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Hepatology. 2010 August ; 52(2): 612-622. doi:10.1002/hep.23679.

Human Immunodeficiency Virus (HIV)-1 Infects Human Hepatic
Stellate Cells and Promotes Collagen | and Monocyte
Chemoattractant Protein-1 Expression: Implications for the
Pathogenesis of HIV/Hepatitis C Virus-Induced Liver Fibrosis

AnacC. Tuyama*, Feng Hong*, Yedidya Saiman, Chuansheng Wang, Derya Ozkok, Arevik
Mosoian, Ping Chen, Benjamin K. Chen, Mary E. Klotman, and Meena B. Bansal
Department of Medicine, Mount Sinai School of Medicine, New Yark, NY
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Hepatitis C Virus Core Protein Induces Neuroimmune
Activation and Potentiates Human Immunodeficiency
Virus-1 Neurotoxicity

Pornpun Vivithanaporn'?, Ferdmand Mamgat Liang-Tzung Lin?, Hong Na', Chrnstopher D.
Richardson®, Babita Aarawg]® Eric A. Cohen® Jack H. Jhamandas'

|
@% PLoS ONE | www.plosone.org September 2010 | Volume 5 | Issue 9 | e12856
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The Results of Phase lll Clinical Trials With Telaprevir and Boceprevir
Presented at the Liver Meeting 2010: A New Standard of Care for
Hepatitis C Virus Genotype 1 Infection, But With Issues Still Pending

JEAN-MICHEL PAWLOTSKY*# GASTROENTEROLOGY 2011;140:746-760
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ADVANCE: Overall SVR and
E@lapse Rates

M 8-wk TVR + PR + 16/40-wk PR (n = 364)
M 12-wk TVR + PR + 12/36-wk PR (n = 363)
M 48-wk PR (n = 361)

onftrol




ILLUMINATE: Overall SVR

1 388/540

149/162

140/160




SPRINT-2: Response Rates
Bi&eording to Race

suided BOC + PR M 4-wk PR + 44 weeks BOC + PR M 48-wk PR




RESPOND-2: SVR Rates
lAc cording to Treatment Arm
ClmiEPrior Response

4-wk PR + response-guided
BOC + PR (n=162)

B 4-wk PR + 44-wk
BOC + PR (n = 161)

/0. W 48-wk PR (n = 80)

Bacon BR, et al. AASLD 2010. Abstract 216.



RESPOND-2: SVR Rates According to
ire atment Arm and Prior Response

4-wk PR + response-guided
BOC + PR (n = 162)

B 4-wk PR + 44-wk
BOC + PR (n=161)

/0. W 48-wk PR (n = 80)
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Télapreévir chez les co-infectés VIH-VHC génol, naifs
GllFN - Analyse intermédiaire / essai de phase 2a (1)

0, en double aveugle, évaluant le télaprévir (TVR) en
avec PEG-IFNa-2a et RBV (PR)

ients co-infectés naifs d’ARV et ne recevant pas d’'ARV
8 /mm3 et CV VIH < 100 000 c/ml

ecevant des ARV (TDF/FTC/EFV ou TDF/FTC ou 3TC +
Q/mm3 et CV VIH <50 c/ml

RVS
TVR* + PR Suivi

RVS

/2

evant EFV)



Télaprévir chez les co-infectés VIH-VHC génol, naifs
ellFN - Analyse intermédiaire / essai de phase 2a (2)

Efficacité virologique a S4 et S12
indetectable a S4 ARN VHC indétectable a S12

Total

75
/1 68

7 0 12 14

Yivrm ),

/16 8/14  25/37 1/6 1/8 1/8  3/22




Questions persistantes en 2011...

, Gastroenterol 2011,140:746-60

2 IP vont-elles étre utilisées ?
X posologies des essais (2/jour = besoin de plus d'évaluation)
s null responders antérieurs
e bithérapie classique
vidée par la eRVR (C indetect. A $4 jusqu’a $12)

trés liée a la eRVR)

is penser aux alternatives




Care of hepatitis C virus infection in human immunodeficiency
virus-infected patients: Modifications in three consecutive
large surveys between 2004 and 2009

Patrice Cacoub™?”, Philippe Halfon?, Eric Rosenthal?, Francois Bailly®, Firouze Bani Sadr®,
Yves Benhamou’, Stéphane Chevaliez®, Jean Michel Pawlotsky®, Lionel Piroth?,
Yazdan Yazdanpanah'?, Stanislas Pol'!

Journal of Hepatology 2010 vol. 53 | 230-237

olution de la prise en charge
infectés VIH-VHC entre 2004 et 2009



Management and treatment of chronic hepatitis B virus infection in
HIV positive and negative patients: The EPIB 2008 study

Lionel Piroth"*, Stanislas Pol?, Karine Lacombe?, Patrick Miailhes? Agathe Rami’, David Rey?®,
Veronique Loustau-Ratti’, Philippe Morlat®, Isabelle Goderel?, Damien Sene'?, Eric Rosenthal',
Fabrice Carrat®, Patrice Cacoub!®, for the GERMIVIC Study Group

Journal of Hepatology 2010 vol. 53 | 1006-1012

raison de la prise en charge des patients
és VHB v. co-infectés VIH-VHB en 2008
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Safety and Immunogenicity of 4 Intramuscular ;.35

Arielle R 1 werg, MD. Phly

Double Doses and 4 Intradermal Low Doses vt

vs Standard Hepatitis B Vaccine Regimen N i v
in Adults With HIV-1

A Randomized Controlled Trial JAMA, April 13, 2011—Vol 305, No. 14 | e

Figure 1. Participant Flow in the ANRS HBO3 VIHVAC-B Trial

522 Adult patients with HV-1 and
CD4 cell counts =200 cells/pL
screened for eligibility

85 Excluded
48 Did not meet inclusion criteria
- 27 Declined to participate
6 Withdrew consent
4 Lost to follow-up

e

Q 437 Randomized

—— — S —

145 Randomized to receive 20-ug 148 Randomized to receive 40-ug 144 Randomized to receive 4-ug
intramuscular =3 recombinant intramuscular x4 recombinant intradermal =4 recombinarnt
HEV vaccine (standard regimen) HBV vaccine HBVY vaccine
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Figure 2. Percentages of Responders and High-Level Responders by Vaccination Regimen

Recombinant HEV vaccine
[]20-pg Intramuscular x3 (n=141)
O 40-pg Intramuscular x4 (n=145)
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Figure 3. Geometric Mean Titer of Anti-HBs
by Vaccination Regimen
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Figure 4. Percentage of Responders at Week 28 According to Age, and CD4 Cell Count and
HIV-RNA Level Detectability by Vaccination Regimen

Response by age Response by CD4 cell count
and HIV-BMA detectability

Age, v [ ] CD4 =350 calls/uL; HIV-BNA

[1=36 (n=104) =50 copies/pL (n=94)

[136-42 (n=121) [l CD4 <350 cells/uL; HIV-RNA

I 43-49 (n=104) <50 copies/pL (n=62)

B >49 (h=97) B CD4 >350 cells/uL; HIV-RNA
— <50 copies/uL (n=270)
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Table 2. Significant Predictive Factors for Response at Week 28 (Multivariate Analysis)?

Factors

No. of Responders/
No. of Participants (%)

Adjusted OR
(95% ClI)

Sex
Male

206/287 (72)

1

Female

122/139 (88)

| [Beference]
(.03 (1.11-3.73)

Age, per 10-y increase

0.70T054002)

Recombinant HBV vaccination regimen
IM20 % 3

93/141 (66)

IM40 x 4

125/145 (86)

_fReferencg]
((3.58 (1.92-6.67)

D4 x 4

110/140 (79)

2,09 (1.18-3,

Active smoking®
No

231/282 (82)

L Belerencel

Yes

97/144 (67)

A6 (0.27-0.7

Baseline CD4 cell count, per 100 cells/pL

1.12 (1.00-1.26)

Baseline HIV-ENA level
<50 copies/mL

267/332 (80)

_HHeterencg|

=50 copies/mL

61/94 (65)

(040 (0.23-0.71,

Conclusion In adults with HIV-1, both the 4 intramuscular double-dose regimen and
the 4 intradermal low-dose regimen improved serological response compared with the
standard HBV vaccine regimen.
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