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HBsAg and HCV Ab positivity in 10,665 patients  

HCV+/HBsAg+: 2.3%  

for 2014, 6 months 
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1997-1999 2000-2002 2003-2005 2006-2008 2009-2010 2011-2014 TOTAL 
CD4+/mmc, median 424 382 376 384 396 360 402 
HIV-RNA cps/mL, median 19800 28605 29400 24155 27455 23542 26525 

AIDS at enrolment, n (%) 472 (11.7%) 200 (13.8%) 106 (16.3%) 108 (12.1%) 111 (8.7%) 302 (8.1%) 

1299 
(10.8) 

Known HIV seroconversion, 
n (%) 940 (23.4%) 305 (21.1%) 180 (27.6%) 194 (21.9%) 400 (30.8%) 

1071 
(29.0%) 

3090 
(25.7) 

HCVAb+, % 50.1% 29.0% 21.8% 12.7% 8.3% 7.8% 30.4% 

HBsAg+, % 5.8% 5.2% 
 

5.2% 5.2% 3.7% 3.6% 6.1% 

Reason for 
being 
naive:  Newly diagnosed  1067 (26.5%)  727 (50.4%)  381 (58.6%)  472 (53.4%)  

1251 
(50.7%)  

1411 
(55.9%)  

5309 
(44.3)  

Treatment not 
reccomended by guidelines  1499 (37.3%)  379 (26.3%)  145 (22.3%)  227 (25.7%)  340 (26.2%)  682 (18.4%)  

3272 
(27.3)  

First contact to care  621 (15.4%)  206 (14.3%)  80 (12.3%)  135 (15.2%)  188 (14.4%)  600 (16.2%)  

1830 
(15.2)  

Patient decision  568 (14.1%)  88 (6.1%)  26 (4%)  24 (2.7%)  48 (3.7%)  126 (3.4%)  880 (7.3)  

Perceived poor adherence  237 (5.8%)  26 (1.8%)  16 (2.4%)  13 (1.4%)  36 (2.7%)  43 (1.1%)  371 (3.0)  
Not available  8 (0.1%)  9 (0.6%)  1 (0.1%)  9 (1.1%)  64 (2.5%)  193 (7.6%)  284 (2.3)  
Clinical contraindication  17 (0.4%)  5 (0.3%)  1 (0.1%)  3 (0.3%)  2 (0.1%)  4 (0.1%)  32 (0.2)  

Icona Foundation cohort: 

data at enrolment on 11,978 

patients (ctd) 
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HCV Chronic infection: an European and Italian problem…. 

Esteban JI et al J Hepatol 2008;48:148-162 

Europe has a significant population that is HCV/HIV co-infected. Though they represent a small 

proportion of all HCV-positives, they tend to have more advanced liver injury and (to date) have 

exhibited disappointing response rates to antiviral therapy. 

Indications for HCV treatment in HCV/HIV co-infected persons are identical to those in patients with 

HCV mono-infection. (EASL guidelines 2014). 



In Italia non è mai stato condotto uno studio di 
prevalenza dell’infezione da virus dell’epatite C 

rappresentativo dell’intera popolazione 

Dagli studi (locali) disponibili, emerge che: 

 Prevalenza di HCV RNA è >3% nei soggetti nati prima del 1950 e aumenta 
progressivamente con l ’ età, mentre è considerevolmente più bassa nelle 
generazioni più giovani, in assenza di tossicodipendenza: > 1.500.000 di infetti 

 Prevalenza è più alta nelle aree Meridionali e Insulari rispetto a Centro e del 
Nord, con prevalenza che varia dall’8% al 2%. 

 HCV è la causa principale di epatiti croniche, cirrosi, tumori epatici, trapianti di 
fegato (>65%). 

 Aumento popolazione immigrata (dal 2004 al 2010 più che raddoppiata: 
attualmente circa 10% della popolazione) con problematiche sociali, culturali e 
sanitarie (ad esempio molte persone provengono da Paesi ad alta endemia di 
virus B e C)  scenari epidemiologici nuovi 

 Quale epidemiologia nel 2020-30? 
D.G. Prevenzione 

Ufficio V – Malattie infettive e  

profilassi  internazionale 

In Italia: HCV 

Antonio Gasbarrini    Roma 24 giugno 2014 



Mode of HIV transmission according to HCV Ab 
status N=10665 

for 2014, 6 months 
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Proportion of 
HCV genotypes in 
1257 patients 



Distribution of Fibrosis stages in 744 HIV+ patients treated for HCV  
in the OPERA Cohort 

Fibrosis staging by liver biopsy in 547 and by fibroscan in 197 
0-7 Kpa: F1; 7,1-11 F2; 11,1-16,5: F3; > 16,5 F4 

Puoti M et al., ICAR 2012 



Causes of death in the Swiss HIV Cohort study 

2005-09 

Weber  R et al HIV Medicine (2013), 14, 195–207 

Liver diseases rank in the first most-common  

causes of death in HIV-infected persons 



1,6% 2,6% 
3,5% 

4,3% 
6,1% 

7,9% 

12,5% 

20,1% 

41,4% 

Cause of death,  n=623 

Drug abuse 

Non HIV related infections 

Suicide 

Cardio-cerebro-vascular 

Non-AIDS malignancies 
(excluded HCC) 
Unknown 

Other 

Hepatic 

HIV related 



Il paziente  
co-infetto HIV-HCV 

• Evoluzione più rapida della infezione da HIV 

• Evoluzione più rapida della malattia epatica 
HCV correlata  

• Minore risposta ad alcuni trattamenti 
antiretrovirali (monoterapia con PI/r) 

 



PARAMETRI 0 1 2 3 
CD4 nadir cells/mmc <100 100-200 200-400 >400 

CD4 baseline cells/mmc <200 200-400 400-600 >600 

Viremia non rilevabile,  mesi < 6 6 - 12 12-24 >24 

Coinfezione HCV-HIV si no 

Viremia residua, cp HIV-RNA/ml 20-40 10-20 1-10 <1 

HIV-DNA, copie106 PBMCs >400 100-400 10-100 <10 

HIV-RNA baseline, cp HIV-RNA/ml >106 106-5x105 5x105-105 <105 

Score di semplificazione 

Score >13: monoterapia PI/rtv  

Score 10-13: PI/rtv + 3TC 

Score < 10: HAART 

 

Criteri esclusione: 1) Bassa aderenza 2) Fallimenti precedenti PI 3) HBV+ 



HIV/HCV coinfection: 
pathogenesis 

HIV/HCV coinfection leads to accelerated 
hepatic fibrosis progression, with higher 
rates of cirrhosis, liver failure and liver death 

than does HCV mono-infection. 



Impact of HCV on HIV 

• Impaired Th1 function in HIV infection affects 
appropriate immune response to HCV 

• Conflicting clinical results 

• More rapid progression to AIDS or death for 
HCV genotype 1 

• Increasing HIV RNA and decreasing CD4 more 
likely in co-infected pts 



Impact of HIV on HCV Infection 

• Increased HCV-RNA titers1 

• More rapid progression to:1 

– Cirrhosis 

– End-stage liver disease 

– Death 

• Lower response to PegIFN-

ribavirin treatment1 

 

 

1. Singal AK, et al. World J Gastroenterol. 2009;15:3713-3724. 2. Miller M, et al. Clin Infect Dis 2005;41:713-720. 3. 

Eyster M, et al. JAIDS 1993;6(6):602-610. 4. Balagopal A, et al. Gastroenterology 2008;135(1):226-33. 

• Biologic basis incompletely 

understood, but may be 

related to: 

– Impaired T-cell responses 

to HCV2 

– HIV’s effect on hepatic 

cells3 

– Amplified microbial 

translocation, which might 

promote hepatic fibrosis4 

 



Bruno R et al., Hepatology 2010 

Transcripts for the chemokine receptors CCR5 and CXCR4, which bind 

gp120, were detectable in human hepatic stellate cells (HSCs). 

Expression of the HIV co-receptors, 

CCR5 and CXCR4, in 

human hepatic stellate cells (HSCs). 

Total RNA was isolated from two 

primary HSC lines, the stable human 

HSC line, LX-2, and from human 

bone marrow (BM), as indicated. 

Expression of CCR5 and CXCR4 was 

assessed by real-time PCR.  

The scales on the right side refer to data 

obtained with bone marrow RNA. 

HIV infection of Hepatic Stellate Cells can also lead to HSC activation 

Bruno et al., Gut 2010 



Influence of HIV-1 replication and its 
treatment on the liver in HCV coinfection 

Kim RY and Chung RT GASTROENTEROLOGY 2009;137:795– 814 



The prevalence of cirrhosis and hepatocellular carcinoma in 

patients with HIV infection 

 

Ioannou GN et.al. Hepatology. 2012 Apr 24. [Epub ahead of print] 

Patients received care in the Veterans Affairs (VA) healthcare system  - 1996-2009 n=24,040 

The prevalence of cirrhosis and HCC has increased dramatically among HIV-infected  

patients driven primarily by the HCV epidemic. 

http://www.ncbi.nlm.nih.gov/pubmed?term=Ioannou GN[Author]&cauthor=true&cauthor_uid=22532055
http://www.ncbi.nlm.nih.gov/pubmed/22532055


for 2014, 6 months 

Proportion of HCVAb+/HCV-RNA+ patients starting any anti-HCV 
treatment for the first time, according to period of starting 
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Trattamento del paziente  
co-infetto HIV-HCV 

• E’ giusto rinviare il trattamento HCV per 
attendere i nuovi farmaci? 

 

• Il paziente HIV rientra nelle categorie prioritarie 
per i trattamenti con i nuovi farmaci ? 
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HAART IN HIV/HCV 
• Non esistono linee guida di trattamento antiretrovirale 

specifiche per questo setting di pazienti 

 

Serve dunque ottimizzare la HAART nel coinfetto HIV/HCV ? 

 

 



HIV/HCV CKD 

IR 

HAND 

IL RUOLO SISTEMICO DELLA COINFEZIONE HIV/HCV 



Operskalski & Kovacs, Curr. HIV/AIDS Rep 2011 

HIV/HCV coinfection: disease 

progression and complication 



HAART IN HIV/HCV 

VANNO VALUTATI 3 TARGET DELLA HAART IN HCV: 

 

• EFFICACIA VIRO-IMMUNOLOGICA 

 

•TOLLERABILITA’         

epatica 

 cardiovascolare 

 renale 

 ossea 

 neurologica 

 metabolica 

 

• RIDOTTE DDI CON I NUOVI DAAs 



HIV/HCV-coinfected patients with undetectable 

HIV RNA through HAART have a slower FPR 

than those with any HIV RNA level and an FPR 

similar to HCV-monoinfected individuals. 

Slower fibrosis progression in 
HIV/HCV-coinfected patients with 
successful HIV suppression using 
antiretroviral therapy 
 
 
Norbert Bräu et al.  

 
 
 

Journal of Hepatology 

Volume 44, Issue 1 , Pages 47-55, January 2006 

http://www.ncbi.nlm.nih.gov/pubmed?term="Goodrich J"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Goodrich J"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Goodrich J"[Author]
http://www.journal-of-hepatology.eu/issues?issue_key=S0168-8278(05)X0178-7
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Ann Intern Med. 2014;160:369-379. 



Coinfezione HIV-HCV 

quali i regimi “liver friendly”…? 

 Nella gestione dei coinfetti HIV/HCV sarebbe da evitare 

l’uso di: 

• d-drugs (Acidosi lattica) 

• AZT(< Hb) e ABC(< SVR) nei pazienti trattati con PegIFN + 

Riba  

• NVP(flares epatitici) 

• TPV(flares epatitici) 

  



HAART and Liver Enzyme Elevations 

• Meta-analysis of 20 publications of HIV-infected patients  HCV 
coinfection 

• Grade 2 or higher liver elevations noted 
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Benhamou Y, et al. CROI 2006. Abstract 88.  



NRTIs 

• Abacavir 

• Didanosine 

• Emtricitabine 

• Lamivudine 

• Stavudine 

• Tenofovir 

• Zidovudine 

Drugs available for HIV therapy 



Mitochondrial toxicity 

1. Lichterfeld M, Haasen S, Fischer HP, Voigt E, Rockstroh JK, Spengler U: Liver histopathology in human immune deficiency virus/hepatitis C coinfected 

patients with fatal liver disease. J Gastrol Hepatol 20: 739-745, 2005 

Il mtDNA svolge la propria replicazione 

mediante l’azione di un enzima, la 

DNA-polimerasi-γ, che viene in diversa 

misura inibito dagli NRTI: la potenza 

inibitoria degli NRTI varia a seconda 

del singolo farmaco, essendo più 

elevata per le cosiddette“D-drugs” 

(zalcitabina, didanosina e stavudina) e 

più blanda per le ―non–D drugs‖ 

(lamivudina, zidovudina e abacavir) 



Risk of Mitochondrial Toxicity: NRTI + Ribavirin  
in HIV/HCV-Coinfected Patients 

Fleischer R, et al. 2004. 

Didanosine 
 

Didanosine + 
stavudine 
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Ribavirin + 

Mitochondrial Toxicity 
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US FDA Adverse Event 

Reporting System (2002) 

— HIV/HCV patients 

• Ribavirin + NRTIs 

31 cases (58 adverse events) 

suggestive of mitochondrial 

toxicity 

— Pancreatitis and/or  increased 

lipase (n=21) 

— Lactic acidosis (n=20) 

— Elevated LFTs (n=8) 

— Hepatic steatosis (n=6) 

— Elevated creatinine, 

neuropathy, multiorgan failure 

(n=1 each)  
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NNRTIs 

• Efavirenz 

• Nevirapine 

• Etravirine 

Drugs available for HIV therapy 



Incidence of Severe Hepatotoxicity 
of NNRTIs in Hepatitis Coinfection 

• Prospective study on the incidence 
severe hepatotoxicity (grade 3 or 4 
AST/ALT) 

– Johns Hopkins HIV cohort 
(n=568) 

– HCV (43%) and HBV (7.7%) 

• Overall incidence of severe 
hepatotoxicity 

– Nevirapine: 15.6% 

– Efavirenz: 8.0% 

• Hepatotoxicity risk was 
significantly greater in: 

– Hepatitis coinfection 

– NNRTI + PI 

Sulkowski MS, et al. Hepatology. 2002:35:182-189. 
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• It has been shown that HCV 
patients receiving NNRTIs, 
especially NVP, have lower                   
HCV-RNA levels. 
 

• HIV can induce HCV replication 
through TGF-beta1, which is 
produced in the liver in response to 
proinflamatory cytokines. 
 

• NVP has been associated with 
higher decreases in levels of      
TNF-alpha receptor than other 
antiretroviral drugs, which might 
decrease TGF-beta1 secretion in the 
liver and reduce HCV replication.  

1) Bani-Sadr F et al. AIDS 2007; 21: 1645  

2) Mata R et al. EACS Conference 2009, Cologne, Germany.  
3) Lin W et al. Gastroenterology 2008; 134:803–811 

4) Virgili N et al. J Acquir Immune Defic Syndr 2009; 50: 552-553 

HCV-RNA level among individuals  

receiving PI-, EFV- or NVP-based ART 

Discussion 
Impact of NVP on HCV-RNA viral load 
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Protease Inhibitors 

• Atazanavir 

• Darunavir 

• Fos-Amprenavir 

• Indinavir 

• Lopinavir 

• Nelfinavir 

• Ritonavir 

• Saquinavir 

• Tipranavir 

Drugs available for HIV therapy 



Incidence of Severe Hepatotoxicity 
During Therapy With PI-Based Regimens 
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CASTLE KLEAN 

TITAN RESIST 

Hepatotoxicity with Newer PIs 



New Classes 

 

• R5 Inhibitors 

  Maraviroc 

 

• Integrase Inhibitors 

  Raltegravir 

 

 

 

Drugs available for HIV therapy 



Hepatotoxicity and New Agents 

Motivate 1 and 2                                              Benchmark 1 

Rates of Grade ¾  rises in ALT 



Principali tossicità riferibili alle diverse classi e ai singoli farmaci 
emersi dagli studi registrativi o da importanti studi di coorte  



HAART IN HIV/HCV 

VANNO VALUTATI 3 TARGET DELLA HAART IN HCV: 

 

• EFFICACIA VIRO-IMMUNOLOGICA 

 

•TOLLERABILITA’         

epatica 

 cardiovascolare 

 renale 

 ossea 

 neurologica 

 metabolica 

 

• RIDOTTE DDI CON I NUOVI DAAs 



Atherosclerosis risk in HIV-infected patients:  
The influence of hepatitis C virus co-infection 

Background: The influence of hepatitis C virus (HCV) infection on atherosclerosis 
risk in HIV-infected patients has not been adequately evaluated in real-life 
situations. 
Objectives and methods: We compared indexes of early atherosclerosis 
evaluated by echo-Doppler ultrasound (presence of plaque in carotid or 
femoral arteries) in 18 HCV–HIV co-infected patients versus 22 HIV mono-
infected patients. 
Results: Prevalence of subclinical carotid plaque was significantly higher in 
HCV–HIV co-infected patients (p = 0.04), despite of the fact LDL-cholesterol and 
blood pressure (BP) were lower in the co-infected patients (p = 0.003). HCV 
chronic infection (OR = 10; IC: 1.5–72; p = 0.02) was an independent risk factor. 
Conclusion: This cross sectional study suggests that HCV infection might be an 
independent cardiovascular risk factor in HCV–HIV co-infected patients. HCV 
infection might be considered as not only a liver infection but also as a 
metabolic disease in HIV patients, justifying regular cardiovascular surveillance. 

Sosner P et al., Atherosclerosis 222 (2012) 274– 277 



Freiberg M et al. Circ Cardiovasc Qual Outcomes 2011;4:425-432 
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COINFEZIONE HIV/HCV E CKD 



COINFEZIONE HIV/HCV E CKD 



Participants with undetectable or low HCV-RNA had similar odds of 

progressive CKD as HCV seronegative, while participants with HCV-RNA 

.800,000 IU/ml had increased odds (OR 3.07; 95% CI 1.60–5.90). 

Mocroft A et al.,  PLoSOne 2012; 7(7):e40245 
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Maaoluf NM et al., J Bone Miner Res. 2013 Dec;28(12):2577-83 

Hepatitis C co-infection and severity of liver 
disease as risk factors for osteoporotic fractures 

among HIV-infected patients 

Fracture rates were significantly higher among HIV/HCV patients than HIV-only 
patients (2.57 versus 2.07/1000 patient-years, relative risk = 1.24, p < 0.0001).  



Risk of Fractures Associated with HIV/HCV 

Coinfection  

Volk J et al., 20  CROI 2013 
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COINFEZIONE HIV/HCV E HAND 



Hepatitis C virus co-infection increases 
neurocognitive impairment severity and risk of 

death in treated HIV/AIDS 

Vivithanaporn P et al., J Neurol Sci. 2012 Jan 15;312(1-2):45-51 



Principali tossicità riferibili alle diverse classi e ai singoli farmaci 
emersi dagli studi registrativi o da importanti studi di coorte  



HAART IN HIV/HCV 

VANNO VALUTATI 3 TARGET DELLA HAART IN HCV: 

 

• EFFICACIA VIRO-IMMUNOLOGICA 

 

•TOLLERABILITA’         

epatica 

 cardiovascolare 

 renale 

 ossea 

 neurologica 

 metabolica 

 

• RIDOTTE DDI CON I NUOVI DAAs 



Prevalence of Insulin Resistance in 

Coinfected and Monoinfected Patients 

HCV-AB NEG 

67% 

33% 

HCV-AB POS 

52% 

48% 

P < .0001 

*HOMA (IR) model: (fasting plasma Insulin mU/l x fasting plasma glucose nM/l)/22.5. The cut off of 3.8 

was used to define the percentage of insulin-resistant patients.  

Squillace N. 2006 Conf ADR and Lipo. Abstract  

HOMA-IR < 3.8* 

HOMA-IR > 3.8 

 1041 nondiabetic HIV patients  

 373 coinfected by HCV 

 502 HIV monoinfected  

 166 with unknown HCV-Ab status 



Diabetes and cirrhosis in HIV/HCV 

infected patients (IDD-OSR) 

Patients with DM Patients without DM
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Protease inhibitors 

HCV-genotype 1-4 

HCV-genotype 3 

Alcohol 

Hypertrygliceridemia 

Insulin resistance 

Nucleoside 

analogs 

Liver steatosis Mitochondrial 

toxicity 

More advanced liver fibrosis 

Metabolic syndrome as key factor for liver damage 

in HIV/HCV coinfected individuals 



Principali tossicità riferibili alle diverse classi e ai singoli farmaci 
emersi dagli studi registrativi o da importanti studi di coorte  



Patients with HIV/HCV co-infection are more frail for 

viral and behavioral factors and possible strategies 

could be: 

 

- Treat them with less toxic antiretroviral drugs 

in order not to have an additional effect 

 

- Treat them for HCV as soon as we will have the 

drugs 

FRAILTY NEI COINFETTI HIV/HCV 



HAART IN HIV/HCV 

VANNO VALUTATI 3 TARGET DELLA HAART IN HCV: 

 

• EFFICACIA 

 

• TOLLERABILITA’  

 

• RIDOTTE DDI CON I NUOVI DAAs 





NEW SWITCH STRATEGY  
NEI COINFETTI HIV/HCV 

   
 

NNRTI+PI/r 

INI+PI/r 

ICCR5+PI/r 

PI/r associato a 3TC PI/r in monoterapia 



Regimi di semplificazione 

   Razionale 
• Riduzione degli effetti collaterali 
• Risparmio di classi terapeutiche 
• Riduzione dei costi 
 
 
 
  Target 
• Pazienti virosoppressi da almeno 6 mesi 
• Assenza di pregresse resistenze per il PI/r da usare 
• Nadir > 200 CD4 
• Ottimale aderenza 

PI/r in monoterapia 



Ricette con LPV/r nei coinfetti HIV/HCV.. 

LPV/r in monotherapy: Trial KAMON 2 



Ricette con LPV/r nei coinfetti HIV/HCV.. 

LPV/r in monotherapy: Trial KAMON 2 



Ricette con LPV/r nei coinfetti HIV/HCV.. 

LPV/r in monotherapy: Trial KAMON 2 



Regimi di semplificazione 

   Razionale 
• Riduzione degli effetti collaterali 
• Risparmio di classi terapeutiche 
• Riduzione dei costi 
 
 
 
  Target 
• Pazienti virosoppressi da almeno 6 mesi 
• Assenza di pregresse resistenze per il PI/r da usare 
• Nadir > 200 CD4 
• Ottimale aderenza 

PI/r in monoterapia 
PI/r associato a 3TC 



Name of 

Study 

Description of Study Study Population N 

LOREDA Single-Arm, Pilot Study of 

LPV/r BID/QD + 3TC QD 

ARV-Naive N=40 

GARDEL LPV/r BID + 3TC vs                              

LPV/r BID + 3TC/FTC + N(t)RTI 

ARV-Naive N=410 

OLE Simplification to                      

LPV/r BID + 3TC QD 

ARV-Experienced, VL<50 

c/mL for at least 6 months 

N=336 

ATLAS Simplification to                    

ATV+rtv + 3TC QD 

ARV-Experienced, VL<50 

c/mL x 2, 3 months apart 

N=40 

Studi di semplificazione con 

 PI/r associato a 3TC  

per i coinfetti HIV/HCV? 



Studi sulla dual therapy con RAL 
RAL+PI/r nei coinfetti HIV/HCV? 

   
 

INI+PI/r 

ARV Combination Name of Study Experimental Arm Reference Arm Study 

Population 

N 

RAL + LPV/r PROGRESS RAL  BID + LPV/r BID LPV/r BID + 

TDF/FTC QD 

ARV-Naive N= 206 

RAL + ATV 300 SPARTAN RAL BID + ATV 300 BID ATV+rtv QD + 

TDF/FTC QD 

ARV-

Experienced 

N=94 

RAL + DRV+rtv ACTG 5262 RAL BID + DRV+rtv QD Single Arm ARV-Naive N=112 

RAL + DRV+rtv NEAT RAL BID + DRV+rtv QD DRV+rtv QD + 

TDF/FTC QD 

ARV-Naive N=800 



Percent of Patients with Grade 3 or Grade 4 Laboratory Abnormalities in BENCHMRK-2 
(cont.) 

Laboratory Test (Unit)  Toxicity Criteria* Raltegravir   

(N=230) 

Placebo   

(N=119) 

Total bilirubin (mg/dL) Grade 3 2.6 – 5.0 x ULN 3.0 4.2 

Grade 4 >5.0 x ULN 0 0 

AST (IU/L) Grade 3 5.1 – 10.0 x ULN 3.5 3.4 

Grade 4 >10.0 x ULN 0.4 1.7 

ALT (IU/L) Grade 3 5.1 – 10.0 x ULN 1.7 0.8 

Grade 4 >10.0 x ULN 0.4 1.7 

Alkaline phosphatase (IU/L) Grade 3 5.1 – 10.0 x ULN 0.4 0.8 

Grade 4 >10.0 x ULN 0 0 

Pancreatic amylase (IU/L)§ Grade 3 2.1 – 5.0 x ULN 4.3 2.5 

Grade 4 >5.0 x ULN 0.4 0 

Lipase (IU/L) Grade 3 3.1 – 5.0 x ULN 0.4 0.8 

Grade 4 >5.0 x ULN 0 0 

Creatine kinase (IU/L) Grade 3 10.0 – 19.9 x ULN 3.0 2.5 

Grade 4 20.0 x ULN 3.0 1.7 

* Grades 3 and 4 per DAIDS toxicity criteria. 

  Defined as (number of patients meeting the specific serum pancreatic amylase criteria) / (number of patients with serum amylase test result). 

 





NNRTI+PI/r 

ARV Combination Name of 

Study 

Experimental Arm Reference 

Arm 

Study 

Population 

N 

LPV/r + NNRTI KAL Y INTE LPV/r BID + ETR BID Single Arm ARV-Naive N=30 

DRV+rtv + NNRTI CID 0821 DRV+rtv QD + ETR BID or 

QD 

Single Arm Acute HIV N=20 

Studi sulla dual therapy con ETV 
ETV+PI/r nei coinfetti HIV/HCV? 







ICCR5+PI/r 

ARV Combination Name of 

Study 

Experimental Arm Reference Arm Study 

Population 

N 

LPV/r + CCR5 RA VEMAN LPV/r QD + MVC QD LPV/r QD + 

TVD 

ARV-Naive N= 60 

ATV+rtv + CCR5 RA A4001078 ATV+rtv + MVC QD ATV+rtv + TVD ARV-Naive N=121 

DRV+rtv + CCR5 RA MIDAS DRV+rtv QD + MVC QD Single Arm ARV-Naive N=25 

Studi sulla dual therapy con MVC 
MVC+PI/r nei coinfetti HIV/HCV? 



Maraviroc to Prevent HCV-Related 
Liver Fibrosis in HIV Coinfection 

• Proof of concept, open-label trial of 
maraviroc to prevent acceleration 
of liver fibrosis 

• HIV/HCV coinfection with 
undetectable VL on TDF/FTC + ATV/r 

• Addition of maraviroc 150 mg BID 
vs. maintenance therapy x 96 wk 

• Liver stiffness measured  
by elastography 

• Results of safety on first  
60 patients prior to  
continued enrollment 

• Possible delay in fibrosis  
as evidenced by shift  
towards Stage I and II  
fibrosis after 24 weeks  
of therapy 

 

60 
 
 

50 
 
 

40 
 
 

30 
 
 

20 
 
 

10 
 
 

0 

Control n=21 Maraviroc  n =23 

Stage        I                II            III             IV                   I                II             III              IV 

12 

(57,1%) 

10 

(47,6%) 

4 

(19%) 

6 

(28,6%) 

2 

(9,5%) 

3 

(14,3%) 

5 

(23,8%) 

8 

(34,8%) 

10 

(43,5%) 

6 

(26,7%) 

7 

(30,4%) 

5 

(24,7%) 

2 

((8,7%) 

4 

(17,4%) 

Baseline 
 
Week 24 

Nasta P, et al. 6th IAS; Rome, Italy; July 17-20, 2011. Abst. WEAB0105. 

Grade of Liver Stiffness from Baseline to Week 24 



Gulick RM et al., NEJM 2008;359:1429-41 

Hepatic Safety of maraviroc 







COINFEZIONI HIV/VIRUS EPATITICI 

Soriano V et al., Antiviral Research 2010 

• EPIDEMIOLOGIA DELLE COINFEZIONE HIV/HBV  

• HAART IN PZ CON COINFEZIONE HIV/HBV 

• EPIDEMIOLOGIA DELLE COINFEZIONE HIV/HCV 

• HAART IN PZ CON COINFEZIONE HIV/HCV 

• HAART E NUOVI DAA ANTI-HCV 

• OPZIONI FUTURE 



Simeprevir and Darunavir/Ritonavir:  
Day 7 PK Alone and in Combination 

Simeprevir Darunavir Ritonavir 

 SIM exposure 2.6-fold higher when coadministered with DRV/RTV vs SIM alone  

 When coadministered with SIM, DRV exposure increased 18% and RTV exposure 
increased 32% 

Ouwerkerk-Mahadevan S, et al. IDWeek 2012. Abstract 36620. 
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SIM 150 mg QD for 7 days (n = 21) 
 
SIM 50 mg QD + DRV/RTV  
800/100 mg QD for 7 days (n = 25) 
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DRV/RTV 800/100 mg QD 
for 7 days (n = 23)  
DRV/RTV 800/100 mg QD + 
SIM 50 mg QD for 7 days (n = 25) 
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DRV/RTV 800/100 mg QD 
for 7 days (n = 23)  
DRV/RTV 800/100 mg QD + 
SIM 50 mg QD for 7 days (n = 25) 

 

 

   
 
 

  
  

 
      

 
 

  
  

   



Simeprevir and Rilpivirine:  
Day 7 PK Alone and in Combination 

Simeprevir 

 No clinically relevant interactions observed between RPV and SIM 

 No relevant differences in incidence of AEs observed with SIM alone vs coadministration of SIM and RPV 

Ouwerkerk-Mahadevan S, et al. IDWeek 2012. Abstract 36620. 

Rilpivirine 
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SIM 150 mg QD for 11 days (n = 21) 
 

 

 

1000 

SIM 150 mg QD + RPV 25 mg QD for 11 days (n = 21) 

RPV 25 mg QD for 11 days (n = 23) 
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Simeprevir and Raltegravir:  
Day 7 PK Alone and in Combination 

 No clinically relevant interactions were observed between RAL and SIM 

 No relevant differences in incidence of AEs observed with SIM alone vs 
coadministration of SIM and RAL  

Ouwerkerk-Mahadevan S, et al. IDWeek 2012. Abstract 36620. 

Raltegravir Simeprevir 
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Simeprevir (150 mg qd) for 7 days ( n = 24) 
 

 

1000 
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Simeprevir (150mg qd) + RAL (400 mg bid) for 7 days ( n = 23) 

RAL (400 mg bid) for 7 days ( n = 24) 
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Effect of ARVs on Sofosbuvir 

Drug 
Effect on Sofosbuvir and 

GS-331007 AUC (exposure)  
Recommendation 

 

Darunavir/r 
 

SOF increased 34%; GS-
331007 – no effect 

No dose adjustment 
 

 

Rilpivirine 
 

No effect on SOF or GS-
331007 

No dose adjustment 

Efavirenz 
No effect on SOF or GS-

331007 
No dose adjustment 

Raltegravir 
No effect on SOF or GS-

331007: RAL decreased 27% 
No dose adjustment 

 

Tenofovir No effect on SOF or GS-331007 
No dose adjustment 

 

Mathias A 14th Int Workshop on Clin Pharm of HIV Ther Session 5; Kirby B et al 63rd AASLD 2012; Abs 1877. ; Sofosbuvir USPI 2013   



COINFEZIONI HIV/VIRUS EPATITICI 

Soriano V et al., Antiviral Research 2010 

• EPIDEMIOLOGIA DELLE COINFEZIONE HIV/HBV  

• HAART IN PZ CON COINFEZIONE HIV/HBV 

• EPIDEMIOLOGIA DELLE COINFEZIONE HIV/HCV 

• HAART IN PZ CON COINFEZIONE HIV/HCV 

• HAART E NUOVI DAA ANTI-HCV 

• OPZIONI FUTURE 



What’s New in Coformulated Agents and Regimens 

• Coformulated regimens including approved 
agents 
– EVG/COBI/TDF/FTC 

– DTG/ABC/3TC 

• PIs coformulated with cobicistat as the 
pharmacologic booster 
– ATV/COBI 

– DRV/COBI 

• Coformulated regimens using investigational 
agents 
– EVG/COBI/TAF/FTC 

– DRV/COBI/TAF/FTC 



Dolutegravir Phase III Trials in 
Treatment-Naive Patients 

• Randomized, noninferiority phase III studies 

• Primary endpoint: HIV-1 RNA < 50 copies/mL at Wk 48 

ART-naive pts 

VL ≥ 1000 c/mL 

(N = 822) 

DTG 50 mg QD + 2 NRTIs* 
(n = 411) 

RAL 400 mg BID + 2 NRTIs* 
(n = 411) 

*Investigator-selected NRTI backbone: either TDF/FTC or ABC/3TC.  

ART-naive pts 

VL ≥ 1000 c/mL 

HLA-B*5701 neg 

CrCl > 50 mL/min 

(N = 833) 

DTG 50 mg QD + ABC/3TC QD 
(n = 414) 

EFV/TDF/FTC QD  
(n = 419) 

SPRING-2[30] 

(active  
controlled,  
double blind) 

SINGLE[31] 

(active  
controlled,  
double blind) 

DTG 50 mg QD + 2 NRTIs* 
(n = 242) 

DRV/RTV 800/100 mg QD + 2 NRTIs* 
(n = 242) 

ART-naive pts 

VL ≥ 1000 c/mL 

(N = 484) 

FLAMINGO[32] 

(open label) 

30. Raffi F, et al. Lancet. 2013;381:735-743. 31. Walmsley S, et al. N Engl J Med. 2013;369:1807-1818. 

32. Feinberg J, et al. ICAAC 2013. Abstract H1464a. .  

88 86 

85 

88 88 

81 

90 90 

83 

V
L

 <
 5

0
  

a
t 

W
k

 4
8

 

V
L

 <
 5

0
: 

 

D
T

G
/A

B
C

/3
T

C
 



LATTE: GSK1265744 as Part of ART in Naive 
Pts: Results of 24-Wk Induction 

• GSK1265744 (744), DTG analogue with long half-life, oral or injectable formulations 

• Randomized, dose-ranging phase IIb study of oral formulation 

• Primary endpoint: HIV-1 RNA < 50 c/mL at Wk 48 

744 10 mg QD + RPV 25 mg QD 

744 30 mg QD + RPV 25 mg QD 

*Pts with HIV-1 RNA < 50 c/mL at Wk 24 continued to maintenance phase. 
TDF/FTC or ABC/3TC.  

ART-naive pts, 
HIV-1 RNA  

> 1000 c/mL 
(N = 243) 

744 60 mg QD + RPV 25 mg QD 

EFV 600 mg QD + 2 NRTIs QD  
(n = 62) 

Margolis D, et al. EACS 2013. Abstract PS7/1. Margolis D, et al. CROI 2014. Abstract 91LB.  

744 10 mg QD + 2 NRTIs 

(n = 60) 

744 30 mg QD + 2 NRTIs 

(n = 60) 

744 60 mg QD + 2 NRTIs 

(n = 61) 

Wk 48 
primary analysis 

Stratified by HIV-1 RNA  
(≤ vs > 100,000 c/mL) and NRTI Wk 24 

Induction Phase* Maintenance Phase 



LATTE: Virologic Success During Induction and 
Maintenance Phases 

• 2 pts with PDVF during maintenance; both with INSTI mutations at BL 

Margolis D, et al. EACS 2013. Abstract PS7/1. Margolis D, et al. CROI 2014. Abstract 91LB 
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 Doravirine (MK-1439): Background  

• Commonly used NNRTIs are associated with suboptimal efficacy 
and/or safety profiles 
– Efavirenz is frequently associated with CNS adverse experiences (1)  

– Rilpivirine is indicated in treatment naïve patients with RNA ≤100,000 copies/mL (2) 

• Doravirine (MK-1439) is a next generation NNRTI with the potential 
for improved efficacy and safety profiles 
– High in vitro potency against a broad panel of isolates of different HIV subtypes(3) 

• <3-fold potency shift vs. common NNRTI-resistance mutants K103N, Y181C, G190A, E138K(4) 

• Distinct mutations selected in vitro: V106A, F227L, and L234I 

– V106A, F227L do not confer cross resistance to rilpivirine or etravirine 

– Low potential for CNS effects, drug-drug interactions; lower protein-binding vs. other NNRTIs 

– In Phase 1 studies: 

• Single doses up to 1200 mg and multiple doses up to 750 mg were generally well tolerated(5) 

• Minimal food effect observed (after 50-mg single dose)  

• Primary metabolism by CYP3A4, but is not an inducer or an inhibitor(6) 

• In a 7-day monotherapy study in treatment-naïve HIV-1 patients, ~1.3 log HIV RNA decline at 
25 and 200 mg po QD(7) 

 



Perché è importante cercare nuove strade… 
 

Perché non si vive di sola efficacia                        

viro-immunologica! 

 

? 

http://images.google.it/imgres?imgurl=http://www.medicinapreventiva.com.ve/imagenes/MedicoT.gif&imgrefurl=http://www.medicinapreventiva.com.ve/medico_internista.htm&h=556&w=366&sz=81&hl=it&start=2&tbnid=VvOiU987ib2hJM:&tbnh=133&tbnw=88&prev=/images?q=medico&svnum=10&hl=it&lr=&sa=G


VIAGGIARE RISPARMIANDO… 

RISPARMIARE SIGNIFICA:  

 

• NON PAGARE PEDAGGIO IN TERMINI DI 

TOSSICITA’ A LUNGO TERMINE 

 

• RIDURRE I CONSUMI IN TERMINI DI COSTI DEL 

REGIME TERAPEUTICO 



HIV/HCV COINFECTION: CARE 

 Il paziente coinfetto per la sua fragilità e per la propensione a 

presentare altre comorbidità, necessita di una terapia 

antiretrovirale che risponda a specifici requisiti: 

 

• Tollerabilità renale, cardiovascolare e metabolica 

 

• Con farmaci a basso pill burden per ottimizzare l’aderenza ed 

evitare di  perdere opzioni terapeutiche in un setting già 

complicato con meno farmaci utilizzabili 

 

• Preferendo farmaci che possano consentire di trattare il 

paziente per  epatite da HCV evitando interazioni 

farmacocinetiche 



GRAZIE PER L’ATTENZIONE 


