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Caso clinico(1) 

In data 29.10.15 
•  Donna in gravidanza 19a  sett 
• Sifilide latente (VDRL: neg TPHA: pos), test HIV negativo 
• Viene richiesta  al partner sierologia per sifilide e test HIV 

 
• Partner D.M. 45 aa 
• 2006 ricovero per Epatite B acuta (test HIV 

negativo) 
• Frequenti episodi di herpes genitale, herpes 

zoster, leucopenia, numerose visite mediche 
MAI RICHIESTO TEST HIV 

In data 04.11.2015 test HIV: positivo 
In data 12.11.2015    HIV-RNA:1.133.504 cp  
CD4: 392/mmc        HLAB 570: assente  



Quadro genotipico di wild type. 
Presenza di una mutazione polimorfa 
E138A 
Potenzialmente associabile ad un 
aumentato rischio di resistenza a NNRTI , 
soprattutto di II generazione  



The presence of transmitted drug resistance detected by standard 

resistance testing correlates with a shorter time 

 to first virologic failure 

Weighted Cox proportional hazard models including baseline NNRTI resistance showed a 
significantly increased risk of virologic failure for subjects with NNRTI-resistant virus at 
baseline compared with those without (intent-to-treat: HR, 2.27 [95% CI, 1.15–4.49]; P  
.018) (as-treated: HR, 2.61 [95% CI, 1.30 –5.20]; P  .007) 

Kuritzkes et al ● JID 2008:197 



Public health importance of individuals 
with high viral load 

• Increased HIV infectiousness 

• Faster progression to AIDS 

• Single, high viral load 
• Can be used as an indicator 

• Sustained high viral load reflect 
• Lack of adherence to ART 

• Sporadic access to care and treatment 

• Infection with ART-resistant strain 

• In care but not on ART 

• Terminal stage of HIV infection 

 

 









Readiness for Therapy: A 
Key Decision Point 
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‡ 
Registrational Treatment-Naive Clinical Trials: Historical Data*  

HIV RNA <50 c/mL at Week 48 
*This slide depicts data from multiple studies published from 2004-2014. Not all regimens have been compared head-to-head in a clinical trial  

Proportion with HIV-1 RNA <50 copies/mL at Week 48, % 
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Which Patient for TDF/FTC/EVG/COBI? 

Considerations in Favor  
• Coformulated/1 pill dally 

• Once-daily INSTI regimen 

• Noninferior to EFV and 
ATV/RTV across HIV-1 RNA, 
CD4+ strata[1,2] 

• Fewer CNS AEs than EFV[1] 

Considerations Against 
• Includes pharmacologic 

booster 

• High risk of resistance at VF[1-4] 

• Cross resistance with RAL[5] 

• Drug–drug interactions[6]  

• Concerns about monitoring 
renal function with COBI[6] 

1. Zolopa A, et al. J Acquir Immune Defic Syndr. 2013;63:96-100. 2. Rockstroh J, et al. J Acquir Immune Defic Syndr. 
2013;62:483-486. 3. Sax PE, et al. Lancet. 2012;379:2439-2448. 4. DeJesus E, et al. Lancet. 2012;379:2429-2438. 5. DeJesus E, 
et al. IAS 2007. Abstract TUPEB032. 6. TDF/FTC/EVG/COBI [package insert].  
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Caso Clinico (1) 

Inizia terapia con STRIBILD 



A viremia decline of <1log at week 4 is significantly 

associated with increased risk of virological failure 

Grant et al., CROI 2011 
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Study Design 

Randomized, double-blind, double dummy, active-controlled study 

STB QD 

ATV + RTV + TVD placebos QD 

ATV + RTV + TVD QD 

STB placebo QD 

GS-1021,3,5 

GS-1032,4,6 

n=353 

n=355 

STB QD 

ATR placebo QHS 

ATR QHS 

STB placebo QD 

n=348 

n=352 

Stratification by  

 HIV RNA (> or ≤100,000 c/mL)  

ART-naïve subjects 

HIV RNA ≥5,000 c/mL 

No CD4 restrictions 

eGFR ≥70mL/min 

‡ 

STB = Stribild® =  EVG/COBI/TVD; ATR = Atripla® = EFV/TVD; TVD = Truvada® = FTC/TDF  

1. Sax P, et al. Lancet 2012; 379:2439-48 

2. DeJesus E, et al. Lancet 2012; 379: 2429-38 

3. Zolopa A, et al. JAIDS.2013; 63:96-100    

4. Rockstroh JK, et al. JAIDS 2013; 62:484-486 

5. Wohl D, et al. JAIDS 2014; 65 (3):e119-121 

6. Clumeck N, et al. JAIDS 2014; 65 (3):e121-124 

Primary Endpoint:  Non-inferiority (12% margin) of STB to comparator arm by FDA snapshot 

analysis HIV-1 RNA <50 copies/mL at 481,2 weeks 

Secondary Endpoints:  Efficacy, safety, and tolerability observed through Week 963,4 and 1445,6 

Study 102 and 103 (STB vs. ATR and ATV+RTV+TVD) 
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Virologic Outcomes 

Virologic Success Virologic Failure No data 
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STB (n=348) 

ATR (n=352) 

Virologic success (HIV-1 RNA <50 copies/mL) as defined by FDA Snapshot algorithm 

95% CI for Difference 

Favors STB 

W48 

0  -12%  

-1.6% 8.8% 

3.6% 

W96 
-2.9% 8.3% 

2.7% 

12%  

W144 

Favors ATR 

-1.3% 11.1% 

4.9% 

Study 102 (STB vs. ATR) – Week 144 ‡ 

W144 
4.9% 

11.1% -1.3% 

Wohl D, et al. JAIDS 2014; 65 (3):e119-121 

95% CI for Difference 



‡ 
Efficacy By Backbone And In High Viral Load Patients At 
Week 48  

 

Baseline Characteristics 

SPRING-21 SINGLE2 FLAMINGO3 Study 1024 Study 1035 

2 NRTI +  

DTG 50 mg 

QD 

2 NRTI +  

+ DTG 50 mg 

QD 

2 NRTI +  

+ DTG 50 mg 

QD 

EVG/COBI/ 

FTC/TDF 

STR 

EVG/COBI/ 

FTC/TDF 

STR 

Number of patients 411 414 242 348 353 

% VL >100,000 copies/mL 28% 32% 25% 34% 42% 

VL> 100,000 copies/mL and 

on TDF/FTC, N 

77 N/A 48 118 150 

VL> 100,000 copies/mL and 

on ABC/3TC, N 

37  134 13 N/A N/A 

1. Raffi F, et al. Lancet Infect Dis 2013;381: 735–43  

2. Walmsley S, et al NEJM 2013 369: 1087-1818 

3. Clotet, B.,et al. Lancet 2014; 383:2222-31 

  

4. Sax P, et al. Lancet 2012; 379:2439-48 

5. DeJesus E, et al. Lancet 2012; 379: 2429-38 

  

This slide reflects  data from multiple clinical trials: the regimens  have  not been compared head-to-head in a clinical trial.   
No assertions on  comparative clinical efficacy are made or inferred.  

• ARV naïve patients with VL >100,000 copies/mL on ABC/3TC + DTG on the DTG label   
• SPRING-2, n=37; SINGLE: n = 134; FLAMINGO: n=13 total n=184 
 

• ARV naïve patients with VL > 100K copies/mL on TDF/FTC on the STRIBILD label 
• Study 102; n=118; study 103; n=150: total n=268 

 
 
 



‡ 
Efficacy By Backbone And In High Viral Load Patients At 
Week 48  

 

Outcomes 

SPRING-21 SINGLE2 FLAMINGO3 Study 1024 Study 1035 

2 NRTI +  

DTG 50 mg 

QD 

2 NRTI +  

+ DTG 50 mg 

QD 

2 NRTI +  

+ DTG 50 mg 

QD 

EVG/COBI/ 

FTC/TDF 

STR 

EVG/COBI/ 

FTC/TDF 

STR 

VS (%<50 copies/mL)  

In patients with VL> 100,000 

copies/mL on TDF/FTC 

backbone (n/N) 

 81%  

(62/77) 

N/A  94%  

(45/48) 

 84%  

(99/118) 

 85% 

(128/150) 

VS (%<50 copies/mL) 

In patients with VL> 100,000 

copies/mL on ABC/3TC 

backbone (n/N) 

 73%  

(27/37) 

83% 

(111/134) 

 92% 

(12/13) 

N/A N/A 

1. Raffi F, et al. Lancet Infect Dis 2013;381: 735–43  

2. Walmsley S, et al NEJM 2013 369: 1087-1818 

3. Clotet, B.,et al. Lancet 2014; 383:2222-31 

  

4. Sax P, et al. Lancet 2012; 379:2439-48 

5. DeJesus E, et al. Lancet 2012; 379: 2429-38 

  

This slide reflects  data from multiple clinical trials: the regimens  have  not been compared head-to-head in a clinical trial.   
No assertions on  comparative clinical efficacy are made or inferred.  



Study Design 

 Key eligibility criteria 

̶ HIV-1 RNA ≥500 copies/mL 

̶ Estimated glomerular filtration rate (eGFR) ≥70 mL/min 

̶ No history of ART 

̶ Sensitivity to FTC, TDF, and ATV 

 Primary endpoint: proportion of patients with HIV-1 RNA <50 copies/mL at Week 48 
(Food and Drug Administration [FDA] snapshot analysis) 

 Stratification 

̶ HIV-1 RNA (≤100,000, >100,000‒≤400,000, or >400,000 copies/mL) 

̶ Race (black or nonblack) 

20 

Methods 

*Study ongoing. 

Squires K, et al. IAS 2015, #MOLBPE08 



Efficacy by Baseline HIV-1 RNA Levels and CD4 Count 

Squires K, et al. IAS 2015, #MOLBPE08 21 

Results 





Caso Clinico (2) 

• Donna colombiana 37 aa 

• Gravida U.M.03.05.2014 

• Test HIV 30.12.2014 (35a sett.) POSITIVO 

• In data 10.01.2015  (36a sett.+3)  

 HIV-RNA: 168.302 cp/ml CD4:255/mmc 
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In data 13.01.2015 (37a sett.) inizia 
Truvada, Reyataz, Norvir, Isentress  

HAART T.C. 03.02 2015 
Profilassi neonatale: Retrovir+Epivir+ Viramune 
HIV-DNA Bimbo: Negativo 
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