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HCV IR

(2003 (1AL EZEZL-2EHIDERET)

BEH HCVHLiK HCV-RNA
B3 % B3 1%
I &&= 811 786 (96.9%) | 667(82.2%)
MSM 2730 114 (4.2%) 98
drug users 20 9 (45.0%) 8
others 1316 25 (2.0%) 7
total 4877 930 (19.2%) 780 (16.0%)
366fER~NEST. 1745 LY EE (AEHRL7. 3%)
HIV-HCVEHEREFFDZEA IR/ (N FIZEPR 20064)
2013 . HY Dept. of Infectious Diseases, Internal Medicine, Univ. Tokyo
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S RN ZH T HHIVD B L AF R
(HCV Genotypell)

GT1 | GT2 | GT3 | GT4 | Mixed | Other | Total
Blood 102 24 38 2 24 69 259
Product (87.2%)
MSM )/ 1 0 0 0 4 12
Hetero 1 1 0 0 0 ] 9
sexual
IDU 0 0 0 0 0 1 1
others J 3 2 0 0 4 16
total 117 29 40 2 24 85 297

HIV-HCVEE REFDZEAARS12 UNFIEMER 200645)
;R AHN LB RELTIEGenotype 34OEERENROSND,

2013 . HY Dept. of Infectious Diseases, Internal Medicine, Univ. Tokyo
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(HCV GenotypefH

GT1 GT2 | GT3 | GT4 | Mixed | Other | Total
Number 117 29 40 2 24 85 297
(55.2%) | (13.7%) | (18.9%) | (0.9%) | (11.3%)

Age 38.3%x104 | 39.8+95 36.1%8.9 38.5%2.1 38.7%£8.7 | 36.2x=11.5 | 37.9%£10.3
Sex (M:F) 114:3 29:0 40:0 2:0 24:0 81:4 290:7
Viral Load 31:11 5:5 12:2 2:0 11:0 6:1 67:19
(High:Low)

HIV-HCVEE REFDZEAARS12 (N FIEMER 200645)
HCV Genotypel&GT1, GT3, GT2, mixedDIJEIZZ M oT=,
EHXTEICEERITENZZ T,
2013 . HY Dept. of Infectious Diseases, Internal Medicine, Univ. Tokyo




FFREBDOHIVREEEIZEITHA /NI

40-

35+

30

254

20+

Death (%)

15

10

T T
AIDS Liver disease Cardiovascular Non-AIDS Other
disease malignant diseases

Cause of death

Figure 1: Causes of death in patients with HIV infection? Joshi D, et al. Lancet 2011;.377: 1198-1209
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HIVEEFEMNH B E. HCVIZK § B R . HCVDIEhEE
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CDAHRE MBS E., FRMEIED TR THLSE M
(stellate cell) AV EMEIESN S,
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The Prevalence of Cirrhosis and Hepatocellular
Carcinoma in Patients with Human
Immunodeficiency Virus Infection

George N. Toannou," Christopher L. Bryson,” Noel S. Weiss,” Richard Miller,"
John D. Scott,” and Edward J. Boyko®

1596 1997 1998 1955 2000 2001 102 D3 004 ROOS 2008 ROGT DA 2008

Increasing Incidence of Hepatocellular
Carcinoma in HIV-Infected Patients in Spain

Nicolas Merchante,® Esperanza Merino,® José Lopez-Aldeguer,” Francisco Jover,! Marcial Delgado-Fernandez,'*®

Maria José Galindo,® Enrique Ortega,® Antonio Rivero,'*® Carlos Minguez,” Alberto Romero-Palacios,"*
Sergio Padilla’ Manuel Marquez-Solero,”® Concepcion Amador® Maria José Rios-Villegas>® Francisco Téllez,
Joaguin Portilla,® and Juan A. Pineda'®
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Incidence density vate of HOC,
cases per 1) person years

0.4
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Figure 1. Evolution of the incidence density rate of hepatocellular car-
cinoma in patients coinfected with human immunodeficiency virus and
hepatitis C wvirus during the study period [n=76). Abbreviation: HCC,
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PEGIFN-RibavirinD ;& Exh & (FFZ2H)

Response
Viral Load (High:
Genotype Low) SVR ETR NR Total

1 8:2 2 (15.3%) 0 11 13

2 1:2 1 (25.0%) 0 3 4

3 4:1 4 (66.7%) 1 1 6

4 1:0 0 1 0 1
Mixed 4:1 1 (20.0%) 3 1 5
Others 3:0 3 (50.0%) 1 2 6
Total 21:6 11 (31.4%) 6 18 35

HIV-HCVEERLEBDZEH MRS/ (N AEIIR 20064)

PEGIFN-RibavirinD ;B R (L B R (2 R (LN,

2013 . HY Dept. of Infectious Diseases, Internal Medicine, Univ. Tokyo



PEGIFN-Ribavirin® & Eh B

APRICOT RIBAVIC PRESCO PARADIGM Japan National Study

fiE 511 2% 860 412 389 410 35
E3 EEH#RE TI30R ARAY EfRHE AR
PEG-IFN formulation 2a 2b 2a 2a —
5 2AR (GE) 48 48 24-72 48 —
CD4ifiRazR (/ pL) 530 482 546 489-519 271
HIV-1RNAFZEFEFI 2 (%) 60 67 72 — 11
ARTHEITE (%) 84 83 74 88-89 11
F3/IFADEIE (%) 16 39 28 11-12 —
Genotype 1 (%) 61 48 49 100 36
HCV RNA > 800,000 IU/mL (%) 72 — — 79-81 38
SVR (%)

Genotype 1 29 36 19-22 15
Genotype 1/4 17 35 — 14
Genotype 2/3 62 44 72 — 50

2013 . HY Dept. of Infectious Diseases, Internal Medicine, Univ. Tokyo
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protease/helicase l] polymerase
NS3 4A NS4B NS5A NS5B

Assela T, et al. Liv Intern. 2009

“TJOT7—E" LXK, DAILADIEILEF (MRNA) hSEIERESN = KELAR
DINDBEEUYR A0 DERTH S,

G FIRTFA—1: (Core, E1, E2, p7, NS2Z&£EL5S) . Y TJOTF
77— (NS3-5ZHLD) D2IEENH D
HCVDBEELLTHRFEINIDIIREDIERZFIDETHS,
DAILADRAINGENTELZN =D, DAILADEFETELN,
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SBEIRT 2481 M HCV RNA (&4 k3
(TIEYY MREBKAL)

- 91.2% 9
100 86.9% (811/670 ﬁl?) ?Dg%ﬁ
(1,513/1,741 1)
80 68.2%
(197/289 fl)
B0
401
20
O -
Z21{F ELaER B RAG gL
| AARHEER |

2013F4 A 198 B M TUREE L 12,4695 (FE@HI %K : 1,74145]) A3 &

TIEYI5E250mg [fERABIRRE (£6IFAE) PRIKET Vol4GEM) ] (HII=2REK/RARH)
2013 . HY Dept. of Infectious Diseases, Internal Medicine, Univ. Tokyo
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|4 FF

ERE I B AREER I B W T 2RI A EE (PEG-IFN a-2b+1)/NE) ) EEEE LT, 10% L EHRIBED

BULRIERICDOWTIE, TaehxRDBY T,

IR | 3RIBHERE | 28I HRA

o | g1 91.0% | 73.0%
O mwhREEY 65.9% 36.5%
O normEmEm 60.7% 7.9%
O #BER 58.1% 47.6%
@ trvovEsEN 50.6% 39.7%
@ &R 42.3% 27.0%

R 38.6% 28.6%
®| mhsLFF= N 30.0% 0.0%
@ s 26.2% 11.1%

®5 26.6% 3.2%
® =0 22.1% 1.1%

MEsREE (12664 |
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50 50 g5
50

40

Patients with SVR (%)

30
20
10

0
nN=  5/7 1116 12/15 28/38 206 4/18 4/8 10/22
T/PR PR

B No ART M EFV/TDF/FTC M ATV/r/TDF/FTC Total
Sulkowski et al. AASLD 2012
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Table 4: Adverse Events and Treatment Discontinuation

Part A Part B
No ART | EFV/TDF/FTC [ATV/r + TDF + FTC/3TC
-
| N=8 N=8
Any AE, n (%) 7 (100)|6 (100){16 (100)(8 (100)] 15 (100) 8 (100)
Serious AE*!, n (%) 1(14)| O 1(6) 0 5 (33) 1(12)

Discontinuation of all study

drugs due to AE, n (%) 0 0 0 0 2(13) 0
Due to jaundice 0 0 0 0 1(6.7) 0
Due to cholelithiasis 0 0 0 0 1(6.7) 0
Due to hemolytic anemia*| 0 0 0 0 1(6.7) 0

*Hemolytic anemia was reported as a serious adverse event.
" One additional patient had a serious AE of pneumococcal pneumonia reported after the Week 4 safety follow-up visit.

ATV/rOEEIELCIREE CFSBEAH D,

2013 . HY Dept. of Infectious Diseases, Internal Medicine, Univ. Tokyo




ANES HE-25

Study design (1) Tela] reL'lll

Single arm, phase 2 clinical trial

DO W4 W8 W16 W48 W72 W96
RVR, |EVR, SVR, E
I i
| i
1 I
| i
¥ v v E
Complete RVRg '
M M PeglFN a-2a | Follow-up M
(lead in) Telaprevir RBV SVR,,
PeglFN a-2a | PeglFN a-2a :
HRBV RBV PeglFN a-2a Follow-up
RBV

Partial RVR,

Complete RVRg (HCV-RNA <15 1U/mL): 32 weeks PR phase (Total treatment: 48 weeks)

Partial RVHg (15 IU/mL < HCV-RNA < 1000 1U/mL): 56 weeks PR phase (Total treatment: 72 weeks)
4

25 2D REERIRERER, 48- 72 DB ENTTHN TN,



ANBS HE-2G

Baseline characteristics mm | m\"“
N (%), n=69

Age, median [IQR] 50 years [47-52]
Male 55 (80 %)
Non-Black 29 (85 %)
IVDU 38 (55 %)
BMI =2 25 9% 26 (38 %)
CDC stage C 13 (19 %)
CD4 cellssmm?3, median [IQR] 630 [459-736] |
HIV-RNA <50 copies/mL 68 (99 %)
TDF-FTC-ATVr 34 (49 %)
TDF-FTC-EFV 13 (19 %)
TDF-FTC-RAL 12 (17 %)
HCV genotype 1a 48 (70 %)
Log HCV-RNA, 1U/mL, median [IQR] 6.2 [5.8-6.7]
F3 11 (16 %)
F4 16 (23 %)
Relapse 27 (39 %)
Breakthrough 6 (9 %)
Partial responder 15 (22 %)
Null-responder 21 (30 %) 0

FFEEA23%EFNDERKHERTH S,

2013 . HY Dept. of Infectious Diseases, Internal Medicine, Univ. Tokyo



ANBS HC-2§

EVR,s by groups of patients (ITT, n=69) TelanreVin

% HCV-RNA <15 IU/mL

. | o 100%
1005 o, 92% 92% 2% . 9
% o Bﬁ%
805 82% Ba% ase
80%
60%
40%
20%
0% L .

S N oGV O b Q-
@@é@d&e LA S &Qﬁq &
\ \ J \ J

Associat'ed ARVs Fibrosfs stage Previous‘response =

TIITLEIVIE T RFICITHEBERE . AEHEICREf%R7<80% LI L THCV RNAE4

2013 . HY Dept. of Infectious Diseases, Internal Medicine, Univ. Tokyo




Grade 3-4 AEs and treatment ANES HG-25
discontinuations up to W16 TelapnreVin
N (%), n=69
Grade 3 AEs 18 (26%)
Hematological 6 (9%)
General 5 (7%)
Gl 2 (3%)
Cutaneous 3 (4%)
Neurological 2 (3%)
Psychiatric 1(1%)
Others 2 (3%)
Grade 4 AEs 5 (7%)
Hematological 4 (6%)
Psychiatric 1(1%)
Reasons for treatment discontinuations
Psychiatric AEs 3 (4%)
Cutaneous AEs 3 (4%)
Other AEs 1 (1%)
Virological failure 1 (1%) 13

T5ILEILHIEE10%., JL—F4DEIERIZ7% TH 1=,

2013 . HY Dept. of Infectious Diseases, Internal Medicine, Univ. Tokyo
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C212:E%: Genotype 1 HCVEHIVD EE R EE(C
XfFBDUATUE IL+RT)INEE

Wk 12 Wk 24 Wk 48
¥ } ¥
Simeprevir 150 mg QD PegIFN/RBV —»24-mo
S 8 R4 « + PegIFN/RBV F/U
-"'-;‘.L\-/ ll“; | ) .
Al 362 5 2 A1 |, Simeprevir 150 mg QD PedlEN/RBY —24-mo
+ PegIFN/RBV. < F/U
BLAR RIS R Simeprevir 150 mg QD 24
—p24-MO0
48 15 [543 + PegIFN/RBV PegIFN/RBY F/U

SREFIBRABDOIVMNIVAENEERERE. 12BDVMILAENZHEDOFHEL
[Tmf-9EmENH. AEEZ24:8ELT-,

Highlights of Atlanta 2013:
Coinfections and Comorbidities

CCO Independent Conference Coverage
of the 2013 Conference on Retroviruses and Opportunistic Infections*
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Preliminary Outcomes in Patients Treated With Simeprevir
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86 84 90 B SVR4
O
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S
% 60 -
c
Q0
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o
2071 L 30/ | 10/ 21/ | of | a
n/NS 35 | 13 25 | 8 10 | 5
2% xKiaBpl BRI
Highlights of Atlanta 2013:
Coinfections and Comorbidities
CCO Independent Conference Coverage
of the 2013 Conference on Retroviruses and Opportunistic Infections*
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C212:4E&: Genotype 1 HCVEHIVD EE R LEIC
XtgHUATLUE L+ ARG INEE

HCV RNA <25 |UimL UND {RVR)
B HCV RNA <25 IUimL

THF

Overall Naive Relapse Partial Null

g

Patients (%)
c 22888882838 8

Highlights of Atlanta 2013:

Coinfections and Comorbidities

CCO Independent Conference Coverage
of the 2013 Conference on Retroviruses and Opportunistic Infections*
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VIARTAEIL+YINE) 2 (GT2/3)
Ty R®DIFN free trial

Presented by Jurgen Rockstroh at the 28th International Congress of Chemotherapy and Infection (by courtesy of Dr. Tomohiko Koibuchi)
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HCV RNA: Individual Patients (N = 10)
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; 20115118 7A)HFEES
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HCV RNA, log,, IU/mL

_________

Below LLOQ {15 IU/mi), Detectable
Undetectable

l] ] I I ] I I ] I 1" I .t ] """ I . l"'_r
1] 1 2 3 4 5 b 7 B 12 24 36 A48
Weeks SVRy; SVRy,

ABA—DTOVEFEDHLECELHCV RNAZIEMHL S B A EMNTES

2013 . HY Dept. of Infectious Diseases, Internal Medicine, Univ. Tokyo




HCV RNA undetectable
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Non-Responsers (h=21) Ineligible/ Intolerant (n=22)
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HY

91 91 91 91 91 o1
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Sofosbuvir 400 mg daily for 7 days in

Patients with HIV/HCV Coinfection
Viral kinetics according to HIV Coinfection and HCV genotype

# GT1HCV (n=8)
4 GT1 HIVIHCV (n = 23)
© GT 2/3 HCV (n =10)

£ GT 2/3 HIVHCV (n=7)

HCV RNA (log;o) IU/mL

—»Dosing Period >

0 1 2 3 4 5 6 7

Time (Days) Sulkowski 2012 (from the Website of
) Johns Hopkins School of medicine)
Lawitz E, et al. EASL 2012; Gane E, et al. AASLD 2011, Rodriguez-Torres et al. ICAAC 2012
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