBV = 1000-1200 mg daily according to body weight. DOI: 10.1056/NEJMo0al402454



ION-1: SOF/LDV + RBV y HaVIBHbIX Gonbl-lblx c

reHoTunom 1

100 . 86 97.2 97.7 99.1
80 -
Q)
S 60 -
(o]
&
> 40 -
(7))
20 -
0 _

SOF/LDV SOF/LDV + RBV SOF/LDV SOF/LDV + RBV
12 wks 12 wks 24 wks 24 wks

7 -
Afdhal N, et al. New Engl J Med 2014; online DOI: 10.1056/NEJMo0a1402454.
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ION-1: SOF/LDV * RBV y HéMBH\bf)f(’Gaanblx C

reHoTunom 1 <

I Overall

B GT1a W GT1b

100 . 936953870 964 955 100 99.1 98.8 100  99.1 98.9 100

80 -
p—
g
~ 60 -
=
g
) 40 -
20 -
n
N
0 -
SOF/LDV SOV/LDV + RBV SOV/LDV SOF/LDV + RBV
12 weeks 12 weeks 24 weeks 24 weeks

SOF = 400 mg/day; LDV = 90 mg/day;

RBV = 1000 or 1200 mg/day. )

* One patient achieved SVR12, but was not subgenotyped. Afdhal N, et al. New Engl J Med 2014; online 7 42
Error bars: 95% Cl. DOI: 10.1056/NEJMoa1316366.



SOF/LDV * GS-9669 nn GS-9451 sviercy:

Phase Il

o 100% 95% 100%

90
80
70
60
50
40

YBO12 (%)

30
20
10

SOF/LDV SOF/LDV SOF/LDV
12 Hep + GS-9669 + GS-9451
6 Hea 6 Hea

Kohli et al., CROI 2014 7
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SAPPHIRE-I: HanBHble Gonbl-lble/iﬁes umMpposa

ABT-450/r/ombitasvir + dasabuvir + RBV

n=473

HCV GT1,
HauBHble bel
umpposaa(N=631) n=158

>

0 12 24
Study weeks
ABT-450/r/ombitasvir (ABT-267) = 150/100/25 mg QD co-formulated; Feld JJ, et al. New Engl J Med 2014;
dasabuvir (ABT-333) = 250 mg BID; online DOI: 10.1056/ 44

RBV = 1000—-1200 mg daily according to body weight. NEJMo0al1315722.



SAPPHIRE-ISAPPHIRE-I:; HaMBHbIe 60nb|-|b|e b6e3

LuMppo3a

100 , 962 953 380
80
S
N 60
i
2
> 40
20
0

Overall GTla GT1b

Error bars: 95% Cl. .
Feld JJ, et al. New Engl J Med 2014; online DOI: 7 45
10.1056/NEJMo0al315722



95.3 100.0 95.2

100
80
—
X
—
~n 60
i
2
S 40
20
0
Prior Prior Prior
relapse partial null
response response

Error bars: 95% Cl.

Zeuzem S, et al. EASL 2014. Abstract 1 [oral

presentation].
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ABT-450/r/ombitasvir + dasabuvir £ RBV

99.5 99.0
100 -

80 -

60 -

YBO12

40 -

20 -

2|5

With RBV* RBV-freet

* 1 patient with virologic rebound — emergence of NS5A Y93H; Ferenci P, et al. EASL 2014.

t 2 patients were lost to follow-up, but subsequently achieved an SVR24; Error bars: 95% Cl. Abstract 1299 [Latebreike]r
poster].



AunsauH: MK-5172 (100 mg QD) ¥ MK-8742

(50 mg QD) + pubaBupuHy 253 -

Follow-up
>
Follow-u
i >
Follow-up
>
Follow-up
>
=132 PRBY Follow-up >
=33 1o RRV Follow-up >
=33 + RBV Follow-up >
=32 No RBV i : Follow-up Q
| | | | | L\ | | | |
I I I I I 1 I I I
D1 TW4 TW8 TW12 TW18 FU4 FU8 SVR12 SVR24

> s

Lawitz E, et al. 49th EASL; London, England; April 9-13, 2014. Abst. 061



Efficacy of MK-5172 + MK-8742£ RBV

in Treatment-Naive Patien‘ts-wi’t_l'[ Cirrhosis:

_EI m12 wk, + RBV (n=31) m12 wk, No RBV (h=29) m18 wk, + RBV (n=32) m18 wk, No RBV (h=31)
-
9 100 100 g7 100 g7 100 97 97
Y100 1 g9 90 90 7
&
X g0 -
2
w 60 1
c
2
w 40 -
% . Breakthrough
Q 20 - A Relapse
% @ Discontinuation
s ° n B
* A
A
— TW4 —  — TW12— 2~ Fu4s—

*Excludes patients who have not yet reached the FU4 time point
12 week arms include 97% of FU8 results

Lawitz E, et al. 49th EASL; London, England; April 9-13, 2014. Abst. O61.



BbiBoabl no utoram EASL 2014 _\

100%

YBO24(%)

J-M Pawlotsky
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== Baseline Increased Efficacy Only == Increased Efficacy and Treatment
FepmaHua AHrnna
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Wedemeyer H, et al. J Viral Hepat 2014; 21 (suppl. 1):60-89. '
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Tepnua renatuta C npownoe, 6yayuuee,

HacToALllee

-

MNopasneHua Frequent curability\

BUpyca 63 of diverse
PMGaBMpMH UHTepdpepoHa populations
(P1+ NI) . without IFN
Tenanpesup u Hosbie [IAA
Ml-l'l'epd)ep()l'l P P (e.g. faldaprevir)

6ouenpesup

-

1990 2000 2005 2010 2011 2012 2013 2014 2015+

NerniMpoBaHHbIN
uHTepdepoH * Cumenpesup+codpocbysup u gp
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CAMPAIGN Burnet Institute T

’,’n“,ﬁ”mm“ A critical need to scale up HIV prevention and

harm reduction services for people who inject
drugs in Tanzania: Results froma HIV and hepatitis
Cprevalence study in Dar es Salaam, 2011

Mark Stoové*, Anna Bowring?, Niklas Luhmann?, Céline

Th e N eq at ive Debaulieu®, Stéphanie Derozier?, Sandrine Pont?, Fatima Assouab?,

Abdalla Toufik?, Caroline van Gemert?, Paul Dietze*

Impact Of The et Vot s

IMédecins du Monde - France, Paris, France

Wa r o n D ruq s IMédecing du Monde, Dar ¢ Salaam, United Republic of Tanzania
On Public Health: M

The Hidden
Hepatitis C
Epidemic

"V"P,‘ Py
-
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T

Brevets sur les médicaments ou vies humaines : il est temps de choisir iR {e X« ] (=] HCV?

What is the minimum cost per person

Summary: Costs per person, for 12 week course of HCV

DAA’s
Ribavirin 1000mg 84g $21-63*
Daclatasvir 60mg Sg $10-30
Sofosbuvir 400mg 34g $68-136
Faldaprevir 120mg 10g $100-210
Simeprevir 150mg 13g $130-270

*$25-76 for 1200mg daily dose of ribavirin
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