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170 munnnoHos m-lclmu,ubbsaum}i B,FC -

3—4 HOBbIX C/ly4aeB eXerogHo

N( . 7Y
d people are

only 5% of the 170 million HCV-iniecte

Prevalence of

Hepatitis C Virus Ini

B 2

il aware of their infection !
“1.0% Thomas DL, Lancet 2010;376:1441-1442
Mo s Thomas DL, AVT 2012

Jules L, N Engl J Med 2008; Lavanchy D. Clin Microbiol Infect 2011;17:107-15 7 5
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Octpbin renatut C (OBIC)

Sources of Infection for
Persons with Hepatitis C

Injecting drug use 60%

Sexual 15%

transfusion 10%
(before screening)

Other * 5%

Unknown 10%

*Nosocomial: Health-care work; Perinatal

Source: Centers for Disease Control and Prevention
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Nepenawa BFrC

MeauuyunHckme maHunynatum B Erunte u [lakKuctaHe ABAAIOTCA

He3aBMCMMbIM PpaKTOpom pucka nepegaum BIC Jimenez, PlosOne, 2009

MeHHe 50% 6aHKOB KpoBU TecTupytotT Ha BI'B nam BI'C

2-3 MUNNNOHA YeNnoBeK 3apaXkaloTca exxerogHo B mupe BIC B cneacreue
HecTepunbHbIX UHbeKUunn WHO, 2009 Easterbrook, P Semin Liver Dis

2012
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July 2013).

WHO. Available at: http://www.who.int/vaccine_research/documents/ViralCancer7.pdf. (Accessed 19
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PacnpeaeneHTe reHOoTMNOB cpeean BUY-

NO3UTUBHDbIX NAUNEHTOB - =

————1a 50.0%

Ty 1a/2b 1.5%
& 4c/ad 1.5%
8 — 1ade 1.5%
2al2c 1.5%

T~ 2b 45%

1b 22.7%-

~—————1al1b 7.6%

3a 9.1%

Sherman KE, et al. Clin Infect Dis. 2002;34:831-837.
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YactoTta BI'C cpeau B”"-ﬁbéw‘ruﬁiaixzecm AM \
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Hep C Infection Prevalence Among HIV-1-Infected Persons:
US and Worldwide

Worldwide 2
~20%

1
US
~30%
B HIV-1 Monoinfected
~70% O HIV—1IHep C Coinfected

Soriano V et al. AIDS, 2002, 16:813-828; Soriano V et al. Antiviral Res. 2010, 85:303-315.
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PacueTHasa BcTpeyaemocTs BIC mo rpynnam ©

pucKka BUY S e

Estimated Prevalence of Hep C Coinfection in HIV-1-
Infected Patients by HIV-1 Risk Group

Median Percentage Positive by Anti-Hep C

\ «_ Injection Drug Use Heterosexual Homosexual
\ ) 0 =

All HIV-1-Infected HIV-1 Risk Group

Adapted with permissions from Alter MJ. J Hepatol. 2006; 44:56-S9 y u



Individuals with multiple sex partners are twice as likely to acquire Hep C
compared with individuals in a monogamous heterosexual relationship with a
single Hep C-positive partner

— Multiple sex partners can sometimes be associated with injection drug use

A US study found that HIV-1-infected women are twice as likely as uninfected
women to acquire Hep C

A Dutch study found that HIV-1-infected MSM are almost 43 times
more likely to acquire Hep C than uninfected MSM

In MSM, traumatic sex practices involving anal mucosal damage identified as
risk factors

MSM = Men who have sex with men
1.Tohme RA et al. Hepatology. 2010,52(4):1497-1506




MocTOoOAHHOE

yBenuMuyeHna yucna B

AmbynatopHaa KAnHuKa B bepaunHe; ~1500 HIV+, 185

cnyyaes octporo BIC ¢ 2002 no 2013
30

; /™

50 » f‘/«\

15

10 /f V \‘ == Acute HCV
5 /

0 T T T

Own data, MIB 7 13

Yucno cnyyaes

2002
2003
2004
2005
2006 |
2007
2008
2009
2010 |
2011 |
2012
2013



ABnseTca nu

Danta m. et al., AIDS 2007 Urbanus et al., AIDS 2009 Schmidt A. et al., Plos

case-control, HIV+ cross-sectional, HIV+/- One 2011
case-control, HIV+

MHOXecTBeHHble PekTanbHoe
napTHepbl KpoBoOTe4YeHue

PuckoBaHHbIe OUCTUHT
NpPaKTUKN

HasanbHblie nnu H
aHasbHble HapKOTUKM dPKOTUKHU

= Fisting was strongly correlated with
the use of sex toys, group sex,
bleeding during sex, and GHB use
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3aboneBaemocTb u CMEpTHOCTb n nau,ueHTOB c.

BMY 1 BIC o

O6bcnenosanne 144 BUY/BI'C nauneHToB B amMOynaTOpHOW KITMHUKM
onsa 6onbHbIX remodpununen 1990-1995

= 49 BWY/BI'C naumneHToB co cmepTten 10 n3 20 n3 3a ne4eHoYHOM
HeagoOCTaTOYHOCTU

= 95 naumneHToB co ctabunbHbiMmn CD4; 2 cmepTn n3-3m O n
Onyxonwu

= /2 MOHOUHMPUUNPOBAHHbLIX; HN OOHOW CMEpPTH
= BWY 6e3 BI'C n CD4 <100/ml 16 cmepTe n3-3a O unu onyxoneun

Rockstroh JK et al., Am J Gastroenterology 1996;91:2563-2568 7 16
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3a60neBaeMoCTbM CMEpPTHOCTb-60/1bHbIX BUY/

BI'C O

pynna B-D
L| (n=191)
. p < 0.001

% 6e3 ne4yeHoYHOM HeJoCTaToOYHOCTHU

30 40 50 60 70
Mecsaubl

Rockstroh JK et al., Am J Gastroenterology 1996;91:2563-2568 7 17



1.00 -
0.83 -
N = 4852
0.67 1 BWY/BIC (n =180)
AnkoronbHoe 3aboneBaHue NeYeHU
(n=701)
0.50 - BIB
0.33 7 Brc (n=2313)
Cteato3> 25 (n = 93)
0.17 4 nNepBuUYHBLIN GUNNMapPHBIN uupp}ai;
(n = 406) J
0.00 — T —
0 20 80
Age (years)
Poynard T, et al. J Hepatol. 2003;38:257-265. 7 18

Y. Behamou personal communication
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HauyanbHble nposBneHns OBFC/npu BUU n6es

X
\

Bospacrt
Mon (m)
BMI > 30

Puck
MCM
letepo
MUH

FeHoTun
HCV-GT
1/4
2/3
anti-HCV positive
HCV-RNA (log10)

Na6opaTtopHble AaHHbIe
Make ANT (1U/l)
ALT > 20 x ULN

Bunu > 2 mg/dl

KnuHuka
TpaHcaMuHasbl
Op cMMnTOMbBI

Vogel, Deterding et al. CID 2009

BUY-nosutuBHbIE BWUY-HeratuBHble
n=157 n=259

39 (35 - 44)
99%
0%

97%
1%
1%

84%
15%
83%

5.8 (5.4 - 6.4)

261 (92 - 499)
7%
10%

62 (42 - 101)
32%

37 (27 - 48)
58%
13%

2%
20%
17%

69%
29%
79%

5.0 (4.0 - 5.8)

660 (363 - 1213)
37%
58%

48 (30 - 63)
59%
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MexaHu3mbl BanaHna BUY Ha BIC

BNY yckopseT penankaumio BI'C n yckopsaet pubpos yepes
TGF B1°.

[MpUYMHNK BOCNANEHUA ABNATCA YCKOPEHME
NpoBoCnaAnUTe/ibHbl MeanaTopoBs?.

YBuneyeHue sKkcnpeccn UMTOKMHOB M OCUAATUBHbBIN CTPEcC
YCKOPAIOT anonTo3 K/IEeTOK NevyeHn

HapyweHue cekpeumn |L-2 CD4+ T KneToK natocC
HeaddekTusHaa ctumynauma NK knetok?.

Lin W, et al. Gastroenterology 2008; 134: 803-811
2Kuntzen T, et al. AIDS 2008; 22: 203-210.
3Lin W et al., J Infect Dis 2013;207:513-18
4Glassner et al., J Hepatol 2013; epub ahead of print 7
20
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Bananue APT Ha cmepTHOCTb U

T

KOMHGULUPOBAHHbIX NALMEHTOB -

BOHHCKas KoropTa (1990-2002) S
285 KO-MHOULMPOBAHHbIX % 0.3
CMepTHOCTb NO NPUYMHAM CB C S 06
neyeHbto 100 yenosek/net = 0.4
BAAPT: 0.45 g
© 0.2
APT: 0.69
be3 Tepanuu: 1.70
[lpeAUKTOPbl CMEPTHOCTHU
Bes BAAPT g 1
Huskne CA4 % 0.8
PacTtywmin Bo3pact 2 06
k-
2 0.4
-
© 02

Qurishi N, et al. Lancet. 2003:362:1708-13

O6Lwasa cMepTHOCTb

HAART*
ART
*P < 0.001 No therapy
0 1000 2000 3000 4000 5000 6000
Days

CMepTHOCTb cBsA3aHHaA C NeY4YeHbHo

1 ART

1 No therapy
*P=0.018

0 1000 2000 3000 4000 5000 6000

Days 7 27
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U3meHeHUA B NpUUYMHaX cmeptn |
~ o R .

22%

32% 34%
° 39%

16%

Weber R, et al. 19th IAC; Washington, DC; July 22-27, 2012; Abst. THAB03104.



frenatut C u BUY

* INMAEeMUONOInA

e TeyeHUe n natoreHes

* JInarHoCTuKa



AunarHoctuKa BIC

e BIC DA

e BICPHK

* [eHOTUN
 |L28B

 Cragma ¢mnbposa

* TecCT Ha pe3nUCTeHTHOCTb



OnpepaeneHue oCTporo BIC ;

OcHoBHbIe Kputepun(Grade A, Level ll)
1) NMonoXxuTHNbHbIE B Npeabiaywme 12 mecsaueB unm

2) NMonoxutenbHbin HCV RNA v gokymeHTupoBaHHble oTpuuaTenbHblie HCV RNA u
otpuuarenbHble anti-HCV IgG B npeabiaywme 12 mecsiueB

[JononHutenbHble Kputepumn (Grade B, Level lll)
MonoxkutenbHoin HCV RNA He3asucumo ot anti-HCV 1gG c:

1) Mpw nosbiweHun AJIT 6onee 10 pa3 oT HOPMbI NN

2) NckntoueHne apyrmx renatuTos.

Acute hepatitis C in HIV-infected individuals - recommendations from the NEAT consensus
conference; AIDS 2011



OcTtpbin BI'C
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Blackard et al, HEPATOLOGY 2007 w -
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OCTOPOXKHOCTb NpU p,uaercqu‘efBl"‘Gy BUY

NO3UTUBHDIX S T

"TecTUpoOBaHME HA aHTUTENIA MOKET ObITb
HeA0CTaTOYHbIM

=[locne nepsoro nonoxutenbHoro MNLUP

)

Patient -
N
w
|

-
o
|

—37% aHTuUTena yepes 3 Mec
—86% aHTUTEeNa Yyepes 6 mec

—5% 6e3 cepoKkoHBepcum BTeveHne 1 roga

0 200 400 600 800 1000 1200 1401

Time (days)

Thomson et al. AIDS 2009, 23:89-93 7 -
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Cobas Amplicor
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effective iImmune response

/

spontaneous clearance

Lt M i

m

!
= 2



. 'ci, BupycHble dakTop dakTopbl X03AMHA

eHoTUN - MHC Annenb
o Bup Harpy3ka P i CHIM
“y @ &(‘%@ﬂ([, MnKkpoPHK
GenExpressionLevel

KnuHuka n anngemuornorus NeHeTUKa gM

rnon -

BO3paCT AACGCAACCG

pacca e

Op- sabonesaHus MEAGCTCICATICICH

AACCAACGTGTACATTCAGG

dunbpo3 l
TeyeHne 6onesHm
OTBeT Ha ne4vyeHue T %
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11 1

~ IL-28B

—log,, (Pvalue)
\j

BChr.1 BChr.2 EChr.3 BEChr.4 BEChr.5 EChr.6 EChr.7 BEChr.8
EChr.9 B Chr.10 @ Chr.11 O Chr.12 OChr. 13 O Chr. 14 [0 Chr. 15 O Chr. 16
O Chr. 17 OOChr. 18 W Chr. 19 O Chr.20 O Chr.21 O Chr. 22

» CBA3b c nucxonoun tepanum (YBO vs. He YBO) (tanaka Nature Genetics 2009,

Suppiah Nature Genetics 2009, Ge et al. Nature 2009, Rauch et al., Gastroenteroplogy 2009, McCarthy Gastroenteroplogy
2010)

.CBﬂ3b CO CMMOHTAHHbBIM U3 neyeHNem (Thomas et al. Nature 2009, Rauch et al.,
Gastroenteroplogy 2009) 7 31



100
P=1.06x102 P=2.06x 1073 P=439x10% P=1.37x1028

80

n= 336 6 n= 392

.60
o\:
%40 i n = 559
i"=433 n= 186
20/, =102
il &l

T/T T/C C/C T/T T/C C/C /T T/C C/C Tfl' T/C C/C

European- African-Americans Hispanics Combined

Americans
rs12979860

B SVR (%) ™ Non-SVR (%)

Ge et al. Nature 2009 7 32
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PacnpoctpaHeHnue IL28B r§1297867)
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Thomas et al. Nature 2009 1 33
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NepBUYHO- pe?,MCTeHTH‘bJaBapMaH'nbl?’
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0.3-2.8

0.3-1.8%

A Y Q V R 4

1. Bartels DJ, et al. J Infect Dis 2008;198:800-7; 2. Kuntzen T, et al. Hepatology 2008;48:1769-78 A 34
3. Vierling JM, et al. Hepatology 2010;52(Suppl.):702A; 4. De Meyer S, et al. ) Hepatol 2011;54(Suppl. 1):5475
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NepekpecTHasi pe3UCTEHTHOCTL

V36A T54S/ V55A Q80R/ R155K/ A156S A156T/V D168A/E/G/ V170A/
K T/IQ HITIY T

IM A
_ I

Telaprevir*
(linear)

Boceprevir*
linear)

SCH900518*
(linear)
BILN-2061 **
(macrocyclic)

Danoprevir*
(macrocyclic)

MK-7009*

(macrocyclic)

TMC435*

(macrocyclic)
BI-201335*
(macrocyclic?)
BMS-650032*

(macrocyclic)

GS-9451*

(macrocyclic)

ABT450

(macrocyclic)

IDX320**

(macrocyclic)

ACH1625**

(macrocyclic)

MK-5172***

(macrocyclic)

* mutations associated with resistance in patients
** mutations associated with resistance in vitro Sarrazin et al., ] Hepatol 2012 7 36
*** no viral break-through during 7 days monotherapy



ECTb 4ONroCcpoUHbIe nocnep,cTBml

pe3nUCTeHTHOCTH?

2

I I I I I
4 6 8 10 12

Time after failure (months)

I
14

BepOFITHOCTb AWKOTo TUnMa

Bpema BeposaTHO

CTb
0 26%
3 36%
6 48%
12 1%
16 96%

1 Based on Kaplan-Meier estimation using
population sequencing; hash marks in plot
indicate censored observations

Sullivan JM et al. J
Hepatol. 54: S4, 2011. 7 37



Innere Medizin
Ch.P. Strassburg 2.0G Direktor Prof. Dr. G. Nickenig

enterologie - Hepatologie
Gastrointestinale Onkologie Pneumologie

Nephrologie / Infektiologie Angiologie
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