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Tenofovir alafenamide (TAF): novel prodrug of tenofovir 

  † T1/2 based on in vitro plasma data. 
 
1. Lee W et al. Antimicr Agents Chemo 2005;49(5):1898‒1906; 2. Birkus G et al. Antimicr Agents Chemo 2007;51(2):543‒550; 3. Babusis D et al. Mol Pharm 2013;10(2):459‒66;  
4. Ruane P et al. J Acquir Immune Defic Syndr 2013; 63:449‒5; 5. Sax P et al. JAIDS 2014;67(1):52‒8; 6. Sax P, et al. Lancet 2015 Apr 15 [Epub ahead of print] 
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 TAF is more stable in plasma compared with TDF1   

 Intact TAF transits directly into target cells where it is intracellularly activated to tenofovir 
disphosphate (TFV-DP)1–3 

 TAF at an equivalent dose of 25 mg (10 mg in boosted regimens) has 91% lower circulating 
plasma TFV levels compared to TDF 300 mg4–6  
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E/C/F/TAF 
nei pazienti naive 
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Two Phase III, international, randomised, double-blind, active-controlled studies 

Primary endpoint**   
 Non-inferiority (12% margin) of E/C/F/TAF to E/C/F/TDF based on HIV-1 RNA <50 copies/mL^  

 at Week 48 by FDA Snapshot analysis*   

ClinicalTrials.gov identifier: NCT01780506 and NCT01797445.  

Treatment Naïve Patients 
Study 102 and 103 

Secondary endpoints 

 
Tx-naive adults 

HIV-1 RNA ≥1,000 c/mL 
eGFR ≥50 mL/min 

 

Primary endpoint 

Week 48 Week 96 

Stratification by  
• HIV-1 RNA ≤ />100,000 c/mL 
• CD4 cell count 
• Geographic region 

1:1 

Week 144 

E/C/F/TAF QD  

E/C/F/TAF placebo QD  

E/C/F/TDF placebo QD  

E/C/F/TDF QD (E/C/F/TDF, STB) 

N=866 

N=867 

*Combined efficacy analysis was pre-specified. **SCr, proteinuria, hip and spine BMD were pre-specified Week 48 safety endpoints. ̂ Taqman 2.0 assay 
Study 104 (North America, EU, Asia) and Study 111 (North America, EU, Latin America). 

1. Sax P et al. Lancet. 2015 Jun 27;385(9987):2606‒15; 2. Sax P et al. CROI 2015. Seattle, WA. #143LB 
 

E/C/F/TAF: elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide 
E/C/F/TDF: elvitegravir/cobicistat/emtricitabine/tenofovir DF   

Studies 104 and 111: ART-naive patients, Week 48 combined analysis 

Study design 
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CD4 cell count 

E/C/F/TAF (n=866) E/C/F/TDF (n=867) 

86 

93 
89 91 

96 
112 

104 
117 

703 
753 

680 
750 

<200 ≥200 

CD4 (cells/μL) 

94 
87 

91 89 

610 
672 

171 
196 

174 
195 

629 
670 

≤100,000 >100,000 

HIV-1 RNA (c/mL) 

  Viral load 

V
ir

o
lo

gi
ca

l s
u

cc
es

s,
 %

 

92 
90 

0 

20 

40 

60 

80 

100 

800 
866 

784 
867 

Overall 

High rates of virological success across low and high BL VL and CD4 cell count 

Studies 104 and 111: ART-naive patients, Week 48 combined analysis 

Efficacy by baseline HIV-1 RNA and CD4 cell count 

Sax P et al. Lancet. 2015 Jun 27;385(9987):2606‒15 
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Significantly less decreases in spine and hip BMD in the E/C/F/TAF group at Week 48   

BMD = bone mineral density 

E/C/F/TAF   n=845 

E/C/F/TDF   n=850 
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*Comparison of E/C/F/TAF vs E/C/F/TDF at Week 
48 

Sax P et al. Lancet. 2015 Jun 27;385(9987):2606‒15   

Studies 104 and 111: ART-naive patients, Week 48 combined analysis 

Changes in spine and hip BMD through Week 48 
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BMD = bone mineral density 

Adapted from Sax P et al. Lancet. 2015 Jun 27;385(9987):2606‒15    

Studies 104 and 111: ART-naive patients, Week 48 combined analysis 

BMD categorical changes at Week 48 
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Less GFR decrease with E/C/F/TAF compared to E/C/F/TDF (p<0.001) 
  

Pattern of early decline (2 weeks) then stable eGFR is consistent  
with cobicistat inhibition of tubular secretion of creatinine 

Sax P et al. Lancet. 2015 Jun 27;385(9987):2606‒15    

Studies 104 and 111: ART-naive patients, Week 48 combined analysis 

Changes in eGFR (Cockcroft-Gault) through Week 48 
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E/C/F/TAF  
in semplificazione 
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E/C/F/TAF nei pazienti 
virologicamente soppressi con 
alterazione della funzionalità 

renale 
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 Phase III, 96-week, multi-centred, single-arm, open label study 

Primary endpoint   
 Change from baseline in glomerular filtration rate*† at Week 24 

 
Secondary endpoints 
 Efficacy, safety, and tolerability observed through Weeks 48 and 96  
 Proportion of subjects with HIV-1 RNA <50 c/mL by FDA Snapshot analysis 

ClinicalTrials.gov identifier: NCT01818596   

Treatment Naïve Patients 
Study 102 and 103 

Secondary endpoints 

 
HIV-suppressed adults 

Renal impairment  
eGFR 30–69 mL/min    

 

Primary endpoint 

Week 24 Week 48 Key inclusion criteria 
• CD4 ≥50 cells/µL 
• No HCV or HBV infection 
• HIV-1 RNA <50 c/mL for ≥6 months  
 

N=242 
E/C/F/TAF OD 

*eGFR was measured using the Cockcroft-Gault formula (eGFRCG) in all patients 
†aGFR was measured at three timepoints (baseline, Week 2, 4 or 8 and Week 24) in a subset of patients 

Week 96 

Pozniak A et al. CROI 2015. Seattle, WA. #795      

Study 112: Suppressed adults with renal impairment switched to E/C/F/TAF 

Study design 
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*Seven subjects discontinued through Week 48 due to adverse events, seven discontinued due to 
administrative reasons, and three had missing virological data but were on study drugs 

E/C/F/TAF (n=242) 

E/C/F/TAF maintained high rate of virological suppression at Week 48 

(222/242) (17/242) (3/242) 

Virological suppression defined as HIV-RNA <50 copies/mL 

Study 112: Suppressed adults with renal impairment switched to E/C/F/TAF 

Virological outcomes (HIV-1 RNA <50 c/mL) at Week 48 

Pozniak A et al. CROI 2015. Seattle, WA. #795      
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Total and sub-group analysis by pre-switch ARV regimen (TDF vs. Non-TDF)  

Change in spine and hip BMD through Week 48 

*p<0.05 by two-sided Wilcoxon signed-rank test (Wk 48 vs. Baseline)  

Spine Hip 

Progressive increases in spine and hip BMD through Week 48 

Gupta S et al. IAS 2015, Vancouver, Canada. Oral # TUAB0103 

BMD=bone mineral density 
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Sub-group analysis by pre-switch ARV regimen (TDF vs. Non-TDF) 
  

Clinically significant proteinuria: baseline to Week 48 
P
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ts
 (%
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*Total and TDF changes statistically significant (Week 48 vs. baseline)  

UPCR = Urine Protein:Creatinine Ratio 

BL = Baseline 

Significant improvements in clinically significant proteinuria following 
switch to E/C/F/TAF from a TDF-based regimen 
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Gupta S et al. IAS 2015, Vancouver, Canada. Oral # TUAB0103 
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Sub-group analysis by pre-switch ARV regimen (TDF vs. Non-TDF) 
  

Clinically significant albuminuria: baseline to Week 48 
P
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*Total and TDF changes statistically significant (Week 48 vs. Baseline).  

UACR = Urine Albumin:Creatinine Ratio 

BL = Baseline 

Significant improvements in clinically significant albuminuria following 
switch to E/C/F/TAF from a TDF-based regimen 
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REZOLSTA  (Prezista/Cobicista)  
e 

 EVOTAZ (Reyataz/Cobicistat) 
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 ritonavir prolunga l’emivita terminale plasmatica dei PI co somministrati  e 
ne aumenta la concentrazione di valle (C trough), consentendo ai PI di 
essere assunti BID o QD 

 

 tuttavia il ritonavir, si associa ad un aumentato rischio di iperlipidemia con 
aumento nel lungo termine del rischio cardiovascolare  

 

  i disturbi gastrointestinali come diarrea o nausea sono piuttosto comuni 

 

  le DDI sono numerose a causa dell'effetto di RTV sul sistema CYP450 - sia di 
inibizione che di induzione   

 

 

 

 

Ritonavir: vantaggi e svantaggi 
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• un'alternativa al ritonavir per  intolleranza, per l'opportunità di 
regimi STR e FDC  (tenofovir / emtricitabina, cobicistat e 
elvitegravir, atazanavir o darunavir) 

 

• un'inibizione più specifica del citocromo P450 3A (CYP3A) 
rispetto a ritonavir 

 

• non ha attività antivirale contro l'HIV 

  

• ha un profilo diverso di interazione tra farmaci 

Cobicistat : vantaggi e svantaggi  
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• Cobicistat riduce la clearance stimata della creatinina 
(eGFR) a causa dell’inibizione della secrezione. 

• La Creatinina viene rimossa dal sangue principalmente dai 
reni per filtrazione glomerulare, ma anche per secrezione 
tubulare prossimale.  

 

• Il riassorbimento tubulare di creatinina è davvero poco 
rilevante se non nullo 

 

 

• L’eGFR  (tasso presunto di filtrazione glomerulare) viene 
calcolato con la concentrazione di creatinina sierica e 
alcune o tutte le seguenti variabili: sesso, età, peso e razza 
anche senza una raccolta urine delle 24 ore 

 

 

• Quindi la clearance della creatinina è sovrastimata a causa 
dell’apporto ‘extra’ della secrezione tubulare 

 

Cobicistat e funzionalità renale 



ATV + COBI and DRV + COBI Clinical Overview 

ATV + COBI1 DRV + COBI2 
Indication EVOTAZ EU SmPC: 

EVOTAZ is indicated in combination with other antiretroviral 

medicinal products for the treatment of HIV-1 infected adults 

without known mutations associated with resistance to 

atazanavir 

REZOLSTA  EU SmPC: 

REZOLSTA, is indicated in combination with other 

antiretroviral medicinal products for the treatment of  HIV-

1 infection in adults aged 18 years or older.  

Genotypic testing should guide the use of REZOLSTA  

Posology The recommended dose of EVOTAZ is one tablet once daily 

taken orally with food  

ART-naïve patients  

The recommended dose regimen is one film-coated 

tablet of REZOLSTA once daily taken with food. 

 

ART-experienced patients  

One film-coated tablet of REZOLSTA once daily taken 

with food may be used in patients with prior exposure to 

antiretroviral medicinal products but without darunavir 

resistance associated mutations (DRV-RAMs)* and who 

have plasma HIV-1 RNA < 100,000 copies/ml and CD4+ 

cell count ≥ 100 cells x 106 /l (see section 4.1). 

DRV-RAMs: V11I, V32I, L33F, I47V, I50V, I54M, I54L, 

T74P, L76V, I84V, L89V.  

 

In all other ART-experienced patients or if HIV-1 

genotype testing is not available, the use of REZOLSTA 

is not appropriate and another antiretroviral regimen 

should be used. 

Special warnings Regular assessment of virological response is advised. In the 

setting of lack or loss of virological response, resistance 

testing should be performed. 
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REZOLSTA =  DRV/cobi 

Invece di: 
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Con CIBO 

A DIGIUNO 
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Studio105: disegno dello studio 

Elion R, et al; GS-US-216-0105 Study Team. Phase 2 study of cobicistat versus ritonavir each with once-daily atazanavir and fixed-dose emtricitabine/tenofovir df in 
the initial treatment of HIV infection. AIDS. 2011 Sep 24;25(15):1881-6. 
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Studio105: Secondary endpoint  HIV RNA<50cp/ml a 48 
settimane 
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Elion R, et al; GS-US-216-0105 Study Team. Phase 2 study of cobicistat versus ritonavir each with once-daily atazanavir and fixed-dose emtricitabine/tenofovir df in 
the initial treatment of HIV infection. AIDS. 2011 Sep 24;25(15):1881-6. 
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Nuova  formulazione di 
raltegravir 
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Cahn P et al. AIDS 2016 Abs FRAB0103LB 
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Cahn P et al. AIDS 2016 Abs FRAB0103LB 
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Vecchie molecole nuove 
combinazioni 
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Simplification to Atazanavir/ritonavir + 
Lamivudine versus maintaining 

atazanavir/ritonavir + 2NRTIs in virologically 
suppressed HIV-infected patients: 96-weeks 

data of the ATLAS-M Trial 
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• Objective: to show 48-weeks non-
inferior efficacy (margin of -12%) of 
switch to ATV/r+3TC vs maintaining 
ATV/r+2NRTIs. 

• Design: phase IV, multicenter, open-
label, RCT. 

• Inclusion criteria: HIV+ on 
ATV/r+2NRTIs >3 months, HIV-RNA <50 
cps/mL and CD4 >200 cells/µL >6 
months. 

• Exclusion criteria: previous virological 
failure, ATV or 3TC resistance, previous 
mono/dual ART, HBsAg+, pregnancy, 
PPI. 

• Primary endpoint: proportion of 
patients free from treatment failure at 
48 weeks at ITT (switch=failure) 
analysis.  

• Secondary endpoint: proportion of 
patients free of treatment failure at 96 
weeks (ITT analysis, switch = failure) 

 

Wk 48  
primary 

endpoint 
 

Wk 96  
secondary 
endpoint 

 

Di Giambenedetto S; ICAR 2016, 6-8 giugno, Milano (Italia) 
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Favors TT Favors DT 

-12%         +12% 

1.2% 

0  

23.2% 

Treatment Difference (95% CI) 

Patients free of treatment failure (ITT S=F) 

96 weeks free of TF:  

DT 77.8% (95% CI 70.5-85.1)  

TT 65.6% (95% CI 57.4-73.8)  

 

12.2% 

Di Giambenedetto S; ICAR 2016, 6-8 giugno, Milano (Italia) 
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Di Giambenedetto S; ICAR 2016, 6-8 giugno, Milano (Italia) 
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Evolution of renal function 

Di Giambenedetto S; ICAR 2016, 6-8 giugno, Milano (Italia) 
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We also analyzed body mass 

changes in distribution but we 
did not detected any differences 
within and between arms at 96 
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n=73 
DT arm: 41 
TT arm: 32 

Di Giambenedetto S; ICAR 2016, 6-8 giugno, Milano (Italia) 
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NEUROCOGNITIVE SUB-STUDY 
 (WEEK 96) 
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PREVALENCE OF HAND 
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Mono and Dual Antiretroviral Suppressive Strategies: Real Life Experience in Three 
Hospitals in Paris  

(COREVIH Ile-de-France-Centre) 

Objectives To evaluate the profile of suppressive antiretroviral  strategies of ART used in 2014 in 3 
hospitals of COREVIH Ile-de-France-Centre. 

Inclusion Criteria All HIV-infected patients with a suppressed HIV-1 plasma viral load (pVL< 50 
copies/ml) in 2014 entered this observational aiming at describing the strategies that include ARV 
mono-therapies or dual-therapies. 

 

15th European AIDS Conference,2015. 
Valantin et al Poster PE 8/80 
   

Monotherapy 
n=343 (4%) 

Dual therapy  
n=832 (9%) 

Triple therapy  
n=7559 (83%) 

Male / female 251 (73%) / 92 (27%) 570 (68%) / 262 (32%) 5420 (72%)/2139 (28%) 

Age (median) [IQR] 51 [45-57]* 52 [46-59]* 48[40-54] 

CD4/mm3 (median) [IQR] 642 [488-843] 621 [458-844] 627 [470-826] 

CD4 nadir (median) [IQR] 231 [147-319] 199 [88-309] 237 [124-353] 

Previous AIDS-defining 
events 

62 (18%) 215 (26%)* 1503 (20%) 



Mono and Dual Antiretroviral Suppressive Strategies: Real Life Experience in Three 
Hospitals in Paris  

(COREVIH Ile-de-France-Centre) 

15th European AIDS Conference, Barcelona 2015. 

Adapted from Valantin et al Poster PE 8/80 
   

Monotherapy 
n=343 (4%) 

Dual therapy  
n=832 (9%) 

Triple therapy  
n=7559 (83%) 

ARV strategies DRV/r 213 (63%) 
LPV/r 79 (23%) 
DTG 29 (8%) 
ATV/r 17 (5%) 
FPV/r 3 (1%) 

NNRTI+INI 237 (29%) 
INI+IP/r 181 (22%) 
NNRTI+IP/r 101 (12%) 
NRTI+IP/r 93% (11%) 
2NRTI 91 (11%) 
Others 129 (15%) 

2NRTI+NNRTI 3342 (44%) 
2NRTI+IP/r 2040 (27%) 
2NRTI+INI 1411 (19%) 
2NRTI+ non boostedIP 313 (4%) 
NNRTI+INI+(IP/rouNRTIouC
CR5I) 174 (2%) 
Others 279 (4%) 

Duration of the current 
strategy (months)median 

32 [10-58] 18 [8-46] 26 [12-58] 

Duration of prior cART 
(years) median 

16 [10-18] 18 [10-20]* 10 [5-17] 

Initiation / switch 4 (1%) / 346 (99%) 8 (1%) / 821 (99%) 

Main reasons of the 
discontinuation of the 
previous line 

Toxicity 98 (30%) 
Simplification 161 (50%) 

Failure 21 (7%) 

Toxicity 349 (46%) 
Simplification 155 (20%) 
Failure  97 (13%) 

* p<0,001 mono or dual therapy vs triple therapy 
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• Katlama et al. :  studio retrospettivo che ha dimostrato che uno switch con 
duplice terapia a base di RAL 400  / ETR 200 BID era in grado di mantenere 
la soppressione virologica nei pazienti HIV-1, stabilmenti soppressi in 
HAART : all'analisi intent- to-treat , l'efficacia a 6 mesi di follow - up è stata 
del 94,4 % ( n = 17/18 , 95 % CI 74.2 , 99%) e il 83,3 % ( n = 15/18 , 95 % CI 
60.7 , 94,1 % ) a 12 mesi . Nell'analisi per protocol , l'efficacia a 12 mesi era 
100 % (n = 15/15 , 95 % CI 80.6 , 100 % ). Non è stata registrata alcuna 
interruzione del trattamento correlata alla tollerabilità 
 

• Monteiro et al.: studio prospettico di coorte, in cui 25 pazienti con 
soppressione virologica, con problemi di tollerabilità, problemi di sicurezza 
a causa di comorbidità o rischio di interazioni farmacologiche provenienti 
da  regimi a base di PI e NRTI, venivano sostituiti a RAL 400 / ETR 200  BID: 
a 48 settimane l’efficacia virologica era pari all’ 84% (95% IC 65,3% -
93,6%), mediante analisi intent-to-treat ed al 91,3% (95% IC 73,2% -97,6%) 
nell’analisi  per-protocol; inoltre è stato registrano un miglioramento dei 
parametri lipidici, un riduzione del LTCD8 ed un aumento del rapporto 
CD4/CD8. 

Raltegravir/Etravirina 
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Triumeq: quali vantaggi 
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Greig S, Drugs 2015 
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SINGLE  STUDY 



001/IHQ/14-12//1224x October 2015 

‡ 

Greig S, Drug 2015 
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SINGLE : resistance a 144 weeks 
 
–3  
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• Key eligibility criteria: women, ART-naive, HLA-B*5701 negative, HIV-1 RNA >500 c/mL, hepatitis B negative 

• Stratification: by HIV-1 RNA (≤ or >100,000 copies/mL), CD4+ count (≤ or >350 cells/mm3) 

• Women who became pregnant were withdrawn and, if possible, offered entry into a DTG/ABC/3TC 
pregnancy study 

• Primary endpoint: proportion with HIV-1 RNA <50 c/mL at Week 48 using the FDA snapshot algorithm (-12% 
non-inferiority margin) 

 

 

 

ARIAL : study design 

Week 48 
primary analysis  

Randomization 

ART, antiretroviral therapy; FDA, US Food and Drug Administration; FDC, fixed-dose combination; HLA, human 
leukocyte antigen. 

Open-label randomised non-inferiority phase 3b study  

DTG/ABC/3TC FDC 
Open-label,  

randomized  

1:1 
ATV/r +TDF/FTC FDC 

DTG/ABC/3TC FDC  

Continuation phase 

 

Orrell et al. AIDS 2016; Durban, South Africa. Slides THAB0205LB. 
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Randomization Strata at Week 48: ITT-E 

ATV regimen  
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DTG/ABC/3TC (n) ATV/r+TDF/FTC (n) 

HIV-1 RNA c/mL CD4+ count cells/mm3 

ITT-E, intent-to-treat exposed. 

248 247 179 181 69 66 130 123 118 124 

Orrell et al. AIDS 2016; Durban, South Africa. Slides THAB0205LB. 
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• The resistance analysis was performed on subjects meeting confirmed virologic 
withdrawal (confirmed ≥400 c/mL on or after Week 24) 

 

 

 

 

 

 

 

 

 

 

 

• No subject receiving DTG/ABC/3TC developed INSTI or ABC/3TC resistance-
associated mutations 

 

Treatment Emergent Mutations in Patients 
with Confirmed Virologic Withdrawal 

INSTI, integrase strand transfer inhibitor; NRTI, nucleoside reverse transcriptase inhibitor; PI, protease inhibitor.  

Resistance Analysis 
DTG/ABC/3TC 

(n=6) 
ATV/r +TDF/FTC 

(n=4) 

INSTI 0 0 

NRTI  0* 1 

M184V  0  1 

PI 0 0 

*Two subjects receiving DTG/ABC/3TC had either K219K/Q (TAM) or E138E/G at CVW 
with no reduced susceptibility to DTG/ABC/3TC. K219K/Q is not selected for by ABC or 
3TC nor does it affect their fold change  

Orrell et al. AIDS 2016; Durban, South Africa. Slides THAB0205LB. 
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Event 

DTG/ABC/3TC 
FDC 

N=248 
n (%) 

ATV/r+ 
TDF/FTC FDC 

N=247 
n (%) 

Any event 35 (14) 35 (14) 

Insomnia 10 (4) 9 (4) 

Anxiety 5 (2) 7(3) 

Depression 5 (2) 7 (3) 

Suicidal ideation 4 (2) 3 (1) 

Depressed mood 3 (1) 4 (2) 

Abnormal dreams 2 (<1) 0 

Panic attack 2 (<1) 2 (<1) 

Agitation 1 (<1) 0 

Bipolar disorder 1 (<1) 0 

Elevated mood 1 (<1) 0 

Mood altered 1 (<1) 2 (<1) 

Mood swings 1 (<1) 0 

Nightmare 1 (<1) 2 (<1) 

Sleep disorder 1 (<1) 2 (<1) 

Summary of Psychiatric AEs 

Event 

DTG/ABC/3TC 
 FDC 

N=248 
n (%) 

ATV/r+ 
TDF/FTC FDC 

N=247 
n (%) 

Acute psychosis 0 1 (<1) 

Affect lability 0 1 (<1) 

Anxiety disorder 0 1 (<1) 

Confusional state 0 1 (<1) 

Hallucination, visual 0 1 (<1) 

Intentional self-injury 0 1 (<1) 

Irritability 0 1 (<1) 

Mania 0 1 (<1) 

Panic disorder 0 1 (<1) 

Stress 0 1 (<1) 

Orrell et al. AIDS 2016; Durban, South Africa. Slides THAB0205LB. 
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STRIVING 
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Mono- 

therapy 

Dual  

therapy 

Naive DTG+3TC 

Switch DTG DTG+3TC 

DTG+RPV 

Salvage DTG+RPV 

Dolutegravir senza backbone 

PI/r? TAF? 

DTG 2NRTIs 

Rationale: 

 

1. Antiviral potency 

2. No mutations at failure 

3. Good backbone protection 

NO randomized studies 
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PADDLE: Dolutegravir (50mg) + Lamivudine (300mg) 

dual  therapy in naive patients (week 48) 

Cahn P et al. AIDS Conference 2016; Abs FRAB0104LB.   

Open-label, single-arm, phase IV exploratory trial 

• ART naïve, adults >18 years  

• HIV-1 RNA > 5000 to 100,000 copies/mL at screening  

• CD4+ cell count ≥ 200 cells/mm3  

• HBsAg negative 

Inclusion criteria 

Virologic suppression in 18 of  20 (90%) patients at week 48 
 

• 1 patient virologic failure  (baseline HIV-1 RNA :  106,320 copies/mL). At week 36 HIV-1 RNA 99 copies/mL  

and discontinued study.  Patient resuppressed HIV-1 RNA by week 60 without change in ART. 

Genotypic resistance analysis: no mutations in reverse transcriptase (Protease and integrase regions did not amplify)  

 

• 1 patient stop (week 24 and 36) due to severe AE.  

 Patient victim of  suicide due to traumatic life event (not related to study medication)  

  Last HIV-1 RNA at Week 24 < 50 copies/ml 

 

 •Median CD4+ increase at week 48: 267 cells/mm³  

• 8 AEs possibly related to dolutegravir seen among 6 patients through week 48 (All AEs reported in first week) 

- baseline VL: 24,000 c/ml  

- baseline CD4: count 400 cells/mm3  

- (4 with baseline  vl > 105 ) 

Stopping rules! 

http://www.aids2016.org/
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Lanzafame M et al. JAIDS 2016;72:e12-4.  

Dolutegravir monotherapy in naive patients with 

HIV RNA <100,000 copies/mL. 

In patients refusing NRTIs….. 
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Dolutegravir-based DUAL therapy in highly 

experienced HIV-1-infected patients. 

Gabavou C et al. JAC 2016;71:2359-61 

Observational study : 31 patients with HIV RNA < 50 copies/ml (65%  previously failed, 

with 26% on RAL-based regimen) 

Dual regimen ( 5 pts with 50mg bid): 

• RPV:   11 

• ATV/r:  4 

• ATV:   8 

• MRV:   3 

• 3TC:   3 

• ABC:   1 

Baseline parameters: 

• median HIV diagnosis: 17 years  

• virologically suppressed: for 3.7 years 

• Nadir CD4: 199 cells/mm3 

• median CD4 count : 702 cells/mm3 

• CD4/CD8 ratio: 0.8 

• HIV DNA : 2.9 log /106 PBMC  

Pt HIV RNA at failure 

1 737 copies/ml    (at week 79) 

DTG resistance:  72I, 121Y, 147G 

Failing patient on DTG+MRV (non adherent) 

97 
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http://jac.oxfordjournals.org/content/current
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Reynes J, Meftah N  et Montes B. 15° AIDS Conference 2015. Abstract PE8/81. 

Dual therapy with DTG + 3TC maintains virologic  

suppression in HIV-infected HAART-treated patients:  

DOLULAM pilot study.  

27 French patients who were already on treatment and who had an undetectable 
viral load that was <50 copies/mL for at least a year changed ART to dolutegravir 
plus 3TC.  
 
HIV treatment history: 18 years.  
 
7 patients had already used another integrase inhibitor (raltegravir) and 8 had 
history of drug resistance to 3TC. 
 
Over 24 weeks, viral load remained less than 20 copies/mL in all participants, with 
one blip at 52 copies/mL.  
 
Tolerability was also good, although 2 patients changed back to their pre-switch 
combination because of fatigue with dolutegravir and 3TC 

http://www.eacs-conference2015.com/index.php?article_id=1
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Dolutegravir monotherapy in HIV-infected patients with  

suppressed viremia.  

Katlama C et al. JAC 2016; 71:2646-50 

 Observational study : 28 patients with  HIV RNA <50 copies/ml for at least 12 months 

(no history of  prior IIs failure). 

Baseline regimens: 

 

• 3-drug regimen:  10 

• dual regimen:  10 

• DRV/r mono:  8 

(12 exposed to IIs)  

Baseline parameters: 

median HIV diagnosis: 20 years  

on ART:  for 17 years  

virologically suppressed : for 79 months 

median CD4 count = 624 cells/ 

HIV RNA  

at failure (c/ml) 

II-resistance 

mutations 

DTG 

level 

1 291, w24 N155H 1459 

2 469, w13 L74I, E92Q  1927 

3 2,220, w24 E138K, G140A, Q148R 2173 

Failing patients (all with prior exposure to IIs) 
89 
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Switch to Dolutegravir 50mg + Rilpivirine 25mg 

in patients with multiple previous ART failures. 

Diaz A et al. AIDS Confer 2016, Abs TUPDB0106.   

NRTI NNRTI PI INSTI 

Previous exposure,* % 90 

Previous failure, % 68 

Primary resistance mutations, (%) 37 

Median number of  resistance 

mutations, n 
2.0 

Weeek 48 HIV RNA was < 50 c/ml in 92% (35/38) 

 

3 patients discontinued study by week 48:  

1. Gastrointestinal toxicity  

2. Drug–drug interaction with omeprazole 

3. Physician’s decision 
 

CD4 count was stable 

Stable renal function (by CKD-EPI eGFR, mL/min/1.73 m2) 
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http://www.aids2016.org/
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Triumeq: quali Svantaggi 
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 Song et al. J Clin Pharmacol 2015 

40% reduction in AUC 55% reduction in AUC 



001/IHQ/14-12//1224x October 2015 

‡ 

CABOTEGRAVIR:  
UNA POSSIBILITA' DI TERAPIA LONG-ACTING 
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Nat Medicine 2014 
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RALTEGRAVI

R 

ELVITEGRAVI

R 

DOLUTEGRAVI

R 

CABOTEGRAVI

R 
Karmon, SL. Drugs 2013 
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Factors affecting long-acting absorption 

• Sex (male and female) 
 
• Body mass index (BMI) 
 
• Body fat distribution 
 
• Muscle mass 
 
• Injection technique 
 
• Physical activity 
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Distribution to tissue of cabotegravir long-acting 

Spreen SL. JAIDS 2014 

• Protection has been demonstrated in rectal and vaginal 
SHIV challenge experiments, suggesting adequate drug 
concentration are achieved. 

 
• Penetration of cabotegravir long-acting to vaginal, cervical, 

and rectal tissue was assessed following a single dose in 
healthy adults. 

 
• The tissue-to-plasma ratios noted in humans were 

comparable with those observed in non-human primate 
models for PreP 
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• Phase IIb, randomized, multicenter, partially blind, dose-ranging study 

• Patients on 744 + NRTI: If week 20 VL <50 c/mL – simplify to 744/RPV at week 24 

• Following Week 96, subjects on the CAB arms transition into the Open-Label 

Phase. Subjects on the EFV arm are withdrawn from the study at Week 96. 

 

Week 96 DL 72 48 24 20 16 

Oral Maintenance Phase 

HIV ART-Naïve 

HIV-1 RNA >1000 

c/mL 

1:1:1:1 

Randomization 

Stratified by VL  

and NRTI 

Oral Induction Phase 

744 10 mg + RPV 25 mg 744 10 mg + 2 NRTIs* 

744 30 mg + RPV 25 mg 744 30 mg + 2 NRTIs 

744 60 mg + RPV 25 mg 744 60 mg + 2 NRTIs 

EFV 600 mg + 2 NRTIs 

Latte 96 week: cabotegravir and rilpvirine as two-drug oral 
maintenance therapy 

Margolis DA. Lancet Infect Dis 2015 
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Latte 96 week: virological results 

Margolis DA. Lancet Infect Dis 2015 

Proportion of patients with HIV-RNA concentration of less than 50 copies per ml by visit in the intention-to-treat-

exposed population 
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Margolis DA. Lancet Infect Dis 2015 
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‡ LATTE-2: Cabotegravir IM + Rilpivirine IM for Long-Acting 
Maintenance ART 

 Multicenter, open-label phase IIb study 

• Primary endpoints: HIV-1 RNA < 50 c/mL by FDA snapshot, 
PDVF, and safety at maintenance Wk 32 

ART-naive HIV-

infected pts 

with 

CD4+ cell 

count > 200 

cells/mm3 

(N = 309) 

Induction period 

Week 32   

Primary analysis  

Dosing regimen 

selection 

Day 1  

Randomization 

2:2:1  

Week 48  

Analysis  

Dosing regimen 

confirmation 

Week 96b  

CAB loading dose at Day 1  

CAB loading doses at Day 1 and Week 4  

CAB 30 mg + 

ABC/3TC for  

20 weeks 

CAB 30 mg + ABC/3TC PO QD (n=56) 

Maintenance perioda 

4 weeks 

Margolis et al. AIDS 2016; Durban, South Africa. Abstract THAB0206LB. 
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HIV-1 RNA <50 c/mL at Week 48 (ITT-ME) 

Margolis et al. AIDS 2016; Durban, South Africa. Abstract THAB0206LB. 

 

Week 48 outcome 

Q8W IM 

(n=115) 

Q4W IM 

(n=115) 

Oral CAB 

(n=56) 

Virologic success 106 (92%) 105 (91%) 50 (89%) 

Virologic non-response 8 (7%) 1 (<1%) 1 (2%) 

Data in window not <50 c/mLa 6 (5%) 1 (<1%) 0 

Discontinued for lack of efficacy 1 (<1%) 0 1 (2%) 

Discontinued for other reason while  

not <50 c/mL 

1 (<1%) b 0 0 

No virologic data in window 1 (<1%) 9 (8%)  5 (9%)  

Discontinued due to adverse event or deathc 0 6 (5%) 2 (4%) 

Discontinued for other reasonsd 1 (<1%) 3 (3%)  3 (5%)  

aWeek 48 HIV-1 RNA Q8W: 50 c/mL, 57 c/mL, 97 c/mL, 110 c/mL, 135 c/mL, 463/205 c/mL; Q4W: 59 c/mL; Q8W: 5 of 6 
remain in the study, 4 of 6 have HIV-1 RNA <50 c/mL at all subsequent visits through W80. bWithdrew consent: 

intolerability of injections. cQ4W: hepatitis C, rash, depression, psychosis, epilepsy, and Churg-Strauss vasculitis; oral 

CAB: hepatitis C, DILI. dQ8W: ISR; Q4W: pregnancy, prohibited medication, relocation; oral CAB: lost to follow-up, 
relocation, withdrew consent (wanted injections rather than oral tablets). 
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• NNRTI—K103N, E138G, and K238T (FC RPV=3.3; Etravirine=1.9); INI—Q148R (FC 

CAB=5.1; Dolutegravir=1.38)c 

• No additional PDVFs beyond W48 on any arm (all subjects through W72)d 

 

Protocol-Defined Virologic Failure (PDVF): 
Genotype 

Margolis et al. AIDS 2016; Durban, South Africa. Abstract THAB0206LB. 

 

Maintenance perioda 

Q8W IM  

(n=115) 

Q4W IM 

(n=115) 

Oral CAB 

(n=56) 

Subjects with PDVF 2 (1%)b 0 1 (2%) 

INI-r mutations 1c 0 0 

NRTI-r mutations 0 0 0 

NNRTI-r mutations 1c 0 0 

PDVF: <1.0 log10 c/mL decrease in plasma HIV-1 RNA by Week 4, OR confirmed HIV-1 RNA ≥200 c/mL after prior 
suppression to <200 c/mL, OR >0.5 log10 c/mL increase from nadir HIV-1 RNA value ≥200 c/mL. aOne additional PDVF 

without treatment-emergent resistance occurred during oral Induction Period due to oral medication non-adherence. bOne 

PDVF at Week 4: no detectable RPV at Week 4 and Week 8, suggesting maladministration. cOne PDVF at Week 48 at 
HIV-1 RNA 463 c/mL (confirmed at 205 c/mL). dContains data beyond W48. 
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Qualitatively explore perspectives and experiences with LAI ART among LATTE-2 trial 
 participants and clinical care providers  
 

 
• How do patients experience the injections? 
• How do patients experience coming to clinic? 
• How does LAI ART compare to daily oral? 
• Who are the “right” patients for LAI ART?  
• How and where to best deliver LAI ART?  

 
 
 
 

Experiences with long-acting injectable ART:  
a qualitative study  

among people living with HIV participating in a phase II study  
of cabotegravir + rilpivirine (LATTE-2) in the US and Spain  
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                                                                INJECTION EXPERIENCES 
 

Majority of participants reported some level of side effects 
 

• Mostly soreness and minor bruising at site for 1-2 days 
• Some managed these effects with Ibuprofen/Acetaminophen  
• Minority of participants reported more intense reactions 
• Hardness at injection site, fever, impaired mobility issues 

 
  Broad agreement that side effects were “worth it” 
 

• “One day is nothing…it’s as if you have a day with a headache.  

You take Ibuprofen and that’s it. You put up with it. It’s temporary”. 

 (Spain, Male trial participant) 

• “It might be painful, but it’s better than pills”.  (US, Male trial participant) 
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                                                          INJECTION EXPERIENCES 

Convenience 
-Perceived as simple and easy to integrate into one’s daily life 
 
Greater confidentiality, privacy  
-Seen as more “discrete”, with less opportunity for discrimination 
 
Psycho-social, emotional benefits  
-For some, LAI ART provided relief from the unwanted daily reminder  
of HIV associated with pills 
“It seems to me that it’s much better because you simply 
 don’t have to worry about anything. 
 If you go on a trip, you don’t have to bring your pills or 
 take anything at all along. You follow your ‘normal life’.  
You come once a month. You get the shot and it’s over.  
You don’t have to be thinking everyday …oh I forgot to take the pill. 
 Or …when did I take it last... You just don’t worry about anything.  
In reality, taking the pill everyday keeps it present [HIV]…and the shot  
is just once a month…you remember it when you come in and the rest of the 
 time you can basically forget it”. (Spain, Male trial participant 
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                                                                COMPARISON: LAI vs. ORAL ART 

In addition to being more convenient, participants reported feeling: 
 
Less Stigma: 
“It's less and less stigmatized with the injection,  
because I don't feel like I'm reminding myself of [HIV]… 
with the injection you go through days and weeks…two months not having  
to worry about that, so it's less stigmatized”. (US, Male trial participant) 
 
Less Pressure: 
“I love it because I don't have to take a daily medication,  
so that's just one less thing on my plate that I have to worry about… 
 I definitely feel there's less pressure. I like the injection because it's not a daily, 
 in my face, I have to do this”. ( US, Female trial participant) 
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