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Mean CD4 count and HIV-RNA viral load at enrolment
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Jan 2020 Report

Mean CD4 count and HIV-RNA viral load at enrolment according to calendar period 
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Jan 2020 Report

Mean CD4 count at enrolment according to mode of HIV transmission

Mean HIV-RNA (cp/mL) at enrolment according to mode of HIV transmission
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Jan 2020 Report

CD4 cells/mmc count strata at enrolment according to calendar period

HIV-RNA strata at enrolment according to calendar period
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The time to achieve virological undectability and the rate of success at 

48 weeks are pre-HAART viremia dependent

0 12 24 36 48
Time (weeks)

Pre-HAART
viremia 
ranges

(copies/mL)

No.

Median Time 
(95% CI) 

to achieve VS  
(weeks)

Probability 
of VS 

at 48 weeks

>500K 135 23 (21-25) 84%
300K - 500K 102 22 (21-24) 93%
100K - 300K 273 18 (17-20) 93%
30K - 100K 229 15 (14-16) 98%
<30K 235 10 (9-11) 99%

Santoro MM, et al. Antivir Ther. 2013;18:867-76





Baseline characteristics and Efficacy results- In Insti 

studies in HIV naive pts
pVL

(median)
VL>5 log

CD4 

median
CD4<200 CD4<50

pVL<50c/mL at 

48 w

STARMRK
RAL 5.1 55% 212 47% 10% 86.1 %

EFV 5 51% 204 48% 11% 81.9 %

102
EVG/c 4.75 34% 391 12% 87.6 %

EFV 4.78 33% 382 14% 84.1 %

103
EVG/c 4.88 43% 364 15% 89.5 %

ATV/r 4.86 40% 375 11% 86.8 %

SINGLE
DTG 4.67 32% 335 14% 88 %

EFV 4.70 31% 339 14% 81 %

SPRING-2
DTG 4.52 28% 359 13% 88 %

RAL 4.58 28% 362 12% 85 %

FLAMINGO
DTG 4.49 25% 390 10% 2% 90 %

DRV/r 4.48 25% 400 10% 2% 83 %

ACTG5257

RAL 4.7 32% 304 31% 80 % (96W)

ATV/r 4.6 32% 309 29% 63 %

DRV/r 4.6 28% 310 29% 73 %



Phase III Treatment-naïve Studies: 

Week 48 Snapshot Analysis
Week 48 snapshot analysis: Baseline CD4+ count ≤200 cells/mm3

1. Cahn P. et al., AIDS 2018, Oral Abstract TUAB0106LB; 2. Walmsley et al. N Engl J Med 2013;369:1807–18;
3. Raffi et al. Lancet 2013;381:735–43; 4. Orrell et al. Lancet 2017;4:e536–e546;

5. Gallant J, et al. Lancet 2017;390:2063–72; 6. Sax PE, et al. Lancet 2017;390:2073–82
*Gilead-sponsored trials
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J Acquir Immune Defic Syndr 2010;53:582–588
Sierra-Madero JS, et al. J Acquir Immune Defic Syndr. 2010;53:582-8.
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What about using 4 
drugs?



Adding Raltegravir…



12-week raltegravir-intensified quadruple therapy 
versus triple first-line ART reduces viral load more 
rapidly but does not reduce mortality in severely 

immunosuppressed African HIV-infected adults and 
older children: the REALITY trial
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Design

• ART-naïve HIV-infected adults, adolescents and children >5 
years with CD4<100 cells/mm3

• Follow-up to week 48
– Safety bloods at screening, weeks 4 and 48; FBC & CD4 at weeks 0, 12, 24, 36, 48; 

Viral loads retrospectively at weeks 0, 4, 12, 24, 48

• Two other factorial randomisations investigated

– 12 weeks enhanced prophylaxis (FRAB0101LB)  

– 12 weeks supplementary food

• Primary endpoint: 24-week mortality

21

Initiate ART with 
2NRTI+NNRTI alone 
(standard of care)

Initiate ART with 
2NRTI+NNRTI+12 weeks 

additional raltegravir

1:1 randomisation

N Engl J Med. 2017 Jul 20;377(3):233-245.



Results: VL<50 copies/ml

22

• >99% compliance with randomised strategy
• 98% and 99% of time to 48 weeks spent on allocated ART as at 

randomisation or having made within class substitutions only

p<0.001 p<0.001 p=0.59 p=0.12

Additional RAL

Standard-of-care
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Results: change in CD4

23

• No evidence of difference in CD4 reconstitution overall (GEE p=0.30)

Additional RAL

Standard-of-care

p=0.04
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Results: all cause mortality

24

• 56 (3.1%) lost to follow-up at 48 weeks
• No interactions with other randomisations (p>0.7)

• Mortality at 24 weeks: 10.9% RAL vs 10.2% standard-of-care
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w24: HR=1.09 
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Adding Maraviroc…



ANRS

ANRS 146 OPTIMAL
Optimized Phase III Trial of Immuno-stimulation with Maraviroc, a 
CCR5 antagonist, combined with Anti Retroviral Therapy (cART) in 
advanced, Late diagnosed HIV-1 infected patients with an AIDS-

defining event and/or CD4 counts ≤ 200 cells/mm3

Yves Lévy, Jean-Daniel Lelièvre, Lambert Assoumou, Esther Aznar, 
Federico Pulido, Giuseppe Tambussi, Manuel Crespo, Agnès Meybeck, 

Jean-Michel Molina, Fanny Cardon, Constance Delaugerre, Rémi Lancar, 
Lydie Béniguel, Dominique Costagliola and the OPTIMAL trial team

IAS 2017



ANRS

Design
• HIV-1 infected patients with an AIDS-defining event and/or CD4 

counts ≤ 200 cells/mm3; Naïve from any antiretroviral

ARV according to the 
recommended regimen 
in most commonly used 

guidelines + Placebo

ARV according to the 
recommended regimen 
in most commonly used 
guidelines + MARAVIROC

1:1 randomisation, double-blind, 
stratification on the country and 

treatment initiation regimen (PI vs non-PI) 

• International: France, Spain and Italy,
• Follow-up to week 72
• FPFV: September 2011; LPLV: March 2016

• Primary endpoint: Occurrence of a severe morbidity (AIDS, other HIV 
related diseases, serious non-AIDS events, IRIS and death)



ANRS

Primary endpoint and its components:
Incidence of the first event

Cox regression model adjusted for stratification factors



ANRS

Virological success
(HIV RNA< 50 c/mL, Snapshot method)
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ANRS

Evolution of CD4 T cell count

Linear mixed model

+258

+254

P=0.746



ANRS

Modifying effect on the incidence of events
according to period (post hoc analysis)

MVC better PBO better

Nb of events
(Nb of pts)

MVC PBO

31
(26)

39
(27)

11
(10)

4
(3)

20
(17)

35
(26)

Interaction 
between group 

and period: 
p=0.016

Poisson regression model 







BICSTaR – HIV Therapy @ Glasgow 2020



How good is what we are doing?



Efficacy and safety of dolutegravir-based 

regimens in advanced HIV-infected  naïve 

patients: results from a multicenter cohort 

study

Antiviral Research - July 5, 2019









53 HIV-positive 

patients screened

Screening failures:  

7 patients 

Enrolled:

46 patients 

RAL + 3TC/ABC

22 patients 

DRV/c + 3TC/ABC

24 patients 

0 48 weeks

PRADAR Study

Patients’ disposition.

53 patients were screened: 46 patients were randomly allocated into 2 groups (22 

with RAL and 24 with DRV/c) and  7 patients were excluded (4 because of HIV-RNA 

>500,000 copies/mL and 3 for HLAB5701 positivity). 

C. Mussini et al. PLOS ONE https://doi.org/10.1371/journal.pone.0222650 

September 27, 2019



Baseline characteristics
Variable RAL DRV/c

Gender (male/female; number) 19/3 19/5

Age (years; median & IQR) 41 (13) 35 (16)

Risk factor for HIV (number)
MSM
Heterosexual contacts
IVDU
Other
unknown

9
11
1
1
0

12
10
1
0
1

CDC stage (number)
A
B
C

10
5
7

15
3
6

HIV RNA (copies/ml; median & IQR) 89731 (99356) 112250 (204238)

CD4 (cells/mcL; median & IQR) 108 (145) 117 (141)

CD8 (cells/mcL; median & IQR) 701 (672) 817 (461)



Opportunistic infections
Opportunistic infections and pathologies were 
oro-esophageal candidiasis (5 in RAL and 6 in 
DRV/r); Pneumocystis pneumonia (1 in RAL 
and 3 in DRV/r) and neuro-toxoplasmosis (one 
in each group).  Kaposi Sarcoma, cryptococcal
meningitis, lymphoma and wasting syndrome 
(one each) were diagnosed only in the 
raltegravir group, while Cytomegalovirus 
disseminated disease (2 cases) only in the 
darunavir/r group. Some patients presented 
more than an opportunism. 
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Key messages




