
Strategie terapeutiche innovative: 
 

 induzione e mantenimento 



Induzione-mantenimento 

 
a)Iniziare con 3 o più farmaci poi 

scendere a 0 
b)Iniziare con più farmaci poi 

scendere a 3 
c)Iniziare con 3 poi scendere a meno 

farmaci 



Time to hit 
early and hard 
1995 NEJM 



HIT EARLY 









Duration of HIV viral suppression on cessation of antiretroviral therapy correlates 
with time on therapy 



HIT EARLY AND HARD 



Smaller Week 4 VL decline was associated with increased risk of VF  

HR (95% CI) (per 1 log10copies/mL less decline) 

ABC/3TC: Adjusted 1.90 (1.52, 2.38) 

TDF/FTC: Adjusted 1.79 (1.38, 2.33) 



PNAS 2104 



Fletcher et al., PNAS 2104 

Compared with concentrations 
in PBMCs, the IC concentration 

of TFV-DB, FTC-TP, ATV, DRV and 
EFV was lower in 

the lymphatic tissue (LT) 
compartment, particularly in the 

lymph node. 

714 determinations of ARV drug concentrations in plasma 
and 592 analyte determinations for IC drug concentrations 
in PBMCs and in mononuclear cells (MNCs) from the LN, 
ileum, and rectum were performed. 





Phase 1 HIV-RNA decay (a-c) and week 1 change 

in HIV-RNA by regimen, baseline HIV-RNA and sex  

Haubrich 2011 



 Week 1 HIV-RNA change was associated with 

virological failure at week 24 and 48 (p<0.018) 

 

 Baseline HIV-RNA correlated with virological 

failure at week 24, 48 and 96 (p<0.015) 

Haubrich 2011 





Effetti sul virus? 



….e sui linfociti CD4? 



14 March 2010  

 

In subjects with increased episomal DNAs, immune 

activation was higher at baseline and was subsequently 

normalized after RAL intensification.  



Why do we have to use less drugs? 



clinicaloptions.com/hiv 

HIV/AIDS Update From Boston 2014 

NEAT: RAL + DRV/RTV Noninferior to 

TDF/FTC + DRV/RTV at 96 Weeks 
 Overall, regimens noninferior by 

% reaching composite primary 
endpoint of 6 virologic and 
clinical endpoints at Wk 96 

– RAL: 17.4%; TDF/FTC: 13.7% 

– Inferior response in pts with BL CD4 
< 200 and a trend toward more 
primary endpoints in pts with BL VL 
≥ 100K 

 Similar numbers of pts with 
PDVF (RAL: n = 66; TDF/FTC:  
n = 52) 

 No pts with resistance in 
TDF/FTC arm vs 5 with 
integrase mutations and 1 with 
K65R in RAL arm 

Raffi F, et al. CROI 2014. Abstract 84LB. Reproduced with permission.  

Overall N = 805 

BL HIV-1 RNA 

< 100,000 c/mL 

≥ 100,000 c/mL 

n = 530 

n = 275 

BL CD4+ cell count 

< 200/mm3 

≥ 200/mm3 

n = 123 

n = 682 

Primary Endpoint at Wk 96: 

Adjusted Difference Estimate (95% CI)  

RAL - TDF/FTC  
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RAL TDF/FTC 

17.4 13.7 
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27 

(P = .09) 

39.0 

13.6 

21.3 

12.2 

(P = .02) 

 Significantly greater mean increases 

in fasting lipids in RAL arm  

 



Viral load <50 copies/mL  
at  week 48 (ITTe), baseline VL  

> 100.000 copies/mL 

87.2% 

77.9% 
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Icona: prevalence of different non-ADS related 
comorbidities according to age in ART-treated 
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ICONA Foundation. Internal data 



The following co-morbidities were analysed: Hypertension, Type 2 Diabetes, Cardiovascular Disease 
and Osteoporosis. 
Pp prevalence was higher in cases than controls in all age strata (all p-values <0.001). Pp prevalence 
seen cases aged 41-50 was similar to that observed among controls aged >60 controls (p=0.282). 

Prevalence of Poly-pathology is More Common in HIV Infected Patients 
than in HIV Negative Controls in Any Age Strata 

Guaraldi G. et al. CID 2011   
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Boyle A et al. Why do patients switch therapy? 18th Annual Conference BHIVA, April 2012 

Chelsea and Westminster Cohort 

Time to toxicity switch not neccesarily 

short 

Time to toxicity switch 

 



ATLAS: ATV/r + 3TC in Suppressed Patients 

• Single-arm, Pilot Simplification Study (N=40) 

• Inclusion criteria: 

– Patients on ATV/r + 2 NRTIs >3 months (97.5% on TDF) 

– HIV-RNA <50 copies/mL >3 months 

– CD4 >200 cells/mm3 >6 months 

• Exclusion criteria: 

– History consistent with possible resistance to 3TC or atazanavir 

– Proton pump inhibitor use 

– HBsAg positive 

 

 

 Baseline Characteristics 

Age (median, years) 45 

Male sex 57.5% 

Injecting drug users 22.5% 

HCV co-infection 20% 

Time (median, years) from starting last cART regimen 2.6 

CD4 cells count (median, cells/mm3) 598 

De Luca A, et al. 18th IAC; Vienna, July 18-23, 2010; Abst. THLBB207. 





Lambert-Niclot S et al. JID 2011;204:1211-16. 

Risk factors for HIV RNA > 50 copies/ml at week 96  
MONOI study: Patients randomized in the monotherapy arm 

Univariate analysis 
OR (95%CI), p value 

 

Multivariate analysis 
OR (95%CI), p value 

 

Difficulty in adherence  
(<100% vs 100%) 

2.36 (0.94 – 5.92) 
p= 0.07 

3.84 (1.29 – 12.49) 
p= 0.02 

Duration of prior HAART 
(per 5 years decrease) 

2.38 (1.30 – 4.38) 
p= 0.003 

2.93 (1.43 – 6.66) 
p= 0.006 

Baseline US HIV-1 RNA 
(< 1 copy/mL vs others) 

0.41 (0.16 – 1.05) 
p= 0.06 

HIV-1 DNA at D0 
(per 1 Log copy/106 cells increase) 

2.45 (1.07 – 5.61) 
p= 0.03 

2.66 (1.11 – 7.48) 
p= 0.04 

HIV-1 RNA at D0 
(blips vs < 50 copies/mL) 

4.05 (0.76 – 21.5) 
p= 0.11 

Odds ratio (95% confidence intervals) for treatment failure 





Proportion of patients with VL < 50 c/ml at all visits between  D0 and W96 

Proportion of patients with VL < 50 c/ml 
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Valantin MA, J Antimicrob Chemother 2012 



Do patients with suppressed viral 
load need less drug? 



*All patients received TDF/FTC FDC 
† Non-completer equals failure (NC=F) approach treats all discontinuations as failures 

QDMRK 
% of Patients with HIV RNA < 50 copies/mL (NC=F†) 

BID 

88.9% 

QD 

83.2% 

Δ (QD-BID) [95% CI] = -5.7 [-10.7, -0.83] 

382 382 377 381 379 380 381 382 

388 388 386 387 386 387 386 386 

RAL 800 mg QD 

RAL 400 mg BID 
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Number of Contributing Patients 



QDMRK 
Time to Loss of Virologic Response (TLOVR) 

TLOVR (OF) 

Patients With BL vRNA >100,000 cp/mL 

TLOVR (OF) 

Patients With BL vRNA <=100,000 cp/mL 

HR 0.489 (0.276, 0.867) 

P-value 0.0145 

HR 0.572 (0.250,1.308) 

p-value 0.1856 
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Number of Patients at Risk 

152 138 137 135 132 122 88 39 23 10 
152 126 126 125 122 112 79 31 17 5 RAL 800 mg QD 

 RAL 400 mg BID 
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Number of Patients at Risk 

236 231 230 229 226 212 147 71 32 15 
230 224 219 216 215 199 144 65 34 13 RAL 800 mg QD 

 RAL 400 mg BID. 
  

  



……… and the future? 



clinicaloptions.com/hiv 

HIV/AIDS Update From Boston 2014 

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 



clinicaloptions.com/hiv 

HIV/AIDS Update From Boston 2014 

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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Conclusions 

Induction maintenance therapy could be prescribed in order to 

decrease the number of drugs, but not all strategies have obtained 

good results. 

 

Clinical cure is a not so easy to be achieved 

 

Treating with more drugs as an induction does not seems to work as 

a general strategy 

 

Decreasing the number of drugs after starting with 3 is possible in 

selected populations, but carefully. 
 

 


