HIV-HCV
ouAAoipwén

Mnrva Wuxoyulov
AvarnA KaBnyntpla MaboAoyiac AotpwEswy
A'MaBoloyikni KAwvikn, EKNA
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Worldwide HCV Prevalence (2015)

Estimated Worldwide Prevalence: 71 million(a!

a. WHO Global Hepatitis Report 2017; b. CDA Foundation. Hepatitis C map.



Erudnuiodoyia HIV/HCV cuAAoipwéng

37 ekatoppupla AvBpwriol mayKoopiwe (ouv pe HIV, kat 2.3 ekaToppupLoL EXouV
oUANolpwén pe HCVL?

Kowvol tpomol petadoonc, ouxvn n cuAloipwén3

Exriuwpevocg emimmoAaouog HIVIHCV cuAdoiuwéng oe diagopeTikou¢ mAnBuououg:

B HCV co-infected HIV only
MSM
Heterosexual
IDU
O‘l% 20l% 40l% 6C;% 80l% 106%

HCV, hepatitis C virus; HIV, human immunodeficiency virus; IDU, injection drug users; MSM, men who have sex with men
1. UNAIDS. AIDS by the numbers 2015: http://www.unaids.org/sites/default/files/media_asset/AIDS_by the_numbers_2015_en.pdf (accessed September 2017);
2. Adapted from Platt L et al. Lancet Infect Dis 2016;16:797-808; 3. Rotman Y and Liang TJ. J Virol 2009;83:7366—7374



Eniépaon tou HCV otn Ovntotnta oe PLWHIV

Retrospective, longitudinal analysis of 70,559 PLWHIV in the
French National Hospital database, 2008—2012

Overall mortality
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YPnAdtepn Ovnrotnta o€ aocBeveic pie cuAAoipwén HIV/HCV (7.5%) évavtl (2.8%) og aoBeveig pe HIV
povoAoipwén?

Ovntotnta o€ o veapn nAtkia og acBeveic pe HIV/HCV ouAloipwén s€atiag HCV, HKK, kippwong Kat
XPrioN¢ ovoLwv?

HCC, hepatocellular carcinoma; HCV, hepatitis C virus; HIV, human immunodeficiency virus; HR, hazard ratio; PLWHIV, people living with HIV
1. Mallet V et al. CROI 2014. Boston, MA. #690 2. 2. Pinchoff J et al. Clin Infect Dis 2014;58(8):1047-1054



Nwc petadidetat o HCV;

e Xpnon IV vapKwTLIKWV OUCLWV

e ANPn aipatoc A mapoywywv aipatoc kat Aqpn opyavwy mptv to 1992
e EmayyeApatikn €kBeon o€ VOOOKOUELOLKOUC XWPOUG

e AlpokaBapon (maAatotepa)

e KaBetn petadoon ano HCV+ pntépa

e YetovaAlkn petadoon (OxL onUAvILKOC Kivouvoc)



Oéeia Hnatitdéa C

e Movo 20%—30% Twv atopwV HE oéela Aolpwén Ba £xouv cupMTWHOTO
e Otav vnapéouv cupmTwHaTo auta Ba eival:

* MMupeToC

e Kbnwon

* YILEPXPWON OUPWV

e ATIOXPWHOTLOMOC KOTIPOAVWV

* KolAloko aAyoc

* AtwAELA TNG OPEENC

* Nautia

* Epetol

* ApBpalyiec

*‘|ktepoC
* XTOL ATOMA TTov Ba epdavicovv cupmTwpata, N HeEon mepiodoc epdavionc amno tnv €kBson

elvall 4—12 eBoopadec (evpoc: 2—24 eBdopadec)



Serologic Pattern of Acute HCV Infection with

Progression to Chronic Infection
anti-HCV

Months Years

Time after Exposure
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[ Acute hepatitis C ]

Spontaneous Chronic
clearance hepatitis C
(20-25%) (75-80%)

v
Cirrhosis
(5-10% at 20 years)

’ 'I' A - *
Decompensation Hepatocellular Death
Ascites, variceal carcinoma (3-4% per year)

bleeding, (1-3% per year)
encephalopathy,

jaundice
(4-5% per year)




HCV Aoilpwén: laon otnv emoxn tTwv
VEWV avtlikwyv (DAAS)

96-100%

(o) ]
o

SVR,, (%)
~
o

IFN 24 wk IFN 48 wk IFN/RBV IFNa/RBV IFNa/RBV pIFNa/RBV pIFNa/RBV 3 DAAs

(daily) 3 times/wk 24 wk 48 wk 48 wk 48 wk + 1st gen DAA + RBV
24 wk 12 wk

1992 2001-2011! 20122 20133 2015

DAA, direct-acting antiviral; IFN, interferon; RBV, ribavirin
1. Adapted from Manns MP, et al. Gut 2006;55:1350-9. 2. Tran TT. Am J Manag Care 2012;18(14 Suppl):S340-9.
3. Kowdley KV et al. EASL 2013, oral 3. URL: http://www.natap.org/2013/EASL/EASL_106.htm.



E¢EAEN tnc Oepameiog yia tov HCV peoa ota teAevtaia 20 xpovia

Avakdaiuyn ] “Enavaoctacn twv DAA’s”

[ ¥ Tou HCV

. IFN ][ IFN + RBV ][ Peg-IFN + RBV ] OBV/F 0

1984 1989 1998 2001

2011 2013 2014

2015

2016 2017..

Hrtatitida “non-A, { TVR SMV ] SOF/VEL
non-B” | |

| BOC SOF ] ~ SOF/VEL/VOX

Emoxn twv

TLOLVYOVOTUTILKWV
Oepanciwv

Mpwipn emoxn Twv
DAA’s

Pawlotsky JM, et al. ] Hepatol 2016; 62: S87-99; Manns M, et al. Nat Rev Dis Primers 2017;3:1-19.



Oepaneia HCV: Protease, Polymerase, kot NS5A Inhibitors

Structural Domain Nonstructural Domain

Protease l Polymerase l

NS5A NS5B NS5B
Replication NUC Non-NUC
Complex Inhibitors Inhibitors
Inhibitors

Ribavirin NS3
(RBV) Protease

Inhibitors

Daclatasvir (DCV) Sofosbuvir Dasabuvir
Elbasvir (EBR) (SOF) (DSV)
Ledipasvir (LDV)
Ombitasvir (OBV)
Velpatasvir (VEL)
Pibrentasvir (PIB)

Grazoprevir (GZR)
Paritaprevir/Ritonavir
(PTV/RTV)
Simeprevir (SMV)
Voxilaprevir (VOX)
Glecaprevir (GLE)

McGovern. Hepatology. 2008;48:1700.




2TOYOLl aAVTUKNG Oepameiac o€ xpovia nrotitida C

loAoyikn KaBapon

Makpoxpovia LoAoykn avtamnokpion (SVR)

Mn aviyvevotpo HCV RNA opou (<10 IU/ml) touldxLotov oTiC
12 eBdopadec peta tn dtakormn tng Beparmeiog N 24 peta

EASL Recommendations
on Treatment of Hepatitis C 2018 (accessed May 2018); Available at
http://www.easl.eu/research/our-contributions/clinical-practice-guidelines.




2TOXOC

H peiwon tn¢ Ovnrotntoc and oAa ta aitia Kabwc Kot and ta oXeTWOUeEVA UE TO AIOP
(teAkoU otadiov nratikn vooocg Kot HKK) kat n BeAtiwon tng mototntac tne {WNC

= Melwon ¢ vekpodpAeypovwdouc avtidpaong
" Avo.oTOAN TNG €€EALENG TNC NTTATIKAC VOOOU
= H SVR oyetiletal pe 70% peiwon touv Kivduvou yia HKK

= H SVR oxetiletal pe 90% peiwon tou KivdUvou yLao oXeTW{OUEVN UE NTIATLKA VOOO
BvnTtoTNTA KOl NTTOTLKN LETAMOOXEUON

= Meilwon Twv e€wnmatikwyv ekKONAwWoewv (Kpuoodalpvalpkn ayyetitida)
" Meilwon tou Kivduvou yia NHL kat aAAa AepdpoUTtEPTAAOTIKA VOO LOTO
= TasP (peiwon tng nepattépw peradoon )

EASL Recommendations
on Treatment of Hepatitis C 2018 (accessed May 2018); Available at
http://www.easl.eu/research/our-contributions/clinical-practice-guidelines.




Evoeifelc Oepaneiag HCV Aoipwéng

e 1. OM\oL oL aoBeveic pe HCV Aolpwén

* 2. Xwpic kadvotepnon:
* JNUOVTIKN tvwon N Kippwon (F2-F4)
* E¢wnmnatikeg ekbnAwoelg (HCV kpvoodatpvatpia, HCV vedppomnabela,
non-Hodgkin Aéupwpa)
* Child-Pugh B ] C kippwon pe €vOeLEn LETAUOOXELONG
e Htatikn LETALHOOXEVON
* HBV cuAAoipwén, dtaPntng
e Atopa e avénuevo kivbuvo petadoonc tng vooou (PWID, MSM, yuvaikec oe
avamnopaywylkn nAwkia, HD, kpatoUpevol o cwdpovioTika tbpupata)

EASL Recommendations
on Treatment of Hepatitis C 2018 (accessed May 2018); Available at
http://www.easl.eu/research/our-contributions/clinical-practice-guidelines.



Duowkn Lotopia NMATIKAC VOOOU

HratoKuTTaPLKOG
KOLPKivOG

Awtiodoyia
HCV

HBV, HIV ; ) ) Mn
', Xpovia nratikn AvTlppomoUpEVn ; ,
AAKOOA v6G0C st QVTLPPOTIOUHEVN Oavatog

NASH kippwon

PSC/PBC

Autodvoon = Aokitng

= Kipoot oloodayou

» Hrtatikn eykedaiondBela
» Hrtatovedplkd olvOpouo
= |ktepOC

Muir. Clin Ther. 2015;37:1822.




AfloAoynon npo Bepamneiog

(Tovotumog) ko Ektipnon

HCV RNA NMATKAG VOGOU

EASL Recommendations
on Treatment of Hepatitis C 2018 (accessed May 2018); Available at
http://www.easl.eu/research/our-contributions/clinical-practice-guidelines.




HCV Workup mtpo Oepameiog

AAN\a
Ospata

HCV
Oepaneia

(fovérumoc] EKTlUNnON lotopiko

= Edkol
mAnBuopol KOl

= DDIs SLapKeLa

= Avtevdeitelg

kouw HCV RNA atikng TLPONYOUHEVNG
VOGOU Bepanetiag

EASL Recommendations
on Treatment of Hepatitis C 2018 (accessed May 2018); Available at
http://www.easl.eu/research/our-contributions/clinical-practice-guidelines.




EASL Recommendations on the Treatment of
Hepatitis C 2018

Pangenotypic Regimens Genotype-Specific Regimens
SOF/ SOF/
Genotype VEL GLE/PIB VEL/VOX SOF/LDV  GZR/EBR 3D
Genotype 1a Yes Yes No* Yes? YesP No
Genotype 1b Yes Yes No* Yes Yes Yes
Genotype 2 Yes Yes No* No No No
Genotype 3 Yes Yes Yes¢ No No No
Genotype 4 Yes Yes No* Yes® Yest No
Genotype 5 Yes Yes No* Yes?® No No
Genotype 6 Yes Yes No* Yes? No No

*Triple combination therapy efficacious but not useful due to the efficacy of double combination regimens.

*Treatment-naive patients without cirrhosis or with compensated (Child-Pugh A) cirrhosis.

®Treatment-naive and treatment-experienced patients without cirrhosis or with compensated (Child-Pugh A) cirrhosis with an HCV
RNA level < 800,000 IU/mL (5.9 Logyg 1U/mL).

“Treatment-naive and treatment-experienced patients without cirrhosis.

dTreatment-naive and treatment-experienced patients with compensated (Child-Pugh A) cirrhosis.

®Treatment-naive patients without cirrhosis or with compensated (Child-Pugh A) cirrhosis with an HCV RNA level < 800,000 IU/mL (5.9
Logg IU/mL).

European Association for the Study of the Liver. J Hepatol. 2018;69:461-511.



EmiAoyec to 2018-2019:
AASLD/IDSA- EASL Beparmnevtika oxnporta HCV

Regimen Approved " 'Eva XdT[l I"] 3-X(5LT[LC1, pLa
Genotypes dopa NUEPNOLWG

Elbasvir/grazoprevir 1,4 * AMOTEAECUOTIKA
Ledipasvir/sofosbuvir 1,4,5,6 Oepareia ylo KAOe

1,2,3,4,5,6 YOVOTUTIO
1,2,3,4,5,6
1,2,3,4,5,6

Sofosbuvir/velpatasvir

Sofosbuvir/velpatasvir/voxilaprevir " OEPAMEVUTIKA TOCOOTA

> 95% N kot uPnAotepa,
OKOUN KOl XWPLC
ribavirin

Glecaprevir/pibrentasvir

" Alapkela Beparmeiac 8-12 eBdopadeg ya
OAOUC TOUC TPWTOBEPATTEVOUEVOUC, LN
KLPPWTLKOUC atoBeveic




Treatment recommendations for EASL
TN and TE* patients without cirrhosis

GT1a

GT1b

GT2

GT3

GT4

GT5

GT6

TN

TE

TN

TE
TN
TE
N
TE

TN

TE
TN
TE
TN
TE

SOF/VEL

12 wk

12 wk

12 wk

12 wk
12 wk
12 wk
12 wk
12 wk

12 wk

12 wk
12 wk
12 wk
12 wk
12 wk

GLE/PIB

8 wk

8 wk

8 wk

8 wk
8 wk
8 wk
8 wk
12 wk

8 wk

8 wk
8 wk
8 wk
8 wk
8 wk

SOF/VEL/
VOX

No

No

No

No
No
No
No
No

No

No
No
No
No
No

LDV/SOF

8-12 wk

No

8-12 wk

12 wk
No
No
No
No

12 wk

No
12 wk
No
12 wk
No

GZR/EBR OBVS;I’W ™
12 wk No
(HCV RNA <800,000 IU/ml)
12 wk No
(HCV RNA 800,000 IU/ml)
8 wk (FO-F2) 8 wk (FO-F2)
12 wk (F3) 12 wk (F3)
12 wk 12 wk
No No
No No
No No
No No
12 wk No
(HCV RNA <800,000 IU/ml)
No No
No No
No No
No No
No No

EASL 2018 Recommendations on Treatment of Hepatitis C 2018, J Hepatol 2018



Treatment recommendations for
TN and TE patients with compensated cirrhosis

EASL

GT1a

GT1b

GT2

GT3

GT4

GTS5

GT6

TN

TE

TN
TE
TN
TE
TN
TE

TN

TE
TN
TE
TN
TE

SOF/VEL

12 wk

12 wk

12 wk
12 wk
12 wk
12 wk
No
No

12 wk

12 wk
12 wk
12 wk
12 wk
12 wk

GLE/PIB  SOF/VEL/VOX

12 wk

12 wk

12 wk
12 wk
12 wk
12 wk
12 wk
16 wk

12 wk

12 wk
12 wk
12 wk
12 wk
12 wk

No

No

No
No
No
No
12 wk
12 wk

No

No
No
No
No
No

LDV/SOF

12 wk

No

12 wk
12 wk
No
No
No
No

12 wk

No
12 wk
No
12 wk
No

GZR/EBR
12 wk
(HCV RNA 800,000 IU/ml)

12 wk
(HCV RNA 800,000 IU/ml)

12 wk
12 wk
No
No
No
No

12 wk
(HCV RNA <800,000 1U/ml)

No
No
No
No
No

OBV/PTV/r+DSV

No

No

12 wk
12 wk
No
No
No
No

No

No
No
No
No
No

EASL 2018 Recommendations on Treatment of Hepatitis C 2018, J Hepatol 2018



Sofosbuvir/Velpatasvir

" QappokoAoyia = DDIs
— SOF: NS5B polymerase inhibitor — Acid-reducing agents (antacids, PPIs,

— VEL: NS5A inhibitor H, blockers)
— Anticonvulsants (carbamazepine,
oxcarbazepine, phenytoin,

— 'OxL o€ eGFR < 30 mL/min phenobarbital)

n Aoovovia — leampln
— St John’s wort

" PopHaKOKLVNTIKA

— 1 tablet ka®nuepwva
— + Ribavirin " AVEMLOUUNTEG EVEPYELEG

— Konwon, kedaAaAyia, vautia

— Bpadukapdia (pe amiodarone)

Sofosbuvir/Velpatasvir SmPC 21.02.2019




ASTRAL-1 (SOF/VEL x 12 weeks)
SOF/VEL for 12 Weeks inGT 1, 2, 4, 5 and 6 HCV:

SVR by Genotype
29 08 ” 100 100 o7 100
100 -
80 -
X 60
o
% 40 1 relapse
W 2 LTFU 1 relapse
1WC
20
. e

Total GT1a GT1b GT 2 GT 4 GT5S GT6

LTFU=lost to follow up; WC=withdrew consent Genotype

Feld JJ, etal. N Engl J Med 2015;373:2599-2607.



YynAa noocoota SVR12 oc aoBeveic pe | xwpic Kippwon — Oepaneia pe SOF/VEL yia 12w

A real-world analysis of HCV GT1—-4-infected patients with or without cirrhosis who initiated

SOF/VEL for 12 weeks at Italian (Puglia) clinics from May 15 to November 1, 2017 (N = 909*)

99.3 100 99.6 995 984

100 -

00
o
1

oy | N-s0o

Any emergent AE 74

5 relapse
1 re-infection

SVR12 (%)
(@))
o

40 Discontinuation of 0
treatment
20 - Deaths after post- 5
N treatment Week 12
0 -
Overall ITT F1 F2 F3 F4
SOF/VEL for 12 weeks is an effective treatment option regardless
of baseline fibrosis status and genotype

ITT, Intent-to-Treat.
* 3% of patients were CP A6/B7-9 and received SOF/VEL + RBV for 12 weeks. Mangia A, et al. / Hepatol 2018; 68: S273-S274.



Glecaprevir/Pibrentasvir

" QappokoAoyia = DDIs
— GLE: NS3/4A protease inhibitor — Rifampin/atazanavir
— PIB: NS5A inhibitor — Carbamazepine/phenytoin
— Efavirenz

" PopHaKOKLVNTIKA
— CYP3A

— Statins

) ) ) — St John’s wort
— Mmnopet va 600l o€ vedpikn

AVEMAPKELDL " AVETMLOUMNTEC EVEPYELEC

— KedaAaAyia, kKOtwaon, vauvtia,
Slappola, e€aoBevion

— 3 tablets kaBnpepva pe paynto — AUEnon bilirubin/ALT

— QAev ouviotatolt o CTP class B;
Avtévdeitn os CTP class C

= Aocoloyia

Glecaprevir/Pibrentasvir SmPC 21.01.2019




8 and 12 Weeks of G/P in HCV
Genotype 1-6 Infected Patients without Cirrhosis (Efficacy ITT)

Integrated efficacy analysis of 8 or 12 weeks’ G/P treatment in non-cirrhotic patients with

GT1-6 infection across nine phase 2 or 3 clinical trials*

m 8 week G/P w12 week G/P
99.8 100 100 100
100 - 98 99 99 98 99 95 96 95 99 -
80 -
S
- 60 =
=
8
= 40 -
>
(V)]
20 -
n| RELE] 470 202 198
0N_ 965 474 206 208

Overall GT1 GT2 GT3t GT4 GT5 GT6

ITT, intent-to-treat.
* EXPEDITION-2 and-4, ENDURANCE 1, 2, 3 and 4, SURVEYOR-I Part 2, SURVEYOR-II Parts 1, 2, and 4;
T All GT3 patients were treatment-naive;

* Patient missing SVR data returned after post-treatment week 12 and had achieved HCV RNA

<lower limit of quantification. Puoti M, et al. J Hepatol 2018; 69:293—-300.



EXPEDITION-I: 12-week G/P for of Chronic HCV GT1, 2,4,50r 6
Infection in Adults with Compensated Cirrhosis (Efficacy)

100

80

SVR12* (%)

99

99 100 100 100 100

1GT1a
patient

relapsed at
PTWS

GT1 GT2 GT4 GT5 GT6

G/P treatment achieved high SVR rates regardless of
baseline patient or viral characteristics

d/c, discontinuation; PTW, post-treatment Week; RAS, resistance-associated substitution.
*SVR12 ITT and mITT are the same.

Forns X, et al. Lancet ID 2017; 17:1062-1068.



Sofosbuvir/Velpatasvir/Voxilaprevir

" Qappakoloyia = DDIs

— SOF: NS5B polymerase inhibitor — Acid-reducing agents (antacids, PPIs, H,

— VEL: NS5A inhibitor blockers)
— VOX: NS3/4A protease inhibitor — Anticonvulsants (carbamazepine,
= DoPUAKOKLVNTIKA oxcarbazepine, phenytoin,

phenobarbital)
— SOF petaBoAiletol peow vedpwv

— VEL/VOX CYP3A kau CYP2B/C — Rifampin/rifabutin
— 'Oyt o€ eGFR < 30 mL/min " AVEMLOUUNTEC EVEPYELEC

= AocoAoyia — Konwon, kedbaAalyia, vautia, Stappola

— 1 tablet kaBnuepwva pe paynto — Bpadukapdia (pe amiodarone)

— 'O)XL o€ un aviipoomnoUMEVN Kippwon
(CTP class B or C)

Sofosbuvir/Velpatasvir/Voxilaprevir SmPC 26.02.2019




Integrated Efficacy Analysis of POLARIS-1 and -4

Efficacy of SOF/VEL/VOX for 12 Weeks in DAA-Experienced Patients

97 97 97 99 100 96 , 100 100 100

100 -
80 -
X
~ 60 -
(QV
~
& 40 -
(0p)
20 -
431 150 68 36 126 39 1 6
0 - 445 155 69 36 132 41 1 6
Total GT1 GTla GT1b GT 2 GT3 GT4 GTS5 GT6 Other
Total
Breakthrough 1* 1 1 0 0 0 0 0 0 0
Relapse 7 2 2 0 0 4 1 0 0 0
Other 6 3 2 1 0 2 1 0 0 0

The SVR12 rate was 97% (431/445) in DAA-experienced patients treated with
SOF/VEL/VOX for 12 weeks; Rates were similar regardless of genotype

34



Treatment recommendations for
HCV patients with decompensated cirrhosis

e Protease inhibitors are contraindicated
* SOF/LDV, SOF/VEL: the only DAA options

¢ Addition of RBV increases the SVR rates

EASL 2018 Recommendations on Treatment of Hepatitis C 2018, J Hepatol 2018



HCV in patients with renal impairment

Drug doses in reduced Creatinine

Clearance (CrCl)

200/400 mg /24/24h - CICr 30-50 ml/min
200 mg /24h - CICr <30 ml/min

‘ Ribavirin

No change for CrCl 230 ml/min
Contraindicated for CrCl <30 ml/min

No change

No change

No change

Ribavirin SmPC 26.03.2019, Sofosbuvir SmPC 18.02.2019, Sofosbuvir/Ledipasvir SmPC 19.03.2019, Sofosbuvir/Velpatasvir SmPC 21.02.2019,
Sofosbuvir/Velpatasvir/Voxilaprevir SmPC 26.02.2019, Paritaprvir/r/fOmbitasvir SmPC 29.01.2019, Dasabuvir SmPC 23.01.2019, Grazoprevir/Elbasvir SmPC 20.06.2018,
Glecaprevir/Pibrentasvir SmPC 21.01.2019



O¢eparneio tou HIV kat tou HCV o€ aaoBeveic pe cuAAoipwén

= ‘OMoL oL aoBeveic pe HIV ypetdletal " HOeparneio tou HCV amnotelet
Vol egpang()ov'[al LLE npotepaLoTNTA 'O'E CIO'GEVELC ME
amoteAecpatiki ART, WSlaitepa ot HCV/HIV cuMoipwént

CIGGEV:C:LQ ue HIV/HCV — H amoteAeopATIKOTNTA KAL OL
cuMoipwsnt? QVETLBUUNTEC EVEPYELEC QTTO TAL
HCV DAAs o€ acBeveic e
oUA\olpwEN elval MapOUOLEC HE
EKELVEC TWV a0BeVWV pLE
rovololpwén HCV

— H HIV Aoipwén cuoxetiletal pue pe
g€€ALEN tnC HCV nratikng vooou 2

— H Bepamneia kot Twv VO
Xpelaletal Wlaitepn mpoooxn
KUPLWG WC TtPOC TLC
aAAnAeridpacelc papuakwv

1. EACS 2017. 2. DHHS Guidelines. 2018. 3. AASLD/IDSA HCV Guidelines. 2017.




Mpw tnv €vapén Oeparmeiog

= HCV workup = HIV workup
— HCV lovotumog — HIV-1 RNA
— HCV RNA — HLA*B-5701
— 3T&810 NIATIKAC VOGOU — CD4
— Child-Pugh score — lovotumikn avtoxn

— HKK screening
= JUUTTANPWHOTIKAL

— Fibroscan
1 ‘ — CrCl
— lNponynOeloeg Bepareieg
' — AN\ §3
— HBV ocuMoipwén a pappaka
— JUVVOONPOTNTEG

1. AASLD/IDSA HCV Guidelines. 2017.




2KEP eLC mpLv TNV emAoyn HAART

e Xtadlo kata CDC (AIDS, sukalplokeC AOLMWEELC)
 HIV-RNA > 100.000¢c/ml

e [ovoTtuTilkn avtoxn

e Yuvvoonpotntec (puvpatiwon, HCV, HBV)

e HLA-B*5701

* AMnAemdpaoelc pe ouyxopnyoupeva/ Aappavopeva dapuako
e AvemBuuntec evepyelec (nmatotoékotnta)

e Avaykn AnYnc papuakwyv pall pe tpodn, aplOUoc xamiwy
e AvVOUEVOLEVN CUUHOPPWON

* Eykupoouvn

e Kootocg



HIV/HCV Drug—Drug Interactions

ARV(s)

GLE/PIB

GZR/EBR

SOF/LDV

SOF/VEL

SOF/VEL/VOX

ATV + (RTV or COBI)
DRV + (RTV or COBI)
LPV + RTV

EFV

RPV

BIC

DTG

RAL
EVG/COBI/FTC/TDF
EVG/COBI/FTC/TAF
3TC/ABC

TAF or TDF

X

X
X
X
v

X

L X X X

X X X

v

v
v ¥

X
WL 3L

*Monitor for tenofovir toxicity if used with TDF. No clinically significant drug interaction per prescribing information. *Guidelines recommend

monitoring liver enzymes owing to lack of clinical safety data. $No information in prescribing information.

DHHS Guidelines. 2018.

Slide credit: clinicaloptions.com
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Aodevnc 1: Yo HAART, okéeic yioao HCV DAA

48 etwv pe HIV kat xpovia HCV Aoipwén

= HIV = HCV
— HAART: DRV/RTV + FTC/TDF — MpwtoBepamnevopevog, GTla
— HIV-1 RNA < 20 copies/mL — HCV RNA 1.43 million IU/mL
— CD4 : 800 cells/mm3 — EAaotoypadio 8.8 kPa (~ F2)
— HLA-B*5701 (-) — eGFR =75 mL/min

— HBsAg (-)




Epwtnon 3: Tt Oa emAEyate;
(mepLocoteEPEC O pLa EMAOYEC)

. AN\ayn tnc HAART kat apeon evopén GLE/PIB yio 8 eBdouadec

. AN\ayn tnc HAART, avapovni 4 eBdopadec kat Eévapén GLE/PIB yia 8
eBfOopadec

. AN\ayn tnc HAART, avapovi 4 eBdopadec kat SOF/VEL yia 12
eBOOUAOEC

. Mapapovn otnv néN AapBavopevn HAART kat SOF/LED yia 8
efoopadec




HIV/HCV Drug—Drug Interactions

ARV(s) GLE/PIB 7 GZR/EBR SOF/LDV SOF/VEL Yol JAV/IWAY[e) {
ATV + (RTV or COBI) X X v * V¥ X
DRV + (RTV or COBI) X X v ¥ v * VAL
LPV + RTV X X V¥ v * X
EFV X X v'* X X
RP Juyxopnynon HCV kat HIV Pls gv cuviotdtou Y v
Bl = = vt vt
DTG v v v * v v
RAL v v v v v
EVG/COBI/FTC/TDF v *t X X v ¥ v *T
EVG/COBI/FTC/TAF vt X v v vt
3TC/ABC v v v v v
TAF or TDF v v v ¥ v ¥ v ¥

*Monitor for tenofovir toxicity if used with TDF. No clinically significant drug interaction per prescribing information. *Guidelines recommend
monitoring liver enzymes owing to lack of clinical safety data. $No information in prescribing information. [¢]
DHHS Guidelines. 2018. Slide credit: clinicaloptions.com
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HIV/HCV Drug—Drug Interactions

ARV(s) GLE/PIB GZR/EBR SOF/LDV SOF/VEL Yol JAV/IWAY[e) {
ATV + (RTV or COBI) X X v * V¥ X
DRV + (RTV or COBI) X X V¥ V¥ v r
LPV + RTV X X v* v'* X
EFV X X v'* X X
RPV v v v * v v
BIC -5 -5 v v vt
DTG v

RAL v Zuyxopnynon LDV 1 VEL pe TDF, aAAd oxt TAF
SUGHHREL G v xpﬁv();tilvpnakrzahoﬁennonq \‘;Ed)pll(’ﬁq Astto)t(»pvia’q
EVG/COBI/FTC/TAF vt

3TC/ABC v

TAF or TDF v v v * v'* v *

*Monitor for tenofovir toxicity if used with TDF. No clinically significant drug interaction per prescribing information. *Guidelines recommend
monitoring liver enzymes owing to lack of clinical safety data. $No information in prescribing information. [¢]
DHHS Guidelines. 2018. Slide credit: clinicaloptions.com
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Epwtnon 3: Tt Oa emAEyate;
(mepLocoteEPEC O pLa EMAOYEC)

. AN\ayn tnc HAART kat apeon evopén GLE/PIB yio 8 eBdouadec

. AN\ayn tnc HAART, avapovn 4 eBdouadec kot evapén GLE/PIB yla 8
efoopadec

. AN\ayn tnc HAART, avapovni 4 eBéopadec kat SOF/VEL yia 12
eBOopAOEC

. Mapapovn otnv néN AapBavopevn HAART kat SOF/LED yia 8
efoopadec




Ac¥evi¢ 2: Tautoxpovn Bepaneia HIV kat HCV cuA\oipwéng

= 38 eTWV

— Xpnon evbodAeBiwv ovolwv. Twpa C€ MPOYPAULUO UTIOKOTAOTAONC OTIOLOELO WV

— eGFR 55 mL/min

= HIV = HCV
— Mponyouuevn Bepareia e — HCV yovotumoc 3a kat HCV RNA =
EFV/TDF/FTC 1.5 million IU/mL
— CD4 385 cells/mm3 kat HIV RNA — EAaotoypadia: otadio F3

54,340 copies/mL
pies/ — HBsAg (-)




Epwtnon 4: TL Oa eMAEYATE;

1. Evapén tou iblov oxnpatoc HAART kat apeon evapén GLE/PIB yua 8
efoouadec

2. AMNayn tnc HAART, avapovn 4 eBdopadec kat evapén GLE/PIB yia 8
eBfooupadec

3. AM\ayn HAART, avapovn 4 eBdouadec kot SOF/VEL yia 12 efdouddec
4. AN\n emthoyn




AASLD/IDSA KateuBuvtiplec odnyiec yia HCV Bepaneia o€
HCV/HIV cuAAoipwén

Regimen by Duration, . . Compensated .
HCV GT Wks No Cirrhosis Cirrhosis® eGFR < 30 mL/min
8 GLE/PIB — GLE/PIBII
1, 4 * *
19 GZR/EBR, GLE/PIB, GZR/EBR, GZR/EBR
SOF/LDV," SOF/VEL SOF/LDV, SOF/VEL
5 5 8 GLE/PIB — GLE/PIB!
’ 12 SOF/VEL GLE/PIB, SOF/VEL® =
8 GLE/PIB — GLE/PIB!l
5,6 GLE/PIB, SOF/LDV,
12 SOF/LDV, SOF/VEL SOF/VEL —

*If GT1a with BL NS5A RASs for EBR, 12 wks not recommended; can increase duration to 16 wks with RBV (alternative). 'Some

data to support 8 wks in GT1, but 8 wks not recommended in HIV/HCV coinfection. *If decompensated cirrhosis, do not use

HCV protease inhibitors. SIf BL Y93H RAS present in GT3, add RBV or consider SOF/VEL/VOX. !If also cirrhotic, increase duration

to 12 wks. 0|
AASLD/IDSA HCV Guidelines. 2017. Slide credit: clinicaloptions.com
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Drug-drug Interactions between DAAs and ARVs

HCV drugs ATVic,  ATVIr  DRVic| DRVIr LPVIr EFV |ETV NVP RPV MVC DTG EVGic RAL |ABC FTC 3TC| TAF TDF ZDV
daclatasvir | 1 | 1110% T 1% | 115% | 132% | | | | | & | « [E33% 7 o ololol o [ 110%] o
E10%
elbasvir/ t 1 1 1 1 154/83% | | | e e e 1 E43% e | e e | T14% )
arazoprevir E34%
glecaprevir/ | 1 | 1933/64% | 4+ 1307%/- 1338/146% | | | | E84% E | « [1209/57% E47% | o | & o | « | E29% | «
pibrentasvir E47%
parita- T 194%" 1 D 1 i IE | |E E" E | T E134% | « | < | « E I o
previr/r/
ombitasvir/
dasabuvir
paritaprev- | 1 1" 1 1 1 v IE |IE E | E| « t E20% |« |« | o | E o | e
ir/r/'ombi-
é" tasvir
Q | simeprevir t 1 1 1 1 % | | | 16% < | o ) 1M% e e e [14% e
E12% E8% E18%
sofosbuvir/ | 1 18M113%" | il 134/ o 1H34% | & | « |« | E | « 136/ D=20% | + | « | « |E32%| E“ “
ledipasvir 300w 789 E
sofosbuvir/ | ¥ | 1-1142%" | i | |28%/-| |29%/0 | |/53% | | | | < | E | o T - oo | o] o | B e
velpatasvir
sofosbuvir/ T 140/93/331% 1 1-i- 1 ! l | | < | E| & 1--NMT11% “r P I E" “
velpatasvir/ 1143% i ?
voxilaprevir
sofosbuvir o “r ) 134% “ - | e | e | e | e o 19%D27% | « | = | « | o “
Legend Colour legend
1 potential elevated exposure of DAA no clinically significant interaction expected
l potential decreased exposure of DAA these drugs should not be co-administered
© no significant effect potential interaction which may require a dosage adjustment or
D potential decreased exposure of ARY drug close monitoring
E potential elevated exposure of ARV drug potential interaction likely to be of weak intensity. Additional action/

monitorina or dosaae adiustment is unlikelv to be reauired




Epwtnon 4: TL Oa eMAEYATE;

1. Evapén tou iblov oxnpatoc HAART kat apeon evapén GLE/PIB yua 8
efoouadec

2. AMayn tnc HAART, avapovn 4 eBdopadec kat evapén GLE/PIB yia 8
eBfoouadec

3. AM\ayn HAART, avapovn 4 eBdouadec kot SOF/VEL yia 12 efdouddec
4. AN\n emthoyn




Oeparneia tnc HIV kat HCV cuAAoipwéng

* [ moAAouc aoBeveic n evapén tnc HAART armnoteAel mpotepatotnta. Qotooo n
LoAoylkn kataotoAn tou HIV dev amoteAel mpolmoBeon yia tnv Beparmeia tov HCV
e DAAs

— H Bepamneia tov HCV pmopei va SteukoAuvel tnv ocuvdeon pe tnv HIV ppovtida
1ov €ivo yla pa {wn

— H emnitevén SVR, mpwv tnv évapén HAART, pmopel va LELwWOEL TOV Kivouvo yLa
bOPUOKEVUTLKN TOELKOTNTA

= Av n HAART &eklvnoeL TipwTn, KIMopoU e va. kaBuoteprioou e tn Beparmeia pe HCV
DAAs yLa 4-6 eBdopadec mpokelpevou va erBeBalwWoOUE TNV ovoxn KoL TV
avtanokplon otnv HAART

AASLD/IDSA HCV Guidelines. 2017.




H mapakoAouOnon cuve)iletoal Kot peta to mepac tng HCV
Bepaneiac kat tnc enitevéng SVR

NapakoAouOnon peta

XopaKTNPLOTIKA

| ané SVR

OxL poxwpnuUevn = KaBlepwpévn

l tvwon (Metavir dpovTtida, xwpic
Ospansia FO-F2), 6xL A xaunAog 1SLautepOTNTEG
Kivbuvoc yLa
emavaAoilpwén HCV

" Ymnpnxoypadnua
ywot HKK kaBe 6
unvec + AFP

Mpoxwpnuevn lvwon
(Metavir F3 i F4)

Atopa o€ cuveXL{Oopevo Kivbuvo: [l ATopa PE IPOXWPNKUEVN
" JupBouAeuTikni ivwon (F 3/4): ; ; ; ] ,
* Meiwon BAaBng = JupBouleuTiki I\{IETpLOC N VPNASG " Melwon B}\SIBFIC

(xprion ouoiwv Ka = Meiwon BAGBNC Kivbuvocg yLa = HCV RNA kaBe

" 0e§OUQALKEG TPAKTIKEG) (atAkoOA Kal maxucapkia) emovaAoipwén 12 uAveg
* Emitipnon emavaAoipwéng * Erutipnon yia HKK

Falade-Nwulia O, et al. J Hepatol. 2017;66:267-269. AASLD/IDSA HCV Guidelines. 2017.




O¢eparneio tou HIV kat tou HCV o€ aaoBeveic pe cuAAoipwén

= ‘OMoL oL aoBeveic pe HIV ypetdletal " HOeparneio tou HCV amnotelet
Vol egpang()ovral LLE npotepaLoTNTA 'O'E CIO'GEVELC MLE
amoteAecpatiki ART, WSlaitepa ot HCV/HIV cuMoipwén!?

aoBeveic pe HIV/HCV

Moipcoen ! — H anoteAeopatikotTnTa KAl Ol
ouAAoLlpwen

QVETILOUNTEC EVEPYELEC ATIO TA
HCV DAAs o€ acBeveic e
oUA\olpwEN elval MapOUOLEC HE
EKELVEC TWV a0BeVWV pLE
rovololpwén HCV

— H HIV Aoipwén cuoxetiCetal pe pe
g€€ALEN tnC HCV nratikng vooou 2

OL atAEC, TTIOVYOVOTUTILKEC Beparelec

Bpaxeiac dlapkeLlac amoteAoUV TO TILO — H Bepamneia kot Twv VO
QTIOTEAECLATLKO OTTAO yla TNV ekpllwon TG XPF—EOLZETOLL LoLattepn mpoooxn
nriatitidag C KUPLWG WG TIPOG TLG

aAANAeTILOPAOELC HETOEL TWV
GOPUAKWV




2ZNHOVTLKA KEVA 0TOV Katappeaktn tnc ¢poviidac tng HCV Aoipwénc

70% Twv HCV-a08evwy
TayKoopiwg ev yvwpilouv otL
€xouv Aolpwén HCV kal dev
€xouv motE AaPeL Ospaneia yia

Tov HCV
< 10% Twv HCV
aoBevwv Beparmnevovtat
ALL INFECTED DIAGNOSED ENROLLED IN CARE TREATED CURED

WHO Global Hepatitis Report, 2017. Available at:
http://apps.who.int/iris/bitstream/10665/255016/1/9789241565455-eng.pdf?ua=1 (accessed May 2018).



Screening otnv EAA0SQ

~80% twv acBevwv pe xpovia HCV Aoipwén otnv
EAAada dev €xouv dLayvwaoBet (R dev yvwpilouv yia
™ Aoipwén toug)*

73% twv acOevwv pe HCV Aoipwén otnv EAAGSa
€xouv yevvnOei petaéL 1940 kaw 1970*

EAAHNIKH ETAIPEIA 4 P,
MEAETHE HMATOL ’EXEIS YGW“ 9€| pEtGEL’JV L & Nz
Kéve éReyxo 1945-19805 .4 %

yla tnv nnatiuda C! e

Mnopeis va 1aBgis!

*EOVIKO ZX£610 Apaong yia Tnv Avtipetwrion tng Hratitdag C (Accessed July 2018); Available at
http://www.moh.gov.gr/articles/ministry/grafeio-typoy/press-releases/4865-ethniko-sxedio-drashs-gia-thn-antimetwpish-ths-hpatitidas-c



http://www.moh.gov.gr/articles/ministry/grafeio-typoy/press-releases/4865-ethniko-sxedio-drashs-gia-thn-antimetwpish-ths-hpatitidas-c

AcBeveic pe SUoKOALa oTNV GUVOEDN — IOLAL ELVALL TAL XOPOKTNPLOTIKA TOUC;

AcOevelc oe
AcBevelg pe XPHon oucLWV
XOUNAR
nopdwon

AcOeveic pe
Juxikni voco

. AcOeveig
Npooduyeg ' avaodaALoTol
HCV ocuvexeg tng

, dpovtidag
Acstqu ‘EykA€loTOL O€
6Lausyovreq owWdPOVLOTIKA
0€ amootaon WSpupata

AcOeveig pe
gfaptnon oto
aAKOOA

AcOevelc
AAANGC PUANAG AoBeveig pe xapnAn
KOLVWVIKOOLKOVO LK
Kataotaon

. McGowan CE & Fried MW. Liver Int 2012; 32(Suppl 1):151-156;

. Mendes LG, et al. Braz J Med Biol Res 2016; 49:e5455;

. Miller L, et al. AASLD 2016 (abstract 763);

. Muir AJ & Naggie S. Clin Gastroenterol Hepatol 2015; 13:2166—-2172;

. Evon DM, et al. Aliment Pharmacol Ther 2010; 32:1163-1173;

. Butt G, et al. ISRN Nurs 2013; 2013:579529;7. Arora S, et al. N Engl J Med 2011; 364:2199-2207;
. McGowan CE, et al. Hepatology 2013; 57:1325-1332.

coouUT s WN -



NMw¢ Oa metu)oupe Touc otoxouc tou WHO yua to 2030 kat Oa
e€aleiPpoupe tnv HCV Aoipwén;

DAA Ogpansia 2ZUVEXEC TNG dpovTidog

‘EAeyxo¢ Kot Stayvwon tTwv

ATIOTEAECOTLKNA
aoBevwyv pe Aolpwén

KaAd avektn

8-12 eBSopddwv aywyn gzzs&%g{n Ko ouvdeaon HE TV

Amtdol Bepareutikol alyoplOpuot Tabe e e S GasamEi

H BeAtiwon ota otadla tng

Ol DAAs emituyxavouv unAn dpovtidac sival amapaitntn yla
BepameuTikn emituyia va ertevyBet e€alewdn tng HCV
Aolpwénc...

Manns M, et al. Nat Rev Dis Primers 2017;3:1-19;
WHO Global Hepatitis Report, 2017. Available at:
http://apps.who.int/iris/bitstream/10665/255016/1/9789241565455-eng.pdf?ua=1 (accessed May 2018).
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E¢aAewdn tTnC Loyevou g nratitidoc: Hiot CNUAVTLKNA
arnelAnl tng Snpooiac vysiag, €wc to 2030

Néeg AoluwEELG o€ €K.

HepatitisB + C

10.0+
9.0- Néeg AolpuwéeLg
8.0- -8 Oavartol
7.0+ 2TOXOz:
6.0+ OL petatL 6 €wg 10 &k.
5.0 AOLUWEELC va petwBolv
o€ 1 ex to 2030
4.0- 30% 90% N
3.01 Helwon Helwon , STOXOZ:
2.04
*— OL 1.4 ek Bavatol va

1.0 — : ,

+ : HELWOOUV o€ AlyOTEPOUG

T 10% : .

4 ) : arto 0.5 ek to 2030
osT nelwon : : "

2T \.
I 65%
= |1eioucsr]_>
2015 2020 2025 2030

‘Etn

WHO Global Health Sector Strategy on Viral Hepatitis 2016—-2021;
Available at: http://www.who.int/hepatitis/strategy2016-2021/ghss-hep/en/ (accessed May 2018).



Mpog tov otoxo tnG e€alewng tng HCV Aoipwéng

‘ 2€ TpOde* o p

2ToXeVOVTOC

' OxL o€ tpo)La

2030 WHO Ztoyot
90% Alayvwopevol

80% OeparevpevoL
65% Melwaon tnC
Bvntotntac

*Opiletal we n Beparmeia > 7% twv AolpwEewv €TNOLWC Kal Beparmeia xwpig mePLOPLOUOUE WE TIPOC TO 0TASLO TNG
vooou.

WHO. Global Health Sector Strategy on Viral Hepatitis, 2016-2021. http://polarisobservatory.org/polaris_view/hepC.htm




»+;/Challenges in the micro-
) elimination of HCV in HIV
= co-infected individuals

Basoulis D, Papadopoulou M?, Cholongitas E!, Kalamitsis G2, Daikos GL!, Psichogiou M*
1 1st Internal Medicine Department, Laiko General Hospital, National and Kapodistrian University of Athens, Greece

2 Hellenic Liver Patient Association “Prometheus”

250 -
23 lost
3 changed practice
200 - 10 |DS-t
86,9%
150 - 173
100 -
50 -
65.3%
. ] ]
Patients with Linked to Started
HIV-HCV co- treatment HAART

infection

29 lost

Retained in
care

QLOéE“f

gilalils

HELLENIC LIVER PATIENT ASSOCIATION

National and Kapodistrian
University of Athens

4 changed practice

6 deaths
5 in prison 9 patients with
7 pending undetectable 2 deaths
HCV-RNA 1in prison 7 under treatment
10 pending 3 discontinued

1 completed
but died

85,4%

111 91,9%

102 87,3%

89

32,6%

29

HCV RNA
tested

Succesful SVR

Treated for
HCV

Genotyped




JUUTEPOAOHOTO

e EMEKTOION TIPOYPALLUATWY screening - Avixvevuon acBevwyv PE Xpovia
nroctitda C

* «ATIAQ, aodpaAn Kot TTOAU ATMTOTEAECHUOTIKA OXNMOTA Yot OAOUC TOUC
YOVOTUTIOUCY

* OEPATIEVTLKEC ETULAOYEC YLa OAEC TIC opadec acBevwv
* EbikTn OXL pOVo N ekpllwon tnc vooou aAAd kot n e€alewdn tng



SARS-CoV-2 kat'Hrop

* MBava aitia nratikne BAaBnc og Aolpwén SARS-CoV-2:
— 2oBoapn dAeypovwdn amnavinon/onyn

— loxawukn BAABn Liver Injury in SARS-CoV-2—-Infected Patients

— QappoKeUTIKA PAGRN ALT ', .

— MikpoBpouUBWOELG OTA NTTOTIKA, ‘ﬂ'é':‘lbi" '
conocist st T G et

— SARS-CoV-2—apeon kuttapotoéikn ' BAABN L%?;E.‘L’;‘."??ftif "

— MoAumapayovTika aitia

Morgan. Pathogens. 2020;9:430. Li. Clin Transl Hepatol. 2020;8:13. Chai. BioRxiv. 2020. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

COVID-19 kot mpoinapyovoa NMOTIKA VOCOC:

OpenSAFELY in Great Britain

= Retrospective analysis of factors associated with COVID-19-related deaths, using NHS England

= (N=17,278,392; > 114,000 with chronic liver disease; total COVID-19—related deaths = 10,926)

Characteristic aHR for COVID-19 Death (95% Cl)

Age 60-69 yrs/80 yrs or older

BMI > 40 kg/m? (obese class Ill)

Black race

High blood pressure or HTN diagnosis
Chronic heart disease

Diabetes (A1C = 58 mmol/mol)

eGFR < 30 mL/min

Cancer diagnosed < 1 yr ago

Hematological malignancy diagnosed < 1 yr ago

1.92 (1.72-2.13)
1.48 (1.29-1.69)
0.89 (0.85-0.93)
1.17 (1.12-1.22)
1.95 (1.83-2.08)
2.52 (2.33-2.72)
1.72 (1.50-1.96)
2.80 (2.08-3.78)

2.40 (2.16-2.66)/20.60 (18.70-22.68)

Liver disease

1.75 (1.51-2.03)

Williamson. Nature. 2020;584:430.

Slide credit: clinicaloptions.com
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