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Conflito de Interesse

= Recebo remuneracao por palestras e/ou
consultorias das seguintes industrias

farmacéuticas:
Gillead

Abbvie

Janssen

= Médico Infectologista da SES/SP




Prevaléncia Global de co-infeccao HIV-HCV

40 milhoes de
pacientes HIV?

170 milhdes
pacientesHCV 1

12 milhdes de
pacientes co-infectados

1. World Health Organization. Hepatitis C Fact Sheet No. 164, October 2000
2. UNAIDS, AIDS Epidemic Update 2004




Epidemiologia HIV/HCV

Prevaléncia do HCV

Na Populacdo Soropositiva para HIV 9% - 40%
Em HSH Soropositivos para HIV 4% - 8%
Em Hemofilicos soropositivos para HIV 60% -85%

Usuarios de drogas injetaveis Soropositivos para HIV
52% - 90%

Sherman et.al Antiviral Ther 2000




PREVALENCIA DA INFECCAO PELO HCV
EM PORTADORES DO HIV NO BRASIL

16,0% - 53,8%

SP-Casa da Aids — 17,7%
Campinas - 53,8%
Santos - 36,2%

Santos — 84,8%

HCV/HIV -53,8%
UDI - 88,2% 1. Monteiro MR., et al., Rev Soc Bras Med Trop. 2004
2. Mendes-Correa., et al., Rev Inst Med Trop SP. 2000
3 Pavan MH. et al., Braz J Infect Dis. 2004

4. Segurado AC. et al., AIDS Patient Care STDS. 2004
5. Vogler IH. Et al., Rev Inst Med Trop SP. 2004

6. Treitinger A. et al., Braz J Infect Dis. 2000




NEAT ] Infecgioaguda de HCV entre HSH
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Principal Causa de Morte em Portadores de HIV (n=23,441)
D:A:D Study

15% das 1246 mortes foram relacionadas a doenca hepatica
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HIV/HCV — Duplo Problema para o
Figado
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Figure 1 | Driving factors underlying liver disease pathogenesis in HCV-HIV
co-infection. HIV infection leads to an impaired immune response against HCV,
increased HCV replication, hepatic inflammation and apoptosis, increased
microbial translocation from the gastrointestinal tract and increased fibrosis.

Chen J Nat Rev Gastroenterol Hep 2014 doi:10.1038/nrgastro.2014.17




Evolucao mais rapida de fibrose hepatica em
coinfectados HIV/HCV
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TARV Reduz Descompensacao Hepatica em
Coinfectados HIV-HCV

Objetivo:

= 10.090 homens coinfectados HIV/HCV
= Veterans Aging Cohort Study (USA)

= Virgens de TARV na inclusao

" |ncidéncia de descompensacao hepatica
entre 1996 and 2010
Results:

= |nicio do TARV reduziu de forma significante a taxa de
descompensacao hepatica em 28-41% na média

Anderson JP, et al. Clin Infect Dis 2014; 58(5): 719-27.
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A Progressao da Hepatopatia pelo HCV
Continua mais Rapida em Coinfectados pelo HIV
a Despeito de TARV Efetivo

0.2 4~ ™ HCV-monoinfected patients (n=6079)
=== Antiretroviral-treated patients coinfected with HIV/HCV (n=4208)

Cumulative incidence

Time to hepatic decompensation (years)

ART, antiretroviral therapy

Adapted from: Lo Re 3rd V, et al. Ann Intern Med 2014;160:369-79.
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E na Era “Interferon Free”, quais as melhores
qualidades de um esquema de tratamento?

. Pangenotipico

. Menor interacao medicamentosa e menor nimero de comprimidos




ALVOS PARA ACAO DOS DAA CONTRA O HCV
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Boceprevir NS5A inhibitors (ASVIR) ‘
Simeprevir ' Dasabuvir
Asunaprevir Beclabuvir
Veruprevir/r Daclatasvir, Ledipasvir, Ombitasvir, Elbasvir

Grazoprevir

Adaptado de Manns MP, et al. Nat Rev Drug Discov. 2007;6:991-1000.




Melhora das Taxas de RVS12/24 ao Longo do Tempo
em Pacientes Coinfectados HIV-HCV GT1
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NA ERA DOS DAA PACIENTES HIV+ VAO ATINGIR TAXAS SEMELHANTES DE RVS

Dieterich D et al. CROI 2014; P#24;

Rodriguez-Torres M et al. IDWeek 2013; P#714;
Sulkowski M et al. Lancet Infect Dis 2013;13:597-605;
Sulkowski M et al. Ann Intern Med 2013;159:86-96;
Sulkowski M et al Lancet 2014;314:653-61;

Sulkowski M et al. AIDS 2014; P#104 LB;

Torriani FJ, et al. N Engl J Med 2004;351:438-50 14

BOC, boceprevir;
DAA, direct-acting antiviral agent; P/R, pegylated interferon/ribavirin;
SMV, simeprevir; SOF, sofosbuvir; TVR, telaprevir




Estudo ALLY-2 (Fase 3) — HCV/HIV:
SOF + DCV por 8 a 12 semanas

SVR12?®

I DCV 30/60/90 mg +
Naives < SOF 400 mg QD

S DCV 30/60/90 mg
+ SOF 400 mg QD
Experimentados _,  RelalEWEVELL S R
(Inclusive IPs) SOE400 Mg aD

1 | 1
I 1 1

f
Semana 0 8 12 24

* Dose do Daclatasvir: 60mg/dia, ajustada de acordo com TARV:

* 30 mg para IPs com ritonavir e 90 mg para Inib. TR nao-nuc
(INNRT).

* Pacientes do estudo: 34% negros, 14% Cirroticos, 83% GT1

Wyles DL, et al. NEJM 2015, Jul 21



Estudo ALLY-2 (Fase 3) — HCV/HIV:
SOF + DCV por 8 a 12 semanas

Table 3. Baseline HIV Disease Characteristics and ARV Regimens

Treatment-naive

12 weeks treatment

Treatment-naive
8 weeks treatment

Treatment-experienced
12 weeks treatment

Parameter N=101 N=50 N=52
HIV RNA <50 copies/mL, n/m (%)* 94/100 (94.0) 45/48 (93.8) 47/49 (95.9)
CD4 cells per mm2, median (range) 520(122-1147) 575 (157-1430) 636 (262-1470)
HIV treatment, n (%)® 100 (99.0) 48 (96.0) 51(98.1)

Darunavir/r 19/100 (19.0) 21/48 (43.8) 11/51(21.6)

3 Atazanavir/r 19/100 (19.0) 5/48 (10.4) 12/51 (23.5)
Lopinavir/r 9/100 (9.0) 3/48 (6.3) 0

» Efavirenz 18/100 (18.0) 8/48 (16.7) 8/51(15.7)
Nevirapine 5/100 (5.0) 1/48 (2.1) 3/51(5.9)
Rilpivirine 5/100 (5.0) 1/48 (2.1) 1/51(2.0)

"% Raltegravir 22/100 (22.0) 8/48 (16.7) 10/51 (19.6)
Dolutegravir 3/100 (3.0) 1/48(2.1) 4/51(7.8)
Nucleosides only 0 0 2/51(3.9)

* Patients on antiretroviral therapy with available baseline HIV RNA data.

® Nucleoside analogs in regimen not listed.

m Four patients (2.0%) were not receiving cART

Wyles DL, et al. NEJM 2015, Jul 21



Estudo ALLY-2 (Fase 3) — HCV/HIV:
SOF + DCV por 8 a 12 semanas
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Estudo ALLY-2 (Fase 3) — HCV/HIV:
SOF + DCV por 8 a 12 semanas
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Estudo ALLY-2 (Fase 3): HCV/HIV:
SOF + DCV 12 semanas
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Wyles DL, et al. NEJM 2015, Jul 21



Estudo ALLY-2 (Fase 3) — HCV/HIV:

SOF + DCV por 12 semanas

Table 4. Summary of Adverse Events During Treatment

Event, n (%)

Treatment-naive

12 weeks treatment
N=101

Treatment-naive
8 weeks treatment

N =50

Treatment-experienced

12 weeks treatment
N=52

Patients with at least one AE 74 (73.3) 29 (58.0) 37(712)
Serious AEs® 1(1.0) 0 3(5.8)
_Deathe 0 120 0
Grade 3-4 AEs 2(2.0) 2(4.0) 4(7.7)
Discontinuations for AEs 0 0 0
ommon AEs on trea 2 ina ment group
Fatigue 19(18.8) 5(10.0) 10(19.2)
Nausea 14 (13.9) 4(8.0) 8(15.4)
Headache 12(11.9) 3(6.0) 8(15.4)
Diarrhea 11 (10.9) 1(2.0) 3(5.8)
Treatment-emergent grade 3—4 laboratory abnormalitiess
INR =2 1xULN 1(1) o 1(1.9)
AST 2 5.1xULN 0 1(2.0) 0
Total bilirubin 2 2.6xULN® 5(5.0) 1(2.0) 2(3.8)
Lipase = 3. 1xULN® 5 (5.0) 1(2.0) 1(1.9)

# Serious AEs: Priapism, chest pain/presyncope, drug abuse pulmonary embaolism, and hypertensive crisis/syncope, all unrelated to treatment (1 patient each).
Bincludes pretreatment, on-treatment and during posttreatment follow-up: 52 year old male with cardiac arrest at posttreatment week 4, unrelated to
study therapy.

*No grade 3—4 ALT elevations were detected; all grade 3—4 laboratory abnormalities are listed,

4 All patients were receiving concomitant atazanavir-rtonavir,

*Transient hyperlipasemia without reported pancreatitis.

Wyles DL, et al. NEJM 2015, Jul 21




Estudo “Vida real”

* France - ATU




DACLATASVIR PLUS SOFOSBUVIR WITH OR WITHOUT RIBAVIRIN IN PATIENTS
WITH HIV-HCV COINFECTION: INTERIM ANALYSIS OF A FRENCH MULTICENTER
COMPASSIONATE USE PROGRAM

Héléne Fontaine* 1, Karine Lacombe?, Catherine Dhiver3, Eric Rosenthal*, Sophie Metivier®, Teresa Antonini-Michelle®, Marc Antoine
Valantin’, Laurent Cotte?, Julie Botero®, Stanislas Harent!®, Dominique Batisse!!, Georges-Philippe Pageaux'?, Hugues Aumaitrel3,
Stephanie Dominguez4, Victor De Ledinghen?®®, Vincent Leroy®, Francois Dabis'’, Linda Wittkop?’, Anne Filipovics!é, Marie Helene

Barlet!8, Yacia Bennai'®, Dominique Salmon®® on behalf of Bristol-Myers Squibb and ANRS CO13-HEPAVIH Cohort

1Ho6pital Cochin, 2Hopital St Antoine, Service de Maladies Infectieuses, Paris, 3Centre Hospitalo-Universitaire Conception, Assistance
Publique-Hopitaux de Marseille, Marseille, “Hopital Archet, CHU de Nice, Nice, >Pdle Digestif-Gastroentérologie-Hépatologie, CHU
Purpan, Toulouse, ®AP-HP Hopital Paul-Brousse, Centre Hépato-Biliaire, Villejuif, ’AP-HP, Hbpital Pitié Salpétriére, Service de Maladies
infectieuses et tropicales, Paris, 8Service des Maladies infectieuses et tropicales, Hospices Civils de Lyon, Lyon, >AP-HP, Hopital St Antoine,
Service de Maladies Infectieuses, 1%Service de Maladies Infectieuses et Tropicales, Hopital Bichat-Claude Bernard , 1*AP-HP, Georges
Pompidou European Hospital, Paris, 12CHU Saint-Eloi, Montpellier, 13Saint-Jean Hospital, Perpignan, *Henri Mondor Hospital, Créteil,
15Centre d'Investigation de la Fibrose hépatique, Hopital Haut-Lévéque, Centre Hospitalo-Universitaire de Bordeaux, Pessac, 1°CHU de
Grenoble, Clinique universitaire d’hépato-gastroentérologie, Grenoble, 1’Centre INSERM U897-Epidemiologie-Biostatistique & CHU de
Bordeaux, Bordeaux, ®Bristol-Myers Squibb Research and Development, Rueil-Malmaison, ?Médecine interne et maladies infectieuses,
Hopital Cochin, Paris, France
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Caracteristicas Baseline

Parameter All Patients
(N=727)*

Age, median years (range)
Sex ratio, M/F
Fibrosis stage, n

FO—-F2

F32

F4

Child-Pugh class B/C among patients with F4

Treatment experienced
CD4 cells/mm3, mean (SD)
HIV viremia, n (%)P
Undetectable
Detectable
< 200 copies/mL
> 200 copies/mL

Copies/mL: patients with detectable HIV, mean (SD)¢

3lncludes F3 and F3/F4.
b 66 patients had missing data.
€115 patients had missing data.

52.3 (27-74)
2.62

36
164
508

81
573

591 (348)

649 (98)
12 (2)
600 (98)
12 (2)
32,246 (70,777)

Fontaine H, et al. EASL 2015; Poster LP23. 23



Vida Real Franca (ANRS): GT1, 3 e 4 HCV/HIV

SOF+DCV=X=RBV por 12 ou 24 semanas

* n =147 pacientes com 12 semanas pos-tto: interim
70% GT1; 10% GT3; 20% GT4
> (5% F4
> 85% experimentados
13% Child B/C
Pctes pré e pos TxH, pré Tx Renal
Analise de seguranca em 564 pctes incluidos.
 Tratamento: 12s em 31% e 24s em 68%; RBV em 9%
97% dos pctes em TARV
 Dose do Daclatasvir: 60mg/dia, de acordo com TARV

Lacombe K, et al. IAS 2015




Vida Real Francés: SOF+DCV=*=RBV 12/24s

Resultados apenas dos pacientes com seguimento de 12s Pos-Tto

Todos Pacientes Pacientes com Cirrose
100 99 100
100 - 28 96 100 - 95
80 - 80 -
60 - 60 -
40 - 40 -
20 20
0 - 0 -
GT1 GT3 GT4 GT1 GT3 GT4

SOF+DCV: 125=100% (n=15/15)  24s, 98% (n=52/53)

SOF+DCV+RBV:  125=100% (n=3/3); 24s, 100%(n=4/4)

Lacombe K, et al. IAS 2015




Interagoes Medicamentosas DAA e
TARV

EASL Guideline, 2015 HEP-DRUG Interactions
SOF/
SIM | DCV SOF LDV 3D
Abacavir . . . . .
Didanosine . . . . . ’ _ _ :
» Emtricitabine . . . . . .
i Lamivudine . . . . . L l \ E l{ POOI a
e Stavudine . . . . .
3 DRUG INTERACTION CHARTS
Tenofovir . . . . -
Zidovudine y X g . " Ombitasvir/Paritaprevir/r alone or + Dasabuvir
. T OBV/PTV/r+DSV) now added
@ Efavirenz . . o . e — ( i )
» = 90mg ¢ 77 7 T TS~ Access our comprehensive, user-friendly,
E Etravirine L] ® . 4 . free, drug interaction charts
=z Nevirapine . . . . . :
P : ~—
R"pl\"nne ~ o ~ o ~ 3 CLICK HERE
» @ Atazanavir; ataza- . 3omg e 3 :\
b navir/ritonavir IS Providing cl‘inically usefulj reliable‘.
g L . up-to-date, evidence-based information
= Darunavir/ritonavir; = < < e -
K= darunavir/cobicistat
§ Fosamprenavir . . . o . "INTERAC TION CHARTS FOR PHONES AND TABLETS
L . : i HEP iChart — NEW VERSION AVAILABLE
<] Lopinavir (Y . . s .
o e A f the int 1 f bile d
Saquinavir 5 : - o - available. The new app includes tablet support for Android
. = devices and is fully compatible with the latest versions of iOS.
o)) DO'UtegraVlr 2 . ® S . i Please delete the existing app from your device and
-~ N e E|v|teg ravir/cobi_ download the new version from the App Store or Google
>0 g cistat - . . - . Play (search for HEP iChart).
- e]
uCJ g E . This 1s an “offine” app that i1s downloaded to your device. An
c & Maraviroc * . e ® - internet connection is not required to use the app, but is needed
= Ralteg ravir for downloading updaies.
- - - - -




Troca Segura dos Antirretrovirais

Saber historico de uso e falhas aos antirretrovirais.
Saber resultados de genotipagens e teste de tropismo prévios e atuais.

Saber a opiniao do médico de referéncia em genotipagem do HIV (MRG)
guanto a barreira genética do esquema a ser proposto.

Adesao aos antirretrovirais e HIV RNA atual indetectavel antes da troca.
Quanto mais tempo de HIV RNA indetectavel antes da troca, mais seguro.

Pensar sobre o potencial de hepatotoxicidade, alteracdes metabdlicas e
interacdes medicamentosas com o futuro esquema antirretroviral.
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PCDT coinfeccao HCV-HIV

Gendtipo 1
Monoinfecgio HCV

Monoinfeccdo HCV (alternatival sbuvir+Da

Experimentado com BOC/TEL ou Coinfecgdo HCV/HIV m

% Atencdao as interacoes entre os esquemas DAA e TARV

AJUSTE POSOLOGICO:

v DCV com alguns ARV sera regulamentado conforme nota
técnica a partir do registro da apresentacdo de 30mg do
daclatasvir

v Tempo de 24 sem: visa atender exigencias da bula mas
ha evidencias mais recentes que corroboram a

possibilidade de reduzir o tempo para 12 semanas
Min Saude, PCDT 2015




Conclusoes

Evidéncias apontam para:
v' SOF+DCV 12s
v" SOF+DCV+RBV 12s ou sem RBV 24s (cirrose?)

Todos pacientes devem ser tratados,
independentemente da fibrose ou genotipo.

Resultados semelhantes aos pacientes
monoinfectados

Ha esquemas com poucas interacdoes medicamentosas
Perfil de seguranca: favoravel em todos os subgrupos
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