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HIV ve HCV Bulas yollar:

Risk altinda olabilirsiniz

Hepatit ve HIV herkese bulagabilir
Bulas yollar:

Glvenli olmayan
enjeksiyon ve tedaviler

Anneden bebege

Guvenli olmayan
se IV Uyusturucu
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Epidemiyoloji

HIV HCV
35 185
milyon / milyon

10 milyon HIV/HCV
Koenfeksiyonu
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T HIV enfekte hastalarin

~%25'i HCV ile koenfekte
> HIV+ ve IV ilac kullananlarin %75'i HCV ile koenfekte

» MSM HIV pozitiflerde koenfeksiyon 7.0.4-18



HIV'in HCV Uzerine Etkileri

» Akut HCV infeksiyonunda spontan klirens orani
disuk

» Kronik HCV enfeksiyonunda progresyon hizli, siroza

ilerleme 3 kat daha yiiksek Risk faktérleri
= TIleriyasg
> Mortalite riski daha fazla |- /D*:\l;ol

= Yiiksek VKI

= Yiiksek aminotransferaz diizeyi
= Disiik CD4 hiicre sayisi

= HIV viremisi




HIV ve HCV Koenfeksiyonu
Klinik Seyir

VIRAL HEPATITIS INVITED ARTICLE
Clinical

N [nfectious Camilla S. Graham, Section Editor
Diseases

“f HIV/Hepatitis C Virus—Coinfected Patients and
8 Cirrhosis: How to Diagnose It and What to Do
Next?

Volume 58, Issue 6
15 March 2014

Valérie Martel-Laferrére,’ Michael Wong,? and Douglas T. Dieterich?

Hepatoselliler karsinom ve siroz riski daha yiiksek
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HCV MONOENFEKSIYONU HCV/HIV KOENFEKSIYONU
20-30 YIL 10-20 YIL
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HCV'nin HIV Seyrine Etkisi

“ HCV'nin HIV seyrine belirgin etkisi yok

‘Didanosine

. . Koenfekte olgularin
*Zidovudine 7%10' unda hepatoksisite
‘Nevirapin nedeniyle tedavi

-Tipranivir kesilmis. .




Koenfekte Olgularda
Tani ve Tedavi Yaklasimi
EACS / 2018

HIV+ olgularin timinde
= HIV pozitifligi saptandigi anda Anti HCV taranmali

= Yiksek riskli oldugu dislnilen seronegatif bireyler her yil veya gereginde HCV

agisindan taranmali

= Risk faktord olan ve/veya agiklanamayan ALT yiiksekliklerinde anti HCV negatif olsa
da HCV RNA istenmelidir

«Tum koinfekte hastalar tedavi agisindan degerlendirilmelidir

Koenfeksiyonda ART ve HCV tedavi ve takibi monoinfeksiyonda oldugu gibidir




PR e——r—r—— - Hepatitis C Virus/HIV Coinfection

AlDanfo G O O S e | ot ADSnTo ﬂ Last Updated: October 17, 2017; Last Reviewed: October 17, 2017
Guidelines e Clinical Trials Panel's Recommendations Regarding Hepatitis C Virus/HIV Coinfection
Guidelines for the Use of Antiretroviral Agents in . -
A . Panel's Recommendations
Adults and Adolescents Living with HIV
Home > Guidelines > Adult and Adolescent ARV > Hepatitis C Virus/HIV Coinfection . All pE'Op|E W|Th HN Should bE Screened for hEpatltiS C ViruS {H CV-}
o HIV pOZiTif her hasta HCV ag¢isindan infection (Alll). Patients at high risk of HCV infection should be
screened annually and whenever incident HCV infection is suspected
(AII).
TGPOanII (AIII) » Antiretroviral therapy (ART) may slow the progression of liver disease
by preserving or restoring immune function and reducing HIV-related
E Has.ralar. HCV ag|5|ndan YUksek r.lskh immune activation and inflammation. For most persons with

HCV/HIV coinfection, including those with cirrhosis, the benefits of
ART outweigh concerns regarding drug-induced liver injury. Therefore,

oldugundan y||da bir kez yqda s[jphe ART should be initiated in all patients with HCV/HIV coinfection,

regardless of CD4 T lymphocyte (CD4) cell count (Al). —

oldugu anda taranmali (AIII)
t Antiretroviral tedavi (ART), bagisiklik fonksiyonunu koruyarak veya diizelterek

HIV ile iligkili immin aktivasyonu ve inflamasyonu azaltarak karaciger

hastaliginin ilerlemesini yavaglatabilir

% Sirozlu olanlar da dahil olmak tizere, HCV / HIV koenfeksiyonu olan gogu olgu
igin, ART"in faydalar: ilaca bagl karaciger hasari ile ilgili endiselerden agir
basmaktadir. Bu nedenle, HCV / HIV ile koenfekte olan tiim olgulara CD4 T
lenfosit (CD4) hiicre sayisina bakilmaksizin ART baslatiimalidir (AT)
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Guidelines for the Use of Antiretroviral Agents in
Adults and Adolescents Living with HIV

Home > Guidelines > Aduht and Adolescent ARV > Hepatitis C Virus/HIV Coinfection
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Baslangi¢ ART rejimi HIV mono

enfekte olgularla ayni

= Initial ART regimens recommended for most patients with HCV/HIV

coinfection are the same as those recommended for individuals
without HCV infection. However, when treatment for both HIV and
HCV is indicated, the ART and HCV treatment regimen should be
selected with special consideration for potential drug-drug
interactions and overlapping toxicities (see discussion in the text
below and in Table 12).

» In patients with lower CD4 counts (e.qg., <200 cells/mm?3), ART should

be initiated promptly (Al) and HCV therapy may be delayed until the
patient is stable on HIV treatment (CHI).

= All patients with HCV/HIV coinfection should be evaluated for HCV

therapy and have their liver fibrosis stage assessed to inform the
length of their therapy, ribavirin need (a concern with some
regimens), and subseguent risk of hepatocellular carcinoma and liver
disease complications.

HCV tedavisi de planlanacagi zaman ilag ilag etkilesimleri

gozoniine alinarak tedavi modifikasyonu yapilabilir

CD4 sayisi disuk olan olgularda (<200 h/mm3) ART hemen

baslanip, Hasta stabil olana kadar HCV tedavisi ertelenebilir

HCV/HIV koenfekte tim hastalar Fibrozis evresi , ribavirin

gerekliligi, siroz, HCC ve tedavi gerekliligi agisindan

degerlendirilmelidir
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Guidelines for the Use of Antiretroviral Agents in
Adults and Adolescents Living with HIV

Home > Guidelines > Adult and Adolescent ARV > Hepatitis C Virus/HIV Coinfection

% HCV/HIV koenfekte olgularin

= Persons with chronic HCV/HIV coinfection should be screened for

active and prior hepatitis B virus (HBV) infection by testing for the
presence of hepatitis B surface antigen (HBsAg) and antibodies to
hepatitis B surface (HBsAb) and core (HBcAb total or IgG). Persons
who are not immune to HBV infection (HBsAb-negative) should
receive anti-HBV vaccination (All).

= HBV reactivation has been observed in persons with HBV infection

during interferon-free HCV treatment. Accordingly, persons with
HCV/HIV coinfection and active HBV infection (HBsAg-positive)
should receive ART that includes two agents with anti-HBV activity
prior to initiating HCV therapy (Alll).

tumd aktif veya gegirilmis HBV enfeksiyonu agisindan test
edilmeli, HBs Ag, Anti HBs, Anti HBc total veya Ig 6
bakilmalidir. Anti HBs negatif tim olgular asilanmalidir

“* DAA tedaviler sirasinda HBV alevlenmesi olabileceginden HBs

Ag pozitif tim olgularin ART rejiminde HBV ye etkili en az iki

ajanin bulunmasina dikkat edilmelidir.



Yeni Tesbit HIV Pozitif Olguya

Anti HCV +

Yaklasim

Hepatit A ve B
markerlar
negatif

[ HCV RNA ][

. Anti HAV Ig 6 )
- HBs Ag

« Anti HBc
* Anti HBs
« Anti HCV

/
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" 43 yasinda erkek hasta

© 2012 yilinda cerrahi bir operasyon planlaniyor

" Preoperatif tetkikleri sirasinda Anti HIV

pozitifligi saptanmasi lizerine operasyondan

vazgegilerek hasta klinigimize yanlendiriliyor

Oykii:Uzun siire Fransa'da yagamis

Korunmasiz cinsel temas

IV ilag kullanimi




Olgu - Laboratuvar

++ BK: 3500

% HB 11 g/d|

“ Trombosit :125000

¥ AKS: 90 mg/dl
# Ure: 33mg/d|

% Kreatinin: 0.7mg/dl

1 ALT: 45 U/L

“ AST: 50 U/L

“ T. Protein: 6.1 g/dI
% Albumin: 3.4 g/dl
1 T. Bil: normal

¥ D. Bil: normal
“#PT: 21 sn

“INR: 1.89

“ Fib: 184

“ AFP: 2.3

% Anti HAV Ig G: Pozitif
¥ HBs Ag: Negatif
% Anti HBs: Negatif

% TORCH Ig M: Negatif

Ig G: Pozitif

% VDRL: Negatif

¥ Anti HCV: Pozitif




Hizla ART Baslanmasi Gereken Durumlar

" Akut/erken infeksiyon (akut retroviral sendrom)
“ HIV/hepatitis B-C koinfeksiyonu

W AIDS tanimlayici hastalik, HIV-iligikili demans ve AIDS-iligkili
malignite

“ Firsat¢i infeksiyonlar
% Dislik CD4 sayisi (<200 /mm3)
# HIV iligkili nefropati (HLVAN)

it Gebelik

http://www.eacsociety.org/files/guidelines_8.2-english.pdf
https://aidsinfo.nih.gov/contentfiles/lvguidelines/adultandadolescentgl.pdf
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HIV RNA: 3.2X 10 ¢ k/ml
CD4:360 hiicre/mms3

ART: Tenofovir Emtristabin
Lopinavir/Ritonovir

10. ayda HIV RNA negatif




Olgu

% HCV RNA: 107

+“HCV genotip 3

i Biyopsi: HAI: 8/18, Fibrozis 4 /6

“* Batin Ultrasonografisi: Karaciger 18cm.

oo oo ee \Jeo



Genotip 3 Dinyada Durum

HCY genotype proportion

&% B WO w B

Fig. 1. Relative prevaience of each HCV genotype by GBD region. Size of pie charts is proportional to the: number of seroprevalent cases as
estimated by Hanafiah et al.”



Genotip 3 llkemizde durum

Tablo Il. Ulkemizde Degisik Bélgelerde Yapilan HCV Genotiplendirme Calismalan

Genotipler

Ornek
Bolge Yil  sayisi Yontem 1 la 1b 2 2a |3 3a| 4 4a Diger  Arastina
Mersin 2013 236 LiPA 3.8 17| 847 21 - - 42| - 08 04%21° Tezcan ve ark.”
Kayseri 2012 375 RT 24 24| 576 32 - |11 - |32 - 1.3*  Kayman ve ark.?
Gaziantep 2011 51 DA - 98| 784 - 78| - 20| - . . Karshgil ve ark.?
Zonguldak 2010 39 LiPA - 26| 974 - . - -] - - - Aktas ve ark.??
Afyon 2010 30 DA 20 | 63.3 13.3 3.3 Kalayci ve ark.?!
Sivas 2010 178 LiPA - 90| 882 - 11|17 - | - . - Celik ve ark.?
Istanbul 2010 52 LiPA 1.9 76.9| 3.8 96 | 1.9 Kiiclikoztas ve ark'®
Manisa 2009 100 DA - 20| 90 - 200 - - 0- 5 . Sanlidag ve ark.'®
Diyarbakir 2009 74 LiPA 4.1 87.8| 2.7 2.7 27 Ozbek ve ark."”
GD Anadolu 2007 30 DA - 227 728] - . - 45| - . . Cil ve ark.'®
Konya 2007 80 DA - . o - - |- - - - - Ural ve ark."
izmir 2008 345  RFLP/DA - 10| 87| 09 - |14 - |06 - . Altuglu ve ark.'”
lc Anadolu 2004 365 RFLP - 1" 84 3 - |10 - |1 - - Bozdayi ve ark.”
izmir 1995 89 RFLP 191 753| 34 2.2 Abacioglu ve ark.®
GD: Guneydogu; LiPA: Line probe assay; RT: Real-time; DA: Dizi analizi; RFLP: Reslriction fragment Jength polymcirphism; a: Genotip 6; b: Kanigik tip; ¢: Genotip 1c

Mikrobiyol Bul 2014; 48(3): 484-490




6.2.13.E-2- Kronik Hepatit C tedavisi
(Degisik: 06/8/2010-27664/8 md.)

"t Erigkin Genotip 2 ve 3 hastalarda ribavirin dozu en

fazla 800 mg olacak sekilde verilir

% Bu hastalarda gerek interferonun gerekse

ribavirinin tedavi siiresi en fazla 24 haftadir

" Genotip 2 ve 3 hastalarin tedavisinde 12 hafta

sonundaki HCV RNA azalmasi kosulu aranmaz



OLGU Pegileinterferon alfa 2b

Hasta 62 kg 1,5ug/Kg
Tedavinin Ribavirin 2 x 400 mg

1. ayinda HCV RNA negatif (HVY +)
3. ayda HCV RNA negatif (EVY +)
4. ay: Beyaz kiire:1900/mm3

Nétrofil: 1000/mm3

Hb: 8,5 gr

Trombositopeni 90000/mm3
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 Ribavirin ve interferon doz ayari
« 15 giinde bir kontrol ile tedavi 6 aya tamamlandi

* Tedavi sonu yanit (TSY +)

Tedavi sonrasi 3. ayda HCV RNA 10° k/ml

2 yil siireyle HCV RNA +
AST ve ALT yiiksek




Kalicit Viral Yanit Orani
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Treatment of hepatitis C virus genotype 3-infection
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Abstract

The treatment of hepatitis C virus (HCV) infection with pegylated interferon
(PEG-IEN) alfa and ribavirin (800 mg daily) (RBV) is the standard of care
(SOC) for hepatitis C virus genotype 3-infection leading to a sustained viro-
logical response (SVR) in around 65% of patients. A better understanding
of the HCV life-cycle has recently resulted in the development of several
potential direct-acting antiviral drugs (DAAs) targeting viral proteins (NS3/
4A protease, NS5B nucleos(t)idic and non-nucleos(t)idic polymerase, NS5A
viral replication complex). First generation protease inhibitors in combina-
tion with PEG-IFEN/RBV are not efficient in genotype 3-infected patients.
The combination of PEG-IFN/RBV with Daclatasvir, a NS5A inhibitor for
1224 weeks results in a SVR in around 75% while the triple combination of
PEG-IFEN/RBV with the oral nucleotidic polymerase inhibitor Sofosbuvir
(GS-7977) for 12 weeks in naive patients results in a SVR in more than 95%.
The results of the first oral combination of Sofosbuvir and RBV for 12 weeks
in genotype 3-infected patients have been rather disappointing with a slightly
lower SVR than after 24 weeks of PEG-IFN: around 60%, and only 30% in
patients with cirrhosis. Extending treatment from 12 to 16 weeks in treat-

Fax: +33 1 58 41 30 15 ment experienced patients doubled the SVR rate and an 80% SVR rate is
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Management of Hepatitis C/HIV Coinfection in the Era of
Highly Effective Hepatitis C Virus Direct-Acting Antiviral
Therapy

David L. Wyles,' Mark 5. Sulkowski,” and Douglas Dieterich®

'Divisions of Infectious Diseases, Department of Medicing, University of Califomia, San Diego; *Johns Hopkins University School of Medicine, Baltimore, Maryland; and *Division of Liver Disease,
Department of Medicing, |cahn School of Medicine at Mount Sinai, New York, New York

The increased life expectancy of persons infected with human immunodeficiency virus (HIV) treated with antiretroviral therapy
(ART) has resulted in renewed attention to non-HIV -related diseases exacerbated by HIV infection. Coinfection with hepatitis C
virus (HCV) is a particular area of cor
discuss the epidemiology of HCV infec
efficacy of emerging HCV treatment sty
HIV/HCV coinfection suggest that HO
HCV regimens have shown high rates
plinary approach to HCV treatment i

practitioners “1“‘;1 Eﬁtxﬁﬂﬂ * Hastalar egitilmeli

Kiir sansi yiiksek

Ancak reinfeksiyon riski de yiiksek




07.10.2016 TARIHLI SUT
42.13.3.2.A.2 Tedavi deneyimli Genotip 3
Kronik Hepatit C hastalarinda yeniden tedavi
7 4213.3.2.A.2 -Genotip 3 hastalarda yeniden tedavi;
a) Nonsirotik hastalarda:
Sofosbuvir+ Ribavirin ile tedavi siiresi toplam 24 haftadir
b) Sirotik hastalarda (Child A) :
1- Sofosbuvir + Ribavirin ile tedavi stresi toplam 24 haftadir

2- Sofosbuvir + Ledipasvir ile tedavi siresi ribavirin ile
birlikte toplam 24 haftadir
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Tedavi deneyimli nonsirotik
#HCV RNA: 905000 IU/ml
HAST: B9 U/L

“ALT: B2 U/L

#“Ure: 30 mg/d|
“Kreatinin: 1.09 mg/d|

14 Ekim 2016'da 6 ay siireli Sofusbuvir + Ribavirin
tedavisi baslandi



ILAC ETKILESIMLERI

NS3AM4A
Protease
Inhibitor?
Simeprevir
31C v 4 v v 4 e
ABC v v v v v v
FTC 7 v v v v v
TDF v v v v v e
Monitor for TDF
TAF v v v v v v

DHSS 2018



ILAC ETKILESIMLERI

Selected HIW

Druegs
NSS5A Inhibitor =38 NSSANSSE NS3.A Inhibitor! NSIATNSIAA Protease
Inhibitor NS3IAMA Protease Protease Inhibitor Inhibitor™
Inhibitor plus NS5E Inhibitor
O mibitas wird
Elbaswir! Paritaprewvirs _ .
Daclatasvir Grazoprevir Ritonawvir plus B
Dasalwvir
HIV Protease Inhibitors, continued
ATWIr or ATVic = " = - =
S DY dose o Take ATW 300 mg in
30 migiday the morming at same
- time as ombitaswins
paritaprevinr plus
IF Pl {or AT C, dasubureir;
DENV'S) is ussad with dizcon@mue BTV or
TOF, nTDF COEI in HIW regimen
concentraons are urtld HCWY therapy
expected. I complsted.
coadminiztration
DRI or DR C = " necessary, monitor = = =
FIPV or FPWIr - - for TDF-assocated = = 3
toxicities (see
LIPWir »" ' I'ml::' E_4 = F
SO - - o =
e DOV doss o
0 mglday
TPWIr E s - =3 = 3
Hon-Mucleoside Reverse Transcriptase Inhibitors
EFWV - " b = =
A DOV doss o
S0 mgiday -
A DCV doss to “ If used with TDF = = =
B0 mgiday mionitor for TDF
NVP A DCV dose to - todcity. = = s
S0 mglday
- w w =

DHSS 2018



ILAC ETKILESIMLERI

Cofermulated — HS3AMA
MS5E MS5A Inhibitori HSSAMSIALA
NS3A Inhibitor |\ ibitor 'E“wwm NS3A/4A Protease | Protease Inhibitor E:tm
Inhibitor plus NS5B Inhibitor -
Ombitaswvir!
Elbaswirf Paritaprevirl .
Grazoprevir Ritonavir plus e
Dasabuvir
W W W
If used with TDF,
meomator for TDF
toxicity.
EVGIc/TDFFTC v v = x x x
b DCV dose to
30 ma'day
EVGICITAFIFTC * - " x® x x
o DoV dose to
30 ma'day
EVG (plus Plir -
without COBI)
¥ DCV doze to
30 mglday for all Refer to Recommendations for individual ritonavir-boosted PIL
Plir, except
TPWir — dio not
coadminister
RAL o - v - - -
ICCRS Anfagonist
MVC v v w 7 % «

DHSS 2018



Kronik Hepatit C Virusu Infeksiyonunun Yénetimi: Ttirk Klinik Tenofovir‘ Em"'rlisfabin

Mikrobiyoloji ve Infeksiyon Hastaliklari Dernedi Viral Hepatit
Calisma Grubu Uzlasi Raporu-2017 Guncellemesi

vtk S Lopinavir/Ritonovir

Study Group for Viral Hepati 12 Kiimik Dargisi 2017:; 30i0ral Say 1k 2-36
Infectious Diseases-2017 Up

Tablo 5. Kronik Hepatit C Tedavisinde Kullarnilan Dogrudan Etkili Antiviral laclarda Antiretroviral laglar Arasmdaki Etkilesimbler®

PTW-RTV /S
S0F IEDFFLD"H’ SOFRVEL OBV+DSV GRIVEBV DOV ShV

Ahakavir
Emtrizitakim
Lamivudin

Tenofowir

MATF ler

Efavirernz
Etrawirin
Mevirapin

Rilpivirin

Dolutegrawvir
Elvitegravir kobisistat/emirisitebiry
tenofovir dizoproksil fumarat
Elvitegravirkobisistat/amitrisitabify
tenofovir alafenamid

bk b b b |

Flzyon/integr az
g

Raltegravir

Klinik olarak anlamh atkilesijn yok
Etkilegim potansiyeli var Dol =yars
Bu ilaglar birlikta kullamilmamalsdic

ramaniama defjizimi veya ek montorzesyon gerekebilic




HIV ve HCV Koenfeksiyonu DAA...

SOFOSBUVIR

» HCV NS5B niikleotid polimeraz inhibitord

» P-glikoproteinin bir substrat
> Sitokrom P450 enzim sistemi tarafindan metobolize edilmez

> Birgok ART rejimi ile birlikte kullanimi uygun

> P-glikoprotein indikatarleri (tipranavir) sofosbuvir kan diizeyini digirdr



HIV ve HCV Koenfeksiyonu
DAA..

SOFOSBUVIR

» TDF birlikte kullanildiginda TDF 1

> Ritonovir veya kobisistat ile birlikte kullanilirsa TDF 1 I

» TDF maruziyetlerindeki artislari onlemek igin alternatif HCV veya ART
tercih edilebilir

> Bobrek yetmezligi ve hasari agisindan hastalar dikkatli takip edilmeli
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ART: Tenofovir emtristabin + Lopinovir/ritonovir
HCV tedavisi: Sofusbuvir + Ribavirin
Tedavinin 1. ayinda HCV RNA negatiflesti
Ilag modifikasyonunu gerektiren yan etki saptanmadi
12.04.2017 de tedavi tamamlandi. TSY alind..
17.04.2018 tarihli HCV RNA negatif
HIV RNA: negatif
Halen kullandigi ART:
Tenofovir alafenamid + emtristabin + cobistat + elvitagravir (Genvoya)

Takipleri devam ediyor.



Glincel Rehberler HCV genotip 3
tedavisinde ne Gneriyor ?

EASL 2018

“* Sofosbuvir/velpatasvir 12 hafta

1 Glecaprevir/pibrentasvir 8 hafta
(sirozlu olgularda 12 hafta)

% Sofosbuvir/velpatasvir/voxilaprevir 12 hafta



Sustained Virologic Response (%)

ASTRAL-5 trial

100-
90-

70-
60-
50-
40-
30-
20-
10-

98
90 93

/3

160/163 40/43

No cirrhosis Cirrhosis

No Previous Treatment

[] Sofosbuvir—velpatasvir

[] Sofosbuvir—ribavirin

91 89

31/34 33/37
No cirrhosis Cirrhosis
Previous Treatment +



ASTRAL-5 study: SOF/VEL in HIV coinfe!on

' HCV-Lriols.com

SVR,, overall, by genotype and by cirrhosis or prior treatment, % (95% Cl), ITT

% 100 10

95.3 95 72-100 48-100 100
100 — [39-99} [37-99 [52?]2.00} [ [ }

80 -

2relapses

2 lost to follow-up
60 - 1 withdrew consent

2 relapse 1 relapse
40 - 1 lost to follow-up 1 lost to follow-up
1 withdrew 1 withdrew consent
consent
1lost to 1 relapse
20 follow-up 1 Inst to follow-up
b4
Total 1a 1b 2 4 No Yes Yes No
Genotype Cirrhosis Treatment-naive

= Noimpact of baseline NS5A RAVs: all 13 patients with baseline NSS5A RASs
(cutoff 15%) achieved SVR;,

ASTRAL-5 | Wyles D, Clin Infect Dis 2017 ; 65 :6-12




ASTRAL-5 study: SOF/VEL in HIV coinfection

" HCV-triols.com

= Summary

— SOF/NEL for 12 weeks resulted in overall 95% SVR,, In HIV
coinfected patients

+ 100% SVR, in patients with cirrhosis

Tedavi tenofovir bazli ART rejimi alanlar dahil giivenli

HIV/ HCV konefekte hastalarda 12 hafta KVY %95

e Whyles D, Clin Infect Dis 2017 ; 65 :6-12
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Efficacy and Safety of
Glecaprevir/Pibrentasvir in Patients Co- =
infected with Hepatitis C Virus and
Human Immunodeficiency Virus-1: The
EXPEDITION-2 Study

Jirgen KRockstroh!, Karine Lacombe?, Rolando M. Viani?, Chloe Orkin?,
David Wyles®, Anne F Luetkemeyer®, Ruth Soto-Malave’, Robert Flisiak®,
Sanjay Bhagani®, Kenneth E. Sherman??, Tatiana Shimonoval?, Peter
Ruane'?, Joseph Sasadeusz!'?, Jihad Slim*?, ZhenzhenZhang?®, Teresal.
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Foundation Trust, London, UK; 10. University of Cincinnati, Cincinnati, OH 11 . S5tate budgetary Healthcare Institution Infectious
Clinical Hospital #2 of Moscow City Healthcare Department, Moscow, Russia; 12. Ruane Medical & Liver Health Institute, Los
Angeles, California, United States; 13. Roval Melbourne Hospital, Parkville Victoria, Australia; 14. 5t. Michael's Medical Center,
Mewark, M, United States; 15. Johns Hopkins University School of Medicine, Baltimore, Maryland, USA

=
Foa = 2
e iy, A - e =
|AS
* Paris, Frances

ok 24 July 2017



EXPEDITION-2 Study Design

A phase 3, multicenter global study evaluating 8- or 12-week treatment with G/P in HCV/HIV-1 co-
infected adults without or with compensated cirrhosis, respectively

SVR12

8-week G/P I

- -
N =137 |

(no cirrhosis)
SVR12
12-week G/P ,
N =16 d |
(with cirrhosis)
| | | | | |
| | i | | |
Day O Week 8 Week 12 Week 20 Week 24 Post-treatment

Week 24

Open-label Treatment

Patients were enrolled in Australia, Belarus, France, Germany, Poland, Puerto Rico, Russian
Federation, United Kingdom and United States

G/P is co-formulated and dosed once daily as three 100 mg/40 mg pills for a total dose of 300 mg/120 mg.



Efficacy Expedition 2
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POLARIS-4: Results
POLARIS-4: Overall SVR by Baseline RAS
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Source: Bourliere M, et al. N Engl J Med. 2017;376:2134-46. web study
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Treatment-Naive Genotype 3 Without Cirrhosis

Recommended and altemative regimens listed alphabetically for:

Treatment-Naive Genotype 3 Patients Without Cirrhosis

RECOMMENDED DURATION RATING ©
ggi;g fixed-dose combination of glecaprevir (300 mg)/pibrentasvir (120 8 weeks LA
Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir (100 mg) 12 weeks A

ALTERNATIVE DURATION RATING ©
Daily daclatasvir (60 mqg)® plus sofosbuvir (400 mg) 12 weeks A

2 This is a 3-tablet coformulation. Please refer to the prescribing information.

therapy.

® The dose of daclatasvir may need to be increased or decreased when used concomitantly with cytochrome P450 34/ inducers and
inhibitors, respectively. Please refer to the prescribing information and the section on HNVIHCY coinfection for patients on antiretroviral
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AMERICAN ASSOCIATICN FOR
THE STUDY OF LIVER DISEASES

Treatment-Naive Genotype 3 With Compensated Cirrhosis

Recommended and altemative regimens listed by evidence level and alphabetically for:

Treatment-Naive Genotype 3 Patients With Compensated Cirrhosis? @

RECOMMENDED DURATION RATING ©
ggi;g fixed-dose combination of glecaprevir (300 mg)/pibrentasvir (120 12 weeks LA
Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir (100 mg)s 12 weeks A

ALTERNATIVE DURATION RATING ©
Daily fixed-dﬂse combination of snfcsb_uvir (400 mg)/velpatasvir (100 12 weeks lla. B
mgq)/voxilaprevir (100 mg) when Y93H Is present '
Daily daclatasvir (60 mg)® plus sofosbuvir (400 mg) with or without 24 weeks lla B

weight-based ribavirin®

# For decompensated cirrhosis, please refer to the appropriate section.
® This is a 3-tablet coformulation. Please refer to the prescribing information.
= RAS testing for Y93H is recommended for cirrhotic patients. If present, nbavirin should be included in the regimen or

sofosbuvirfvelpatasvirfvoxilaprevir should be considered.
4 The dose of daclatasvir may need to be increased or decreased when used concomitantly with cytochrome P450 3A/4 inducers and

inhibitors, respectively. Please refer to the prescribing information and the section on HVIHCW coinfection for patients on antiretroviral
therapy.
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