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Prevalence of HCV and HBV Co-infection in persons living with
HIV in EuroSIDA cohort

¢ Among 9803 subjects in
the EuroSIDA Cohort:

— 5883 had a HBsAg
test available at
time of enroliment

* 530 (9%) were
positive

— 5957 had a HCVAb
test available

* 1960 (33%) were
positive

Regions:
South

East

Konopnicki D et al.; AIDS. 2005 Rockstroh J et al.; JID 2005
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Prevalence of HIV/HCV co-infection by region,

A
‘E HO global systematic review of prevalence of HIV/HCV Ab co-infection based on
- prevalence studies in HIV+ persons stratified by risk group (where available) or general
* population surveys reporting HIV/HCV or HBV co-infection: burden of co-infection

. HIV/HCV accounts for 2.8 million people

Burden of co-infection with HIV and HCV by region, 2013
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Easterbrook P, International HIV/Viral Hepatitis Co-Infection Satellite Meeting 2014
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Prevalenza HIV/HCV in Italia

Positivita per HBsAg ¢ HCVAD secondo
il genere in 11.511 pazienti ICONA
W % donne

HCVAb+/HBsAg+ = % vomini Italia

F: 1.1% [n=36) 29.9% 28.7% Stimati 94.146 tti HIV+

M: 2.4% [n=230) Imati 94. soggetti
1552014

7,1%
Stimati HIV/HCV+ 27.303
n=121 n=617 n=8640 n=2478
HBsAg+ HCVAb+
Report dicembre 2014
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Impact of HCV Exposure/ Coinfection on HIV disease

Issue HCV exposure HCV active replication
(HCVAb+ vs (HCVAb+ HCVRNA+ vs
HCVAb-) HCVAb+ HCVRNA-)
Faster HIV disease progression Yes!
Impaired CD4 recovery on cART Yes? Yes3
Impaired HIVRNA suppression on cART Yes ¢
Worsened renal function Yes® Yes®
Higher incidence of osteopor. fractures Yes’
Higher incidence of Cardiovascular related Yes 8
events
Higher incidence of Diabetes Yes ?
Higher non AIDS non liver related mortality Yest0 Yes!!
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Sustained Virological Response to Interferon Plus Ribavirin ReducesOverall,
Liver Related and Non-Liver-Related Mortality in 1599 Patients Coinfected
With HIV and Hepatitis C Virus
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Figure 1. Kapian-Meier curves showing the occurrence of overall deaths (4), liverelated deaths (B), non-liver related desths (), and non-liver-
related, nan-AlDS-elated desths (0) in 1599 patients coinfected with human immunodeficiency virus and hepatitis G virus, with or without sustained
viralogical response after therapy with interferon plus ribavirin. Abbreviation: SVR, sustained virological respanss.
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ART and hepatic de-compensation in

HCV/HIV vs. HCV alone

Cohort study, 4,286 cART-treated HIV/HCV-coinfected and 6,639 HCV-monoinfected
patients in the Veterans Aging Cohort Study Virtual Cohort (1997-2010)

0.2 - HCV-monoinfected patients
— treated patients co- HIV/HCV:
HIV RNA level <1000 copies/mL
02 HCV-monainfected patients --=- Antiretroviral-treated patients co-infected with HIV/HCV:
HIV RNA level 21000 copies/mL.

—— Antiretroviral-treated patients co-infected with HIV/HCV

Cumulative Incidence
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Time to Hepatic Decompensation, y

HCV-monoinfacted patients
—— Antiretroviral-treated patients co-infacted with HIV/HCV:
CD4 count <0.200 x 10° cells/L.
e ettt b plesbo vl il LV
D4 count 20.200 x 107 cal

P<0.001

Hepatic decompensation risk 83% higher in the co-infected group
(aHR 1.83, 95% confidence |nterva| [Cl] 1.54-2.18)

Time to Hepatic Decompensation, -
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Benefits From Sustained Virologic Response to
Pegylated Interferon Plus Ribavirin in 166 HIV/HCV
Coinfected Patients With Compensated Cirrhosis

mortality

decompensation
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Effect of Eradication of HCV on Hepatic Venous
Pressure Gradient in HIV-Infected Patients With
Compensated HCV-Related Cirrhosis
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o 155 (11.3-17.6) P=001 8.8 (6.3-12.0) 0 27.8(18.2-38.6) P=001 12.8 (7.3-17.0) %
A Baseline After SVR B Baseline After SVR
Sénchez-Conde M et al J Acquir Immune Defic Syndr 69,4, August 1, 2015
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PHOTON-2 SOF+RBV: SVR12 by
Genotype and Cirrhosis

Comparison of SVR in HCV monoinfected and
HIV/HCV co-infected

100 100 100 100 B 24-wk noncirrhotic 100 91 93 92 97 ] HIV neg
100 88 87 1 89 1 91 92 1 88 [ 24-wk cirrhotic 88 91 89 H HIV pos
: : : 83 [0 12-wk noncirrhotic
S 80 75 | 75 . 78 . [ 12-wk cirrhotic S 80
< 65 . <
@ 62 1 1 x
& 60 1 | 1 % 60
< 1 1 1 <
'§ 1 1 1 §
« 40 1 1 1 « 40
s 1 1 1 S
[} [}
= 1 1 1 B
a 20 I 1 1 a 20
1 1 1
11/ 8/ 3|y |ued |1 2| 3/ 18/ | 7l
0 17 13 al . Jislj1] 2 3 23| sl
Total GTla GT1b Naive Exp'd Naive Exp'd Naive HCVGT1 GTlcir GT2 naive Exp no cirr Exp cirr GT4
GT1 Naive GT2 GT3 GT4 GT3 GT3

« Absolute CD4+ count—but not CD4%—decreased, consistent with effect of RBV on
lymphocytes
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Real life data on Sofosbuvir+ Simeprevir
(== RBV) in HIV/HCV: CROI 2015

Author/ Pts Abstract n SVR/ total
Character.
GrantJ all 649 18/20 (90%)
Marks K (Pl exp) 644 12/13 (92%)
Gilmore (cirrhotics) 647 22/29 (76%)
Del Bello D ( all) 645 26/29 (90%)
All 78/91 (86%)
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NIAID ERADICATE: LDV/SOF in GT1 HCV
Pts Coinfected With HIV

* Open-label trial in HCV treatment—naive, noncirrhotic pts Wk 12
! SVR12, %

ARV Untreated
Either CD4+ count > 500 cells/ —
mm3 or CD4+ count stable and 100
HIV-1 RNA < 500 c/mL

ARV Treated*
CD4+ count > 100 cells/mm3, Ledipasvir/Sofosbuvir 97
HIV-1 RNA < 40 c/mL, (n=37)

on ARVs 2 8 wks

e 1 HCV relapse at posttreatment Wk 36 in 45-yr-old male with HAI fibrosis 1, IL23B
CC, IFNL4 TT/TT, receiving raltegravir + tenofovir/emtricitabine
¢ No renal impairment observed

Ledipasvir 90 mg/sofosbuvir 400 mg
*ARVs included rilpivirine, raltegravir, efavirenz, and tenofovir/emtricitabine.
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NIAID ERADICATE: LDV/SOF in GT1 HCV
Pts Coinfected With HIV

Knodell-HAT Scores From Liver Biopsies Pre- and Post-Treatment

156

/

10+

HAI Score

Pre-Trelalment Post-Tr:eatment
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ION-4: LDV/SOF for 12 Wks in HCV/HIV-
Coinfected Patients

= Phase III open-label study in HIV = Very high SVR12 rate
Vir_OlOgica"y suppressed HIV/HCV — No differences based on HCV tx
coinfected pts (N = 335) experience or cirrhosis status

— Black (vs nonblack) race associated
with significantly lower SVR12 rate
— n-=8with HCV GT4 in multivariate analysis

— 20% with compensated cirrhosis
— 10 relapses, all in black pts
= ART regimens
— TDF/FTC/EFV (n = 160)
— TDF/FTC + RAL (n = 146)
— TDF/FTC/RPV (n = 29)
=  HCV treatment experienced: 55%

— Previous HCV PI therapy: 29%

Cooper C, et al. EASL 2015 Abstract P1353.
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ION-4: LDV/SOF for 12 Wks in HCV/HIV-
Coinfected Patients

= Phase Il open-label study in HIV = Very high SVR12 rate
virologically suppressed HIV/HCV — No differences based on HCV tx
coinfected pts (N = 335) experience or cirrhosis status

— Black (vs nonblack) race associated
with significantly lower SVR12 rate

— n=8with HCV GT4 in multivariate analysis

— 20% with compensated cirrhosis

— 10 relapses, all in black pts

= ART regimens
&t SVR Rates According to BL Characteristics

— TDF/FTC/EFV (n = 160) 08

— TDF/FTC + RAL (n = 146)

==}
o

— TDF/FTC/RPV (n = 29)

@
=]

= HCV treatment experienced: 55%

]
o

— Previous HCV PI therapy: 29%

Z SVR12(%)
B
o

o

Overall

Cooper C, et al. EASL 2015 Abstract P1353.
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ION-4: LDV/SOF for 12 Wks in HCV/HIV-
Coinfected Patients

= Phase Il open-label study in HIV = Very high SVR12 rate
virologically suppressed HIV/HCV — No differences based on HCV tx
coinfected pts (N = 335) experience or cirrhosis status

— Black (vs nonblack) race associated
with significantly lower SVR12 rate

— n=8with HCV GT4 in multivariate analysis

— 20% with compensated cirrhosis

— 10 relapses, all in black pts

= ART regimens
&t SVR Rates According to BL Characteristics

— TDF/FTC/EFV (n = 160) 1007 128 95 97 96 o4

— TDF/FTC + RAL (n = 146) 80
=
3

— TDF/FTC/RPV (n=29) ~ 60
=

= HCV treatment experienced: 55% § 40
(2]

20

— Previ HCV PI th 1 299
Tevious erapy: 29% N =

Overall No Yes No__Yes

Previous Cirrhosis

Cooper C, et al. EASL 2015 Abstract P1353. HCV Tx
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ION-4: LDV/SOF for 12 Wks in HCV/HIV-
Coinfected Patients

= Phase III open-label study in HIV = Very high SVR12 rate
Vil:OIOgically suppressed HIV/HCV — No differences based on HCV tx
coinfected pts (N = 335) experience or cirrhosis status

— 20% with compensated cirrhosis

— n=8with HCV GT4 in multivariate analysis

— 10 relapses, all in black pts
= ART regimens

- TDF/FTC/EFV (n = 160) 1007 128 95 97
— TDF/FTC + RAL (n = 146) 80
=R
<
— TDF/FTC/RPV (n = 29) ~ 60
=
=  HCV treatment experienced: 55% °>‘ 40
w
— Previous HCV PI therapy: 29% N :20
0
Overall No_Yes
Cooper C, et al. EASL 2015. Abstract P1353. Pt-:écel";s
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— Black (vs nonblack) race associated
with significantly lower SVR12 rate

SVR Rates According to BL Characteristics

ION-4: LDV/SOF in HIV/HCV

SVR12 by HIV ARV Regimen and BL CD4 Count

100 | 96 g4 o7 g7 100 95
80 - 80 -
_. 80 -
s 60 - g
o~
o T 40 -
-4 4
20
20
0
28/29 141/146 35/37
0 Overall EFV + RPV + RAL + BLCD4
FTC + TDF FTC + TDF FTC + TDF Counts
. . . . <350
No patient had confirmed HIV virologic rebound
Stable CD4 counts through treatment and follow-up phase
EFV, efavirenz; FTC, emtricitabine; RAL, raltegravir; RPV, rilpivirine; TDF, tenofovir disoproxil fumarate
I Cooper C, et al. EASL 2015 Abstract P1353 ALMA MATER STUDIORUM ~ UNIVERSITA DI BOLOGNA

96

286/298

BLCD4
Counts
2350




ION-4: LDV/SOF in HIV/HCV
SVR12 by Baseline NS5A Substitutions

96% SVR 94% SVR
80% .

IMo Nsii_\ 0 20%
pol yrruorp" isms NS5A

at I hi

n=268/335 ’
at baseline
n=67/335

n=258/268 A

NS5A RAVs were observed in 10 of the 12 patients with virologic failure
No NS5B S282T was observed in any patient at baseline or virologic failure
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TURQUOISE-1: OMV/PTV/RTV + DSV+ RBV for 12 vs 24 WKks in
GT1 HCV/HIV Coinfection

Open-label phase II/ll trial in GT1, DAA-naive, coinfected pts
HIV-1 RNA < 40 ¢/mL on ATV or RAL regimen; CD4+ count 2 200 or
CD4+% 2 14%
1004 97 97 04 B OMV/PTV/RTV +
91 DSV + RBV 12 wks
80
OMV/PTV/IRTV +
—~ 607 DSV + RBV 24 wks
S5
12}
g 401
20
N = | 31/32 2032]
EOTR SVR12
¢ 65% HCV treatment-naive pts in 12-wk arm, 69% in 24-wk arm
« 19% patients with METAVIR F4 fibrosis
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LDV/SOF x 12 Weeks
5 ) SVR12 in HCV Mono-infected and HCV/HIV Co-infected

SVR12 (%)

520/538 370/385
HCV Mono-infected HIV/HCV Co-infected
ION1,23 ION4, ERADICATE

Similar response rates in HCV/HIV co-infected patients
compared to HCV mono-infected patients

Daclatasvir in Combination With Sofosbuvir for
HIV/HCV Coinfection: ALLY-2 Study

Phase III open-label study
—  Non GT1 < 20% in each cohort; compensated cirrhosis < 50% overall; HIV-1 RNA < 50 ¢/mL and CD4+ 2 100 in pts
on ART; CD4 > 350 in pts not on ART
—  ART allowed: PI/RTV, NRTIs, NNRTIs, INSTIs, MVC, ENF

Primary endpoint: SVR12 in GT1 naive pts treated for 12 wks

Wk8 Wk12
/ -
Treatment-naive pts
(N=151) SDmeEQD < Ptsfoﬂawed’ to
DCv 30[60[90‘ mg QD Wk 36

Treatment-experienced pts
(N=52) —_— —

*Standard dose of 60 mg adjusted for ART: 30 mg with RTV; 90 mg with NNRTIs except RPV.

Wyles DL, et al. CROI 2015. Abstract 151LB.
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Daclatasvir in Combination With
ofosbuvir for HIV/HCV Coinfection: ALLY-

M Dcv30/60/90 mg
Study design | SN

B TN 12 weeks B TN 8 weeks B TE 12 weeks
96.4 97.7 e7.0 98.1

1004

304 (88.0-99.9) (89.7-200)
g o
o~ . I
E 4 (59.7-87.6) (61.8-86.9)
@ 404

204

0

Genotype 1 All Patients \

Tlostto follow-up. Torer
1HCV RNA detectable at EOT relapses 1 relapse

e 2 lost to follow-up

28/32 patients (87 %) with NS5A RAVs at baseline achieved SVR12

Abstract LPO1

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

Figure 1. SVR Rates by Tr Duration and HCV yp Fontaine et al EASL 2015 LP23
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Treatment discontinuations occurred in 14 patients (1.9%) and were related to an adverse event (n=4), death

(n=3), patient decision (n=3), contra-indication (n=3) and unknown reason (n=1).

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

Paanatar All Patients
(N=727)*
Wige, median years (range) 52.3(27-74)
Bex ratio, M/F 2.62
Fibrosis stage, n
FO-F2 36
F3# 164
Fa4 508
Child-Pugh class B/C among patients a1
with F4
Treatment experienced 573
CD4 cells/mm?, mean (SD) 591 (348)
HIV viremia, n (%)°
Undetectable 649 (98)
Detectable 12 (2)
< 200 copies/mL 600 (98)
2 200 copies/mL 12 (2}
Copies/mL: patients with detectable HIV, 32,246
Fontaine et al EASL 2015 LP23 mean (SD)¢ (70.777)
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C-EDGE Coinfection: Grazoprevir/Elbasvir for Pts
Coinfected With HCV/HIV

« Multicenter, single-arm, open-label phase Ill trial; HCV treatment-naive pts
coinfected with HIV and GT1, 4, or 6 HCV
— Treatment: Grazoprevir/elbasvir for 12 wks
— ART regimen components: ABC: 21.6%; TDF: 75.2%; RAL: 51.8%; DTG: 27.1%;

RPV: 17.4%
95.0 0.4 955 964 * No subgroup pr_ovided an efficacy
100 T T advantage or disadvantage
80 L l * New NS3, NS5A RAVs detected at
@ failure in 5 of 6 pts who relapsed
5 60 +  Short-lived HIV-1 RNA increases
€ 4 occurred in 2 pts on ART during
o treatment: both resuppressed HIV-
n/NZf:J 22/ 27/ 1 RNA without ART change
44 1128 | . Grazoprevir/elbasvir well tolerated:
AllPts  GTla GTlb  GT4 no pt discontinued for AEs and no
Rockstroh JK, et al. EASL 2015. Abstract POS87. serious treatment-related AEs
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No more difference between HCV monoinfected patients
and HIV/HCV co-infected patients

Same treatment regimens can

be used in HIV/HCV patients as

in patients without HIV

infection, as the virological

results of therapy are identical (A1)
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AMERICAN ASSOCIATION FOR

“THE STUDY OF LIVER DISEASES HCV Guidance:

Recommendations for [;r vl_ ]E[)SA .
'AASLD Testing, Managing, and o AJgust 2015
Treating Hepatitis C

New online EASL HCV recommendations

Table 5. Treatment recommendations for HCV-monoinfected or HCV/HIV coinfected patients
with chronic hepatitis C without cirrhosis, including treatment-naive patients and patients
who failed on a treatment based on PegIFN-a and ribavirin (RBV)

Recommended regimens for HIV/HCV-coinfected _ _ _ _ _
. .. . Patients PegiFN-a, PegiFN-g, RBy Sofosbuvir Sﬂ!ﬂs!mwr Rﬁmnawhmﬂefl Rbflawﬂm‘led Sofosbuvir and  Sofosbuvir and
individuals. HIV/HCV-coinfected persons should be e A~ i e
treated and retreated the same as persons without R Pogi o md b
. . .. . S RBV1Z$M sy 812wk, No 12whwithout 12 wk without
HIV infection, after recognizing and managing Cenctpe 1o ek VOB 12k bt Fev e
. . . . . . . i Ipected o
interactions with antiretroviral medications.......... ol i) ,
Genotype 2. 12 wk No 12 wk No No No No !ZMR:\"PM
. Genotype 3 12wk No 24 wk No No No No '2";;:,'““
Rating: Class I, Level B S
PegiFN-a and
Genotype 4 12 wk (fm:r?l‘:\z 12 Mr;:\'f““ No 12 wk with RBV 2 mhREwyul 12 MR;\",I“K
36 wk {partial or
I . " null
C“"‘;“’E"ef‘ 12wk Mo No ‘z“ﬁw"‘iﬂm Mo Mo No mv

AR IR SRR BGOSR mi



Bitiaboocy e Sray O Lok st HCV Guidance:
New onllne EASL HCV recom mendatlons Recommendatlons for Infectious Diseases Society of America
! AASLD Testing, Managing, and August 2015
Treating Hepatitis C
Table 6. Treatment recommendations for HCV-monoinfected or HCV/HIV coinfected patients
with chronic hepatitis C with compensated (Child-Pugh A) cirrhosis, including treatment-
naive patients and patients who failed on a treatment based on PeglFN-a and ribavirin (RBV)
Patients PeglFN-a, PeglFN-a, ‘Sofosbuwir ‘Sofosbuvir Ritonavir-boosted  Ritonavir-boosted Sofosbuvir Sofosbuvir and
RBV and RBY and andRBY  andledipasvir paritaprevir, ombit-  paritaprevir, and  and simeprevir daclatasvir
sofesbuvir simeprevir asvir and dasabuvir ‘ombitasvir A - - T o =
Geotoe Rwth The 'g reg are NOT for tr or -experienced
s i it HIV/HCV-coinfected patients.
12 wh with 12 wh with
. w, e N TS No RBV, 0r24 Wk  RBY, 0r 24 Wk » Treatment courses shorter than 12 weeks, such as the use of 8 weeks of
or nuil re- ifnegative 12 Wk vith RBY. without RBY  without RBV ;
" sponders) prediciors of ledipasvirisofosbuvir
Rating: Class lib, Level C
Cone 12wk No 1620 wk Mo Na No No bobchep i A ERRE M NN
Soiwe  pw No o No No No No A » Monotherapy with PEG-IFN, RBV, or a direct-acting antiviral
T2k (et S Rating; Ciass Ill, Level A
ment-naive or ‘wk without 12wk with 12wk with
Genatype: relapsers) or RBY, or 24
4 2 24 sk il e i e Dy O e « PEG-IFN and RBV with or without simeprevir, telaprevir, or boceprevir for
sponders) prediclors of 24 weeks to 48 weeks
response
12 wh with Rating: Class lib, Level A
RBV, or 24
‘wh without o
G?W 12wk No No R, on No No Mo m;\iu:r;mw
o wh with RBV . RBV
if negative s
predictors of
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JOURNAL . .
OFHEPATOLOGY, Drug—drug interactions
o I8 SIM DOV SOF LDV/SOF 3D
B retosinttyoa'c o8 P . % ~ = .
Didanosine - ° * - *
« | Emtricitabine * * * * *
E | Lamivudine + * * * *
* [Stavadine . . @ * -
Tenofovir * * < - >
Zidovudine * 4 * * *
Efavirenz . # 90 mg * - .
. . . - £ [Etravirine . # 90 mg ® * L3
Potential drug-drug interactions with £ [Nevirapine . TR . .
. . . Rilpivirine L * L d * L]
antiretroviral drugs should be taken into | A AR o [ mmor
¢ | Atazanavir/Ritonavir
£ | Darunavir/Ritonavir; _ ) W no KTV
account z Darmavir) cobieios . . . . Uowbay
& [ Fosamprenavir 0 *30mg * - ® no RTV
E Lopinavir K * * * °
Saquinavir . + 30 mg * +** .
E Dolutegravir * * * * *
gag Elvitegravir/Cobicistat . 30 mg * . °
::;% Maraviroc * * * = L Ji;:.‘lf)cmg
E * * *

Raltegravir
ALMA MATER STUDIORUM = UNIVERSITA DI BOLOGNA -




o Seoot b Loves Dusens HCV Guidance: i
Recommendations for [V L1 - AASLD/IDSA Guidance for HIV/HCV Coinfection
'AASLD Testing, Managing, and
Treating Hepatitis C August 2015
Drug-Drug interactions
e Same recommendations as in HCV-monoinfected patients, but
M SOF LoV pev OMVIPTVIRTV + DSV consider drug—drug interactions
_ No data No data i pev i P : ) . - )
- : : o T — Need to adjust or withhold RTV if receiving a boosted Pl with
SMV T; SOFT; LDV T; DCVT; PTV 5
DRV/RTV B oA ERN B DRV | OMV/PTV/RTV + DSV
_ No data No data No data DVl i — Potential for LDV-mediated increase in tenofovir levels, especially if
Tipranavir/RTV No data No data No data No data No data tenofovir used with RTV
_ SEMF\\IIi: SOF-; Lov — BEREE « Avoid LDV if CrCl < 60 mL/min or if receiving tenofovir with RTV-boosted Pl
SMVe; SOF=; LDV<; PTV 1; — OMV/PTV/RTV + DSV can be used with raltegravir (and probably
[RAY RPV< RPV< RPVo NDGER RPV 1 ; > ) Lo R )
dolutegravir), enfuvirtide, tenofovir, emtricitabine, lamivudine, atazanavir
_ No data No data No data DCv | No data
RAL sRni\(:; %&t:; LRDAVL:; Nodata OMVIPTVTIDETA\{. +DSVe; - SMV can be useq YVIIhZ raltegrgwr (an‘d‘pro_bably dc_)lute_grawr), nlplylrlne,
- - maraviroc, enfuvirtide, tenofovir, emtricitabine, lamivudine, abacavir
_ No data CS%BFI % ! i%?/l TT ! No data No data . . L ) . )
= — = » Other interactions at aidsinfo.nih.gov/guidelines,
e Mgk Mgk DTG DTG DTG | hiv-druginteractions.org
_ No data No data No data No data No data
TDF SMVe; SOF<; LDVe; DCVe; OMV/PTV/RTV + DSVe;
TDFe TDFe TDF 1 TDFe TDFe ALMA MATER STUDIORUM ~ UNIVERSITA DI BOLOGNA

Progression to advanced liver fibrosis in
HIV-HCV-coinfected patients and prioritization of
new hepatitis C therapies

Check for drug—drug interactions between HCV and HIV drugs!

Antiviral Therapy 2014; 19:799-803

. . Pablo Labarga’, Jose V Ferndndez-Montero', Mariola Lépez', Pablo Barreiro', Carmen de Mendoza',

« Drug interactions Rocio Sierra-Fnauita'_ Ana Trevifio'. Vincent Soriana'*
—  http://www.drugs.com/drug_interactions.html Table 2. Main characteristics of untreated HIV-HCV-coinfected patients with baseline null/mild liver fibrosis
—  http://www.medscape.com/druginfo/druginterchecker
—  http://www.drugstore.com/pharmacy/drugchecker/ LFP (n-25) No LFP (n=114) Prvalue
— http://drugchecker.aol.com

P o N Mean age, years (so) 41.1(4.7) 41.1(6.7) 09

— http://hcvdruginfo.ca Male gender, t & 61 08

« List of CYP substrates, inhibitors, inducers Mean body mass index, kg/m” (so) 2344 227 33) 06
_ . AR ) Intravenous drug use, 96 818 0.1

http://medicine.iupui.edu/clinpharm/ddlIs Mean CD4* T-cell count, cellsf 0003

¢ HIV drug interactions
—  http://www.hiv-druginteractions.org
—  http://www.hep-druginteractions.org

i | 49% versus 8%; p<0.003 i

Plasma HIV RNA<50 copies/ml, 7%

695 0.1

FC

HCV genotypes 1 or 4, % 81.8 80.9 0.4
E LIVERICL AL HOLRNL L Ll (o) r-aiiil E2l1gl o04
s Mean baseline liver stiffness, kPa (so) 74 (14) 58(1.4) <0.001
[~ TLZZB CC ancres, 7o LrE 08 A7
Mean LDL cholesterol, mg/dl (so) 86.2 (27.2) 104.9 (31.4) 0.007
Mean AST, IU/ml (s0) 80 (55) 44 (28) 0.004
Mean GGT, 1U/ml (so) 123.4(142.8) 78.2 (89.6) 0.04
Positive HBsAg, % 154 34 o1
Alcohal intake >60 g/day, % 227 14.3 0.2
CYP = cytochrome. Mean follow-up, months (so) 497 (15.7) 50.6(16.6) 038

glutamyl idase; HBsAg, hepatitis B surface antigen; LOL, low-density lipopratein; LFP, liver fibrosis progression.

ALMA MATER STUDIORUM - UNIVERSITA DI BOLOGNA I ASI, aspartate ami 66T, ¢ lutamyl




ST é Overall Deaths, Liver-Related Deaths, and Liver Decompensation Rate According to Fibrosis Classified by Liver

Biopsy Stage (n5683) and by Liver Stiffness Measurement (n51024):
Sensitivity Analyses Including Only Patients With
Length of Biopsy 15 mm (n5527) or Liver Stiffness IQR <30% (n5971)

Overall Deaths LiverRelated Deaths Liver Desompensations
No, Rate® (95% CI) o No. Rate*(95% CI} p No. Rate” (5% C1) L4

Fibrosis by biapsy, all patients

Stage 0 5  069(0.29-167) Reference 1  0.13 (0.02-0.99) Reference 1 0.13 (0.02-0.89)  Reference

Stage 1 10 091 (0.49-189) 0644 5 046(013-1.09) 0289 6 055(025122)  0.194

Stage 2 14 171 (1.01-2.89) 0.077 8 0.73(0.33-1.83) 0.008 B 0.98 (0.49-1.96) 0.034

Stage 3 15 1.77 (1.06-2.91) 0.065 B 094 (0.47-187) 0.039 1 1.29 (0.712.33) 0.008

Stage 4 34 394 (282552 <0.0000 16 185(1.14303) 00005 39 452 (33619  <0.0001
Fibrosis by biopsy, length >15 mm

Stage 0 4 066(0.25-1.76) Reference 1  0.17 (0.02-1.18) Reference 1 0.17 (0.02-1.18)  Reference

Stage 1 5 053 (0.22-1.28) 0.742 2 0.21 {0.05-0.85) 0.780 3 0.32 (0.10-0.99) 0521

Stage 2 13 209 (1.21-359) 0036 6 085(043-212) 0048 B 1.27 (0.64-2.54) 0.013

Stage 3 12 161(0.91283) 0417 8  110(0.552.20) 0.022 11 15(084273) 0.004

Stage 4 20 335(2.334.83) 0.0003 ¥ 172({1.02291) 0.001 34 4.10 (299-6.86)  <0.0001

v" The mortality rate for liver disease was 0.95 (95% CI 0:43 to 2:12) to 100 aa / pp

follow-up and the rate of decompensation was 1.27 (95% CI 0,64-2.54) to 100 aa
/pp

¥" The treatment of 1000 patients HIV F2 should prevent 47 deaths and 63 liver

decompensation in 5 years

*Rate per 100 parson-years.
P value for the comparson between the incidence of events of the

Macias J et al Hepatology 2015

nce categoly and thet of each other categn:
TER STUDIORUM

\ EASL Recommendations on Treatment of

e

| Hepatitis C 2015

Indications for treatment of chronic hepatitis C in 2015: Who should be treated and
when?
Treatment priority Patient group
Treatment is indicated ¢+ Allfreatment-naive and freatment-experienced patients with compensated and
decompensated liver disease
Treatment should be prioritized +  Patients with significant fibrosis (F3) or cirthosis (F4), including decompensated
+__Patients with HIV' coinfection
+ Patients with HBY coinfection
+  Patients with an indication for liver transplantation
+  Patients with HCV recurrence after liver transplantation
+  Patients with clinically significant extra-hepatic manifestations
+  Patients with debilitating fatigue
+  Individuals at risk of transmitting HCV (active injection drug users, men who have
sex with men with high-risk sexual practices, women of child-bearing age who
wish to get pregnant, haemodialysis pafients, incarcerated individuals)
Treatment is justified +  Patients with moderate fibrosis (F2)
Treatment can be deferred +  Patients with no or mild disease (F0-F1) and nene of the above-mentioned extra-
hepatic manifestations
Treatment is not recommended +  Pafients with limited life expectancy due to non-liver related comorbidities

ALMA MATER STUDIORUM = UNIVERS

Grint D et al AIDS 2015

Cumulative incidence functions of liver-related death
Stratified by liver fibrosis staging

Probability of LDR by fibrosis stage

FOF1 — = ——F2/F3 —- -- F4
0.154 , -
...... [
=
2 0104
8
=
e
o
0.05+
0.00
Time (years)
FOF1 2771 2267 1830 1566 1338 984 808 821
F2F3 510 359 265 219 158 13 82 69
F4 338 256 198 165 134 a1 74 43

Gray's test for equality of strata P <0.0001

T Sropy or Liven Drstass HCV Guidance: ‘
Recommendations for - e

/‘jAASLD Testing_, Managir?g‘, and - August 2015
Treating Hepatitis C

When and in Whom to Initiate HCV Therapy Table 1. Settings of Liver-Related
Complications and Extrahepatic Disease in Which HCV Treatment is Most Likely to Provide
the Most Immediate and Impactful Benefits

Highest Priority for Treatment Owing to Highest Risk for Severe Complications

Advanced fibrosis (Metavir F3) or compensated cirrhosis (Metavir F4)
Rating: Class |, Level A

Organ transplant
Rating: Class |, Level B

Type2or3 mixed cry with end-organ manifestations (eq, vasculitis)

Rating: Class |, Level B

Proteinuria, nephrotic syndrome, or membranoproliferative glomerulonephritis
Rating: Class lla, Level B

ALMA MATER STUDIORUM = UNIVERSITA DI BOLOGNA
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TIHE STUDY OF LIVER DIstasts HCV Guidance:
Recommendations for
'AASLD Testing, Managing, and
Treating Hepatitis C

Hepatitis C and HIV Co-infection
Closing the Gaps

August 2015

When and in Whom to Initiate HCV Therapy Table 1. Settings of Liver-Related
Complications and Extrahepatic Disease in Which HCV Treatment is Most Likely to Provide
the Most Immediate and Impactful Benefits

High Priority for Treatment Owing to High Risk for Complications

Fibrosis (Metavir F2)
Rating: Class |, level B

HIV-1 coinfection
Rating: Class |, Level B

Hepatitis B virus (HBV) coinfection
Rating: Class lla, Level G

Other coexistent liver disease (eg, [NASH])
Rating: Class lla, Level G

Debilitating fatigue
Rating: Class lla, Level B

Type 2 Diabetes mellitus (insulin resistant)
Rating: Class lla, Level B

Porphyria cutanea tarda

- Rating: Class llb, Level C ALMA MATER STUDIORUM =~ UNIVERSITA DI BOLOGNA




