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Antedecentes

La infeccién por el VIH modifica la historia natural de la
hepatitis C, acelerando el proceso de fibrosis y el desarrollo
de cirrosis y enfermedad hepatica terminal ()

A pesar de la disminucion en la morbilidad y mortalidad por
infecciones oportunistas desde la introduccion del TARGA, la
enfermedad hepatica es una causa frecuente de ingreso
hospitalario y de muerte en pacientes coinfectados por el VIH
y el virus de la hepatitis C (VHC) 23

1. Graham CS, et al. Clininfect Dis 2001;33:562-569.
2.Bica |, et al. Clin Infect Dis 2001;32:492-497.
3.Cacoub P, et al. Clin Infect Dis 2001;32:1207-1214.

Fundamentos

La respuesta al tratamiento antiviral,
particularmente respuesta viral sostenida (RVS),
se asocia con una reduccion del las
complicaciones de la hepatitis créonica C (D)

No se conocian las consecuencias clinicas del
logro de RVS con interferén + ribavirina (IFN-
RBV) en pacientes coinfectados por VIHy VHC

1) Coverdale SA, et al. Am J Gastroenterol 2004;99(4):636-44




Objetivos

.............
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Objetivos Primarios

 Estudiar el efecto a largo plazo de la RVS
sobre la evolucion clinica de pacientes

VIH/VHC+ incluyendo mortalidad,

complicaciones hepaticas y progresion del

VIH

.............
.




Descripcion de la cohorte
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Setting
Pacientes

Datos
Tratamiento

Seguimiento(c
ada 6 m)

Duracion del
estudio

Diseno
19 centros en Espafia

Pacientes VIH/VHC+ que comenzaron IF-RB entre Enero
2000 y Julio 2007

Grabados en cada centro en una base de datos comun
mediante una aplicacién online ad hoc

=Caracteristicas de los pacientes, del VIH, del VHC, de la
hepatopatia, tratamiento del VIH y VHC, eficacia, seguridad

= Supervivencia

= Descompensaciones

= Enfermeades asociadas al VIH

* TAR y resultados Lab (CD4+, ARN-VIH, ARN-VHC)

= Biopsias hepaticas, marcadores no invasivos, FBscan
= En cirréticos: AFP y ecografia

Desde la fecha de interrupcion de IF-RB hasta la muerte o
ultima visita de seguimiento

...........
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Definiciones

Respuesta ViralSostenida (RVS)

* ARN-VHCindetectable24sem
despuésdehabersuspendido el tratamiento con IFN-
RB

RespuestaFindelTratamiento (RFT)

* ARN-VHCalfinaldeltratamientoconrecidivaposterior
NoRespuesta (NR)

» CuandonoselograbaRVSni RFT

Endpoints

Liver-related complications Mortality*
Liver decompensation Liver-related death
=Ascites, porto-systemic encephalopathy, =\When the train of events that ended in
upper Gl bleeding death was caused by liver
Hepatocellular carcinoma (HCC) decompensation or HCC
= Histologically or clinically confirmed AIDS-related death
(high AFP values and imaging) =When death was directly related to one
Liver transplantation ADC

Other causes
HIV progression *Non-liver-related and non—AIDS-related

New AIDS-defining conditions (ADC);
1993 CDC Clinical Classification

* Death reports, autopsy reports (if available), and protocolized forms were requested. All the information was
reviewed by a “mortality committee”, which classified deaths in accordance with the opinion of the attending
clinician
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Monitorizaciones y control de calidad

* Monitorizacion de variables sensibles de TODOS los
pacientes de la cohorte (FSG)

ANTES DE TRATAMIENTO

DURANTE EL TRATAMIENTO

Variable

REVISIONES

Fecha inicio tto

Variable

Contintia seguimiento

Fallecimiento

Nueva enfermedad B

Nueva enfermedad C

Nueva descompensacion hepatica

Hepatocarcinoma

TAR

Variable —
Py auta

gecha nacimiento 512 GV VAC

€xo S12TAR
CDC $24: CV VAC
CD4 nadir S24: TAR
Genotipo VHC Fecha fin tto
CV VHC Motivo fin tto
TAR Fin tto: CV VHC

Fin tto: TAR

CD4

Estadio fibrosis

CV VIH

S24 tras tto: CV VHC

PCR VHC

S24 tras tto: TAR

Nuewo tto anti-VHC

Patient Characteristics

Characteristic

Patients (N=1428)

Male sex — n (%) 1047 (74)
Age — yr, median (IQR) 42 (38-45)
Prior injection drug use — n (%) 1142 (81)
CDC category C — n (%) 310 (22)

CD4 cells nadir-n/mm?3 — median (IQR)

216 (116-333)

CD4 cells baseline-n/mm?3 —median (IQR)

528 (384-719)

HIV RNA 50 copies/mL baseline — n (%) 848 (62)
HCV genotype 1-4 —n (%) 858 (60)
HCV RNA = 500,000 IU/mL 931 (65)
Advanced fibrosis (F>3 or APRI >2) 429 (30)
Alcohol intake >50 g/d — n (%) 69 (5)

HAART during HCV treatment — n (%) 1205 (84)
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Response
Treatment Regimen n (%) Treatment Response n (%)
Non-peg IF + RB 194 (14) SVR 520 (36)
Peg IF 2b + RB 549 (38) ETR 211 (15)
Peg IF 2a + RB 685 (48) NR 697 (49)
Factors independently associated with SVR
Variable OR 95% ClI P
Type of IF
Non-peg IF Ref -
Peg IF 2b 1.72 1.05-2.82 | .031
Peg IF 2a 213 1.30-3.50 | .003
CDC category A/B 1.71 1.13-260 | .012
Nadir CD4+cell count 1.00 1.00-1.00 | .125
HCV genotype 2-3 4.70 3.39-6.52 | .000
HCV-RNA < 500 k IU/mL 1.95 1.40-2.69 | .000
METAVIR FO-F2 2.25 1.61-3.13 | .000
Alcoholintake < 50 g/d 2.46 1.03-5.88 | .043

¢, Qué hemos aprendido?




Sustained Virological Response to Interferon Plus
Ribavirin Reduces Liver-Related Complications and
Mortality in Patients Coinfected with Human
Immunodeficiency Virus and Hepatitis C Virus

Juan Berenguer,'* Julio Alvarez-Pellicer,? Pilar Miralles Martfr, José Lépez-Aldeguer,’ Miguel Angel Von-Wichmann,*
Carmen Quereda,’ Josep Mallolas,® José Sanz,” Cristina Tural,® José Marfa Bellon,' Juan Gonzilez-Garcia,2* and The
GESIDA3603/5607 Study Group

(HEpATOLOGY 2009;50:407-413.)
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Kaplan-Meier Estimator of Liver-related

Events*
in 711 HIV/HCV+ patients stratified according to response to IFN-RBV

* Liver-related death, liver decompensation, HCC, and liver transplantation
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(HEPATOLOGY 2009;50:407-413.)




Multivariate Analysis of Factors
Associated with Liver-related Events* by
Cox Regression Analysis

Adjusted HR 95% ClI P
Non-SVR vs. SVR 8.92 (1.20; 66.11) .032
F3-4 vs F0-2 4.96 (2.27; 10.85) .000
Genotype 1-4 vs 2-3 1.35 (.63; 2.88) 443
HCV-ARN < 500 K IU/mL 73 (-33;1.62) 444
CDC Category C vs. A/B .95 (.49; 1.87) 327
Nadir CD4+ cells .99 (,99;1.00) .319

* Liver-related death, liver decompensation, HCC, and liver transplantation

(HEPATOLOGY 2009;50:407-413.)
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Clinical Consequences of Achieving End-of-
Treatment Response but Not Sustained
Virologic Response to Interferon Plus
Ribavirin in HIV/HCV-Coinfected Patients

J Berenguer?, J Alvarez-Pellicer?, P Miralles!, M Crespo3, MJ Tellez4, |
Santos®, Rodriguez-Zapata®, J Jusdado?, G Gaspar®, JM Bellon?, E
Barquilla®, J Gonzalez-Garcia? and the GESIDA 3603 Cohort Study Group

1Hosp Gregorio Marafion, 2ldiPaz-Hosp Universitario La Paz, 3Hosp Val d’Hebron, “Hosp Clinico
San Carlos, SHosp La Princesa, ®Hosp de Guadalajara, "Hosp Severo Ochoa, 8Hosp de Getafe
and °Fundacion SEIMC GESIDA

Funding sources:
Fundacionpara la Investigaciony la Prevencion del SIDA en Espafia (FIPSE)
(Refs. 36443/03 and 36702/07)

50t ICAAC. Boston. Sep 12-15, 2010. Presentation#: V-
1784




Liver-related Events*in 1428 HIV/HCV+
Patients According to Response to IF-RB
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* Liver-related death, liver decompensation, HCC, and transplantation
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Multivariate Analysis of Factors

Associated With Liver-related Events*
Cox Regression Analysis

Outcome | Adjusted HR* | 95% CI P
NR 1.00 - -
ETR 0.40 0.17-0.9| .032
SVR 0.08 0.03-0.3| <.001

#Age, sex, HCV genotype, HCV-RNA, CDC clinical category, nadir

CD4+ cell count, HIV transmission category, liver fibrosis

* Liver-related death, liver decompensation, HCC, and transplantation

...........
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Sustained Virological Response to Interferon Plus
Ribavirin Reduces HIV Progression and Non-Liver-
Related Mortality in Patients Coinfected With Human

Immunodeficiency Virus and Hepatitis C Virus

Juan Berenguer*!, Manel Crespo?, Maria José Galindo3, MariaJesus Téllez*,
Carlos Barros®, José Maria Guardiola®, Rafael Rubio?, Elena Barquilla8, José
Maria Bellon', Juan Gonzalez-Garcia®, and the Gesida 3603 Study Group

1Hosp. Gen. Univ. Gregorio Marafién~ 2Hosp. Univ. Valld’Hebron~ 3Hosp. Clinico Valencia~ “Hosp. Clinico San Carlos~
SHosp. de Méstoles~ ®Hosp. Santa Creu y Sant Pau~ "Hosp. 12 Octubre~ 8Fundacion SEIMC/GESIDA~ and ° Hosp. La
Paz

Oral Communication167. 17th CROI. 2010

Funding sources:
Fundacidénpara la Investigaciony la Prevencion del SIDA en Espafia (FIPSE)
(Refs. 36443/03 and 36702/07)

Incidence Rates of Events During Follow-up
Stratified According to Response to IFN-RBV

Rate/100 person-years (95% CI)
Event Non-SVR (n=908) SVR (n=520) p*
Follow-up — mo, median (IQR) 48.6 (31-65.8) 41.7 (26.5-62.2) .002
Lost to follow-up — n (%) 3.87 (3.23-4.51) 2.61 (1.89-3.34) .020
Deaths —n (%) 1.71 (1.29-2.13) 0.31 (0.06-0.56) | <.001
Liver-related — n (%) 0.98 (0.66-1.30) 0.1 (-0.04 to 0.25) | <.001
Non-Liver-related — n (%) 0.73 (0.46-1.01) 0.21 (0-0.41) .013
AIDS-related — n (%) 0.08 (0-0.17) 0 (0-0.19) 207
Other causes — n (%) 0.65 (0.39-0.91) 0.21 (0-0.41) .027
New CDC category C 0.94 (0.62-1.25) 0.26 (0.03-0.48) .004
New CDC category C/Non-Liver-related 1.54 (1.14-1.95) 047 (0.16-0.77) <001
deaths
Liver decompensation — n (%) 2.37 (1.86-2.87) 0.1 (-0.04 to 0.25) | <.001
Hepatocarcinoma — n (%) 0.44 (0.22-0.65) 0 (0-0.19) .004
Liver transplantation — n (%) 0.44 (0.22-0.65) 0 (0-0.19) .003
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Rate/100 person-years (95% CI)
Event Non-SVR (n=908) SVR (n=520) p*
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New CDC category C 0.94 (0.62-1.25) 0.26 (0.03-0.48) .004
New CDC category C/Non-Liver-related 1.54 (1.14-1.95) 047 (0.16-0.77) <001
deaths
Liver decompensation — n (%) 2.37 (1.86-2.87) 0.1 (-0.04 to 0.25) | <.001
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New AIDS-Related Conditions

Non-SVR (n=908) SVR (n=520)
Any 34 5
2

Recurrent pneumonia
PML

Mycobacterium tuberculosis, any site

Candidiasis, esophageal

Invasive cervical cancer

Pneumocystis jiroveci pneumonia

Wasting syndrome due to HIV
Other (oneeach)
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*Salmonella septicemia, lymphoma, toxoplasmosis
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Non—Liver Non-AIDS-Related Deaths

Non-SVR SVR
(n=908) (n=520)

All non-Liver-Related Deaths 24 4
Bacterial infection 7 -
Cardiovascular event 6

Non-AIDS-related malignancy 5 2
Sudden death 4 -
Traumatic death 1 -
Suicide 1 1
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Berenguer J et al. Paper 167. 17" CROI. 2010

Effect of non-SVR on Risk of New ADC and
Non-Liver-Related Death by Cox Regression Analysis

Effect of non-SVR on Risk of New ADC -4 Crude
and Non-Liver-Related Death
by Cox Regression Analysis

HR (95% Cl) P
MNew ADC —_— 3.60(1.41-9.21) .008
MNon-liver-related death 3.50(1.22-10.0) .019
New ADC and . —— 3.30(1.63-6.68) .001
non-liver-related death

0 10
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Berenguer J et al. Paper 167. 17" CROI. 2010

Effect of non-SVR on Risk of New ADC and
Non-Liver-Related Death by Cox Regression Analysis

Effect of non-SVR on Risk of New ADC - Crude
and Non-Liver-Related Death - Adiusted
by Cox Regression Analysis i
HR (95% Cl) P
MNew ADC —_— 3.60(1.41-9.21) .008
+ 3.24(1.08-974 06
MNon-liver-related death + 3.50(1.22-10.0) .019
+ 2.60(74-9.08) 135
New ADC and . — 3.30(1.63-6.68) .001
non-liver-related death —_— 2.86 (1.24-6.55) .013
0 10

*Adjusted for age, sex, prior IDU, HCV genotype, prior ADC, CD4+
nadir, and advanced fibrosis (F3-F4 on liver biopsy or APRI Index >
2)
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HIV viral load < 50 copies/mL during FU in HIV/HCV+ patients
stratified according to response to IFN-RBV

HIV viral load < 50 copies/mL during FU in
HIV/HCV+ patients stratified according to

response to IFN-RBV

1001

[
:




CD4+ < 200 cells/mL during FU in HIV/HCV+ patients @58 2225 fipseq @@
stratified according to response to IFN-RBV

CD4+ < 200 cells/mL during FU in HIV/HCV+

patients stratified according to response to
IFN-RBV
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Hepatitis C virus infection is associated with
endothelial dysfunction in HIV/hepatitis C virus
coinfected patients

Isabel Fernindez de Castro?, Dariela Micheloud®®, Juan Berenguer,
Maria Guzman-Fulgencio®, Pilar Catalan’, Pilar Miralles®,
Emilio Alvarez®, Juan Carlos Lopez©, Jaime Cosin®, Raquel Lorente,
M: Angeles Muioz-Fernindez’ and Salvador Resino®

AIDS 2010, 24:2059-2067




SerumconcentrationofsICAMI-1 andsVCAM-1 in
HIV/HCV+ patientson HCV antiviral therapy

A serum concentration (ng/ml)
L
(=]
(=]

A (pg/mi)
NR vs. SVR

SICAM-1 SVCAM-1
1
2% %
Il
i
@NR OSVR GNR [OSVR

P=0.427 p=0.001

P <0.001

P=0.053 P=0.019

P=0.002

AIDS 2010, 24:2059-2067
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Recapitulacion

1 La RVS reduce las complicaciones y mortalidad
de causa hepatica

1 El'logro de RFT se asocia con menos
morbimortalidad hepatica que la NR

1 La RVS reduce la progresién del VIH y la
mortalidad no relacionada con el higado
'] Esto puede deberse a una peor respuesta inmune
no dependiente del control del VIH y/o a
complicaciones de la viremia por VHC en pacientes
que no logran RVS

e e
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¢, Cuales son nuestros
principales objetivos para
el futuro?
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.




Objetivo Cientifico Principal

» Conocer los efectos a largo plazo de la
erradicaciéon del VHC en pacientes
VIH/VHC+ sobre morbilidad y mortalidad
no relacionada con la hepatopatia,
especialmente
— Sobre la progresion del VIH

— Sobre el desarrollo de eventos no
relacionados con el higado ni con el VIH (Ej.
cardiovasculares y las neoplasias no
definitorias de sida)
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Objetivos Cientificos

Secundarios

« Para comprender mejor los mecanismos
fisiopatologicosde los objetivos principales,
pretendemos investigar el efecto de la
erradicacion del VHC en pacientes
VIH/VHC+ sobre:

— La activacion inmune

— EI metabolismo de los hidratos de carbono

— El metabolismo de los lipidos

— El riesgo cardiovascular

— Diferentes marcadores de inflamacién crénica
— Diferentes marcadores de dafio endotelial.
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Objetivo Operativo

* Creacion deun repositorio de muestras
biologicas, entre ellas ADN y plasma, de los
pacientes de la Cohorte, en el BioBanco del
Hospital General Universitario Gregorio Marafion

(BBHGM) para:

— Facilitar la recogida y almacenamiento de muestras
clinicas para los objetivos cientificos del proyecto

— De manera general, para contribuir al avance del
conocimiento cientifico en el campo de la coinfeccion
por VIH/VHC mediante el almacenamiento regulado
de muestras para proyectos de investigacién que se
puedan disefiar a medida que avance el
conocimiento de estas dos patologias y de la

biotecnologia.

...........
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