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HCV 90.000.000

HIV 34.000.000

HIV/HCV 2.278.000.400
Prevalenza in PLHIV 6.2%

Stima di HIV/HCV nel mondo

Lancet Infect Dis 2016



Prevalence of hepatitis markers in the MASTER observational 

database (9098 pts) and in the ICONA cohort (9149)
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Coinfezione HIV-HCV nel nostro Paese
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Incidence and progression to cirrhosis of new hepatitis C virus infections in persons 
living with human immunodeficiency virus*



The liver in patients with HIV-HCV co-infection

1. Sánchez-Conde M, et al. Clin Infect Dis 2006;43:640–4; 2. Vispo E, et al. J Antimicrob Chemother 2010;65:543–7

Increased frequency and speed of 
progression to cirrhosis1

Hepatic decompensation1

Hepatocellular carcinoma1

Higher incidence of liver enzyme 
elevation during ARV treatment2

HIV-HCV co-infection can result in:



Prioritizzazione del trattamento in HIV-HCV

Lancet 2014

49.371 pts

308.719 

p/y

Liver 

disease

Death 

13%



Causes of death in the Swiss HIV 

Cohort study 2005-09

Ruppik M. et al. Changing patterns of causes of death in the SHCS 2005-
2009. CROI 2011. 

Poster # 789. Available at: http://www.retroconference.org/2011/PDFs/789.pdf.



Mortality in HCV-infected patients with HIV 
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▪ Chronic HCV infection is independently associated with a 50% 

increase in mortality among patients with a diagnosis of AIDS

Branch A, et al. Clin Infect Dis 2012;55:137–44



Studio COHERE. In pazienti coinfetti HIV-HCV con SVR dopo terapia 
anti HCV ridotta incidenza di decessi epato-correlati e 

sopravvivenza migliorata

AIDS 20173755 pts:  27.5 % R;     43.6% NR;             28.9% UR



Gestione delle comorbidità in HIV-HCV

Negro F. 2014

Meccanismi coinvolti nella patogenesi dell’insulina resistenza, del diabete
della morbidità cardiovascolare HCV-associati



Hepatitis C virus viremia increases the incidence of 
chronic kidney disease in HIV-infected patients

• 8235 patients  (24.9%) anti-
HCV-positive 

– 983 (47.9%) HCV-RNA+,

– 193 (9.4%) HCV-RNA-

– 876 (42.7%) unknown HCV-RNA.

• At baseline, the median eGFR 
was 97.6 (interquartile range 
83.8–113.0) ml/min per 1.73 m2. 

• During 36123 person-years of 
follow-up (PYFU), 495 patients 
progressed to CKD (6.0%) with an 
incidence rate of 14.5 per 1000 
PYFU (95% CI 12.5–14.9).

Peters L et al  AIDS 2012  26:  1917–1926



HCV/HIV coinfection is associated with increased rates of hip fracture, compared to 
HCV-monoinfected, HIV-monoinfected,  and HCV/HIV-uninfected persons.

Cohort study in 36,950 HCV/HIV-coinfected, 276,901 HCV-monoinfected, 95,827 HIV-monoinfected, and 
3,110,904 HCV/HIV-uninfected persons within the U.S. Medicaid

Estimated Relative Hazards of Hip Fracture (With 95% CIs) for HIV-HCV Coinfected and HCV-

Monoinfected Patients, Compared to Those Uninfected With Either HIV or HCV Infections, by Sex and 

Age Group

HIV-HCV coinfected HCV monoinfected

Lo Re V et al. Hepatology 2012; 2012;56:1688-1698



Gestione della cirrosi in HIV-HCV

STADI CLINICI DI CIRROSI EPATICA

Hepatology 2010



Le decisioni sul trattamento anti HCV nel 
cirrotico sono guidate da:

• Genotipo

• Funzione renale

• Trattamento Interazioni farmacologiche

• Gravità della cirrosi



La cirrosi puo’ persistere nonostante SVR

Crissien et al. AASLD 2015 

(%
)



Effects of Eradicating Hepatitis C Virus Infection in Patients With 
Cirrhosis Differ With Stage of Portal Hypertension

Vito Di Marco et al Gastroenterology 2016

HCV eradication reduced risk for liver
decompensation, HCC, and death



Linee guida di trattamento



Linee guida di trattamento

(WHO 2016)



Linee guida di trattamento

(EACS 2017)



Linee guida di trattamento

EASL 2016



Linee guida di trattamento

EASL 2016



Lack of clinically important PK interaction between
coformulated ledipasvir/sofosbuvir and 

rilpivirine/emtricitabine /tenofovir alafenamide

Custodio JM et al 
Pharmacol Res Perspect Oct 2017

Randomized , open label, single center, multiple dose, phase 1 study

in 42 healthy subjects



Linee guida di trattamento

Linee guida italiane 2017



La possibilità di generalizzare i risultati ottenuti nei trial 
clinici all’intera popolazione con co-infezione da HIV/HCV è 
incerta a causa della scarsa rappresentatività dei pazienti 

inclusi negli studi 



DAA garantiscono SVR12 >90% nei pazienti HIV/HCV

AIDS 2016
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SOF/VEL for 12 Weeks in HCV/HIV Co-Infected Patients

SOF/VEL

N=106

Mean CD4 count, cells/µL (range) 598 (183–1513)

NRTI backbone

TDF-based with boosted agent 

(RTV or COBI)
56 (53)

TDF-based without boosted 

agent  
35 (33)

ABC/3TC-base 15 (14)

ART use at baseline

PI (DRV, LPV or ATV) 50 (47)

NNRTI (RPV) 13 (12)

Integrase inhibitor (RAL or

EVG) 
36 (34)

Other (>1 of the above classes) 7 (7)

*Includes PegIFN+RBV failures and PI + PegIFN+RBV failures.

Wyles, EASL 2016, PS104

2

7

SOF/VEL

N=106

Mean age, y (range) 54 (25–72)

Male, n (%) 91 (86)

Black, n (%) 48 (45)

Mean BMI, kg/m2 (range) 27 (19–43)

Cirrhosis, n (%) 19 (18)

Treatment experienced,* n (%) 31 (29)

IL28B CC, n (%) 24 (23)

Mean HCV RNA, log10 IU/mL 

(range)
6.3 (5.0‒7.4)

HCV genotype

1a / 1b 66 (62) / 12 (11)

2 11 (10)

3 12 (11)

4 5 (5)

ASTRAL-5

Week 0 Week 12 Week 24

SVR12
TN and TE

n=106 SOF/VEL

‡
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Results: SVR12  by Genotype

*Two patients pending results

†Patients LTFU were incarcerated, one patient on Day 1 and one patient on Week 4

LTFU, lost to follow-up. W/C, withdraw consent. Error bars represent 95% confidence intervals.

Wyles, EASL 2016, PS104

2

8

ASTRAL-5

99

104*

62

65

11

12

11

11

11

12

4

4

Total GT 1a GT 1b GT 2 GT 3 GT 4

Relapses 2 2 - - - -

LTFU - - -

W/C 1 - - - 1 -

High SVR12 achieved in HIV-coinfected patients regardless of genotype

‡
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Results:  SVR12 by Cirrhosis or Prior Treatment

*Patients LTFU were incarcerated, one patient on Day 1 and one patient on Week 4

LTFU, lost to follow-up. W/C, withdraw consent. Error bars represent 95% confidence intervals.

Wyles, EASL 2016, PS104
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ASTRAL-5

80

85

19

19
71

75

28

29

Non-

cirrhotics
Cirrhotics

Treatment 

Naïve

Treatment

Experienced
Total

99

104

Relapses 2 2 - 1 1 2 0

LTFU 2* 2* - 2* - 0 2

W/C 1 1 - 1 - 0 1

High SVR12 achieved in HIV-coinfected patients regardless cirrhosis status and 
treatment experience

‡
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Hepatitis
web studySource: Rockstroh JK, et al. Lancet HIV. 2015;2:e319-27.

Elbasvir-Grazoprevir in HCV-HIV Coinfection GT 1, 4 or 6

C-EDGE CO-INFECTION: Study Features

C-EDGE Trial

▪ Design: Prospective, open-label, single-arm study examining the safety 

and efficacy of a fixed-dose combination of elbasvir-grazoprevir for 12 

weeks in treatment-naïve patients with chronic HCV genotype 1, 4, or 6 and 

HIV coinfection.

▪ Entry Criteria 

- Chronic HCV Genotype 1, 4, or 6

- 18 years or older

- HCV RNA ≥10,000 IU/mL

- No prior treatment

- Compensated cirrhosis permitted

- HIV infection

▪ Primary End-Point: SVR12



Hepatitis
web studySource: Rockstroh JK, et al. Lancet HIV. 2015;2:e319-27.

Elbasvir-Grazoprevir in HCV-HIV Coinfection GT 1, 4 or 6

C-EDGE CO-INFECTION: Participants

Baseline Characteristic Elbasvir-Grazoprevir (N=218)

Age, mean 49

Male, n (%) 183 (84%)

Race, n (%)

White

Black or African-American

Other

167 (77%)

38 (17%)

13 (6%)

HCV genotype, n (%)

1a

1b

4

6

144 (66%)

44 (20%)

28 (13%)

2 (1%)

Fibrosis stage, n (%)

F0-2

F3

F4

160 (73%)

23 (11%)

35 (16%)

Mean baseline HCV RNA, log10 IU/ml 6.03



Hepatitis
web studySource: Rockstroh JK, et al. Lancet HIV. 2015;2:e319-27.

Elbasvir-Grazoprevir in HCV-HIV Coinfection GT 1, 4 or 6

C-EDGE CO-INFECTION: Participants

HIV Characteristics Elbasvir-Grazoprevir (N=218)

Median CD4 cell count, (IQR) 568 (424-766)

ART Status

On ART with undetectable HIV RNA

ART naïve 

211 (97%)

7 (3%)

ART nucleos(t)ide pair

Abacavir-containing

Tenofovir-containing

None

47 (22%)

164 (75%)

7 (3%)

ART Third Agent

Raltegravir

Dolutegravir

Rilpivirine

None

113 (52%)

59 (27%)

38 (17%)

8 (4%)

IQR = interquartile range; ART = antiretroviral therapy



Hepatitis
web study

Elbasvir-Grazoprevir in HCV-HIV Coinfection GT 1, 4 or 6

C-EDGE CO-INFECTION: Results

C-EDGE CO-INFECTION: SVR12 Results by Genotype

Source: Rockstroh JK, et al. Lancet HIV. 2015;2:e319-27.

210/218 139/144 42/44 27/28

Overall SVR12 results includes the 2 patients with GT 6, who both achieved SVR12.



Patients, n (%) Total N=150

Age, mean (range) 56 (36–84)

Academic practice 68 (45)

Male 105 (70)

Black 32 (21)

GT1a 120 (80)

Cirrhosis 53 (35)

Platelets <100,000/mL 15 (10)

Baseline RNA >6 MM IU/mL 32 (21)

Prior Treatment, n (%) 29 (19) 

Prior Treatment unknown, n (%) 43 (28)

Treatment duration

8

12

24

8 (5)

112 (75)

30 (20)

LDV/SOF±RBV in 150 HIV/HCV Co-Infected Patients

Dieterich, EASL 2016, Poster SAT-134 34

TRIO Real-World Cohort
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SVR12 by Duration (ITT)Demographics

High SVR rates achieved in the Real-World heterogeneous HIV/HCV-coinfected 
population

8/8 110/112 29/30

‡
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LDV/SOF for 8 Weeks in HIV/HCV Co-Infection 

Buggisch, EASL 2017, SAT-253

Analysis of LDV/SOF for 8 weeks in HCV GT with HIV/HCV co-infection from 
2 prospective studies and 4 retrospective real-world cohorts

SVR12 LDV/SOF 8 weeks

277/
291

18/20 14/14 30/30 85/91

LDV/SOF 8 weeks achieved high SVR rates in HCV/HIV-coinfected patients across 

multiple cohorts and comparable to monoinfected individuals

73/76

Gilead or Investigator 
Sponsored Trials 

(n=79)

Real World Cohorts
(n=211)

57/59

S
V

R
1

2
, 

%
Gilead 

Sponsored Trials 
Real-World 

Cohorts (PP)

202/

211
75/

79
119/

123

556/

568

SVR12 Mono vs Coinfected

Mono-
infection
(ION-3; 

post-hoc 
analysis)

Co-
infection

Mono-
infection

(Kowdley et 
al, Pooled 
analysis)

* TN, non-cirrhotic patients with HCV RNA<6 million IU/mL

Co-
infection

(ITT)
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Real-World Experience of SOF/VEL ± RBV in HCV GT 3

Curry, EASL 2017, PS-102

TRIO Real-World Cohort

266/
276

66/
68

52/
56

11/
12

214/
220

55/
56

67/
72

14/
15

196/
201

52/
52

2H 2016 (n=485)
After SOF/VEL Approval

1H 2016 (n=366)
Prior to SOF/VEL Approval

DCV+SOF ± RBV 

(n=392)

SOF/VEL ± RBV 

(n=244)

12 week schedule, n (%) 307 (78) 238 (98)

Other schedule, n (%) 82 (21) 6 (2)

+ RBV, n (%) 78 (20) 35 (14)

Age - mean (range) 54 (22-81) 52 (21-83)

Male, n (%) 224 (57) 140 (57)

HIV coinfection, n (%) 7 (2) 5 (4)

TE, n (%) 82 (21) 54 (22)

F4, n (%) 110 (29) 69 (29)

CKD, n (%) 99 (26) 64 (27)

Diabetes, n (%) 46 (13) 33 (14)

In this RW cohort, high SVR12 was  
achieved with SOF/VEL in GT3 

patients confirm the results 
observed in ASTRAL-3

Baseline Demographics

SVR12 (PP)Treatment uptake 



37

‡

1 (1.3%) AEs led to D/C in GT3 patients

In GT 3 patients, RBV was added in 7% in F0-F3, 78% in F4 compensated, 100% in F4 Decompensated

Real-World Effectiveness of SOF/VEL

Buggisch, EASL 2017, SAT-254

Characterization, effectiveness, and cost/SVR of population receiving SOF/VEL ±
RBV in clinical practice in Germany

GT 3

N=79

Non-GT 3

N=26

Median age (range), 

years
48 (26-69) 56 (31-76)

Males, n (%) 61 (77) 14 (54)

White, n (%) 74 (94) 22 (85)

F4 Metavir score, n (%) 39 (49) 9 (35)

Decompensated 

cirrhosis
5(6) 1(4)

TN, n (%) 65 (82) 21 (81)

TE, n (%) 14 (18) 5 (19)

HIV co-infection , n (%) 3 (4) 2 (8)

27/27

All GT3 patients who completed treatment achieved SVR12

German ifi Institute

SVR4/12 (PP)Baseline Demographics



Hepatitis
web study

Real-World Experience of EBR/GZR in the 
VA Healthcare System 

J.R. Kramer et al. Real world experience with elbasvir/grazoprevir in the Veterans Affairs Healthcare System. J.Hepatol PS-095 EASL 2017 Amsterdam



Hepatitis
web study

Real-World Experience of EBR/GZR in the 
VA Healthcare System 

Retrospective analysis from US Department of Veterans Affairs (VA)

2.436 HCV patients treated with elbasvir/grazoprevir in real life

97 95,6 93,4
96,6 96,9 96,1

93,3 95,5 95,6 96,7 96,3 98,6 97,3
94,7

0

10

20

30

40

50

60

70

80

90

100

J.R. Kramer et al. Real world experience with elbasvir/grazoprevir in the Veterans Affairs Healthcare System. J.Hepatol PS-095 EASL 2017 
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Efficacy and safety of direct-acting antiviral regimens in 
HIV/HCV-co-infected patients - French ANRS CO13 HEPAVIH 

cohort
J Hepatol. 2017

• A total of 323 patients (74% men), 99% of whom were on combination 
antiretroviral therapy (cART).

• HIV RNA load was <50 copies/ml in 88% of patients; median CD4 cell 
count was 540/mm3; 60% of patients were cirrhotic;

• cART was protease inhibitor (PI)-based in 23%, non-nucleoside reverse 
transcriptase inhibitor (NNRTI)-based in 15%, and integrase inhibitor (II)-
based in 38%, while 24% of patients received other regimens. 

• The SVR12 rate was 93.5% overall (95% confidence interval 
[CI]: 90.2-95.9), 93.3% (88.8-96.4) in patients with cirrhosis 
and 93.8% (88.1-97.3) in patients without cirrhosis. 

• The SVR12 rates were 93.1% (84.5-97.7), 91.8% (80.4-97.7) and 95.8% 
(90.5-98.6) respectively, in patients receiving PI-based, NNRTI-based and 
II-based cART. In adjusted analysis, SVR12 was not associated with HIV 
RNA load, the cART regimen, cirrhosis, prior anti-HCV treatment, the 
duration of anti-HCV therapy, or ribavirin use. 



Next Generation Direct-Acting Antivirals 

Glecaprevir
(formerly ABT-493)

pangenotypic NS3/4A

protease inhibitor

Pibrentasvir
(formerly ABT-530) 

pangenotypic NS5A 

inhibitor

Coformulated: G/P

GLE PIB



Objective and Study Design



Endpoints and assessments



Results



Conclusion



Few data regarding HCV treatment initiation among HIV/HCV patients

Among 34,308 HIV-infected patients enrolled 
between 2000 and 2012, 5,562 were HCV 
coinfected. HCV prevalence declined from 38.4 
to 15.1 %.

Accesso alle terapie in HIV-HCV



•System-level barriers to HCV care

•Practitioner-level barriers to HCV care

•Patient-level barriers to HCV care

JID 2013




