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Antiretroviral therapy in 2019

❖ Start ART at all CD4 cell counts

❖ 30 FDA approved drugs

-7 broad mechanistic classes: NRTI, NNRTI, PI, INSTI, a   

fusion inhibitor, a CCR5 antagonist, and a CD4 post-

attachment inhibitor

❖ Up to 10 recommended first-line regimens

-1 standard strategy: 2 NRTI + (NNRTI,  boosted PI, or 

INSTI)

ART Properties

Antiretroviral potency

Safety and Tolerability

Convenience

Life Expectancy



Goals of Antiretroviral Therapy 

in the long term follow-up

• Indefinitely maintain suppression of plasma 
HIV-RNA levels below the level of detection 
of sensitive HIV-RNA assays

• Minimize or eliminate short and long-term 
adverse effects of the therapy

• Prevent transmission of HIV-1 to others via 
any route of exposure



Cause di interruzione della prima linea 
HAART nel periodo 2008-2014 - ICONA



ATV/r showed a 26% statistically significant higher risk of treatment failure (p = 0.001) 

compared to those initiating DRV/r. There was no evidence for a difference in treatment 

failure among participants starting RAL as compared to those starting DRV/r (p = 0.83)

D’Arminio Monforte A, et al. HIV Clin Trials 2018



OTTIMIZZAZIONE HAART

Definizione

Linee Guida Italiane, 2017











PI monotherapy. First alternative approach to safe
toxicities, reduce costs and increase semplicity

Study N° ART

type

48-WK efficacy

( Difference (%) 

of MT vs TT)*

VL>50 

cp/ml

EA-related

DC

% of

DRM

Follow

-up 

N°

pills

OK-04 102 LPV/r 85% (-5%) 6% 0% 2% 96 wks 4

MODAT 52 ATV/r 73% (-12%) 22% 4% 0% 96wks 2

MONET 127 DRV/r 84% (-1%) 9% 6% <1% 96wks 2

PROTEA 137 DRV/r 86% (-9%) NR** 4% 0% 96wks 2

*Differences in % of efficay at wk 48 by ITT of monotherapy minus standard therapy

** NR= not reported



Why PI montherapy is not able to achieve
similar rates of viral suppression than triple 

therapy?

• PI monotherapy seems to have higher level
of immune activation
– Petrara et al. Plos One 2017; 12 (9): e0165128

• PI monotherapy seems to achieve non-
suppressive concentrations in the 
lymphonodes
– Fletcher et al. Proc Natl Acad Sci USA2014; 111(6): 2307-12

• PI monotherapy is not given to the “right 
patient”
– Arribas et al. Hiv Med 2016; 17:358-67



DTG monotherapy. A risk attempt of
monotherapy, a great failure. Genetic

barrier matters
Study N Rando

mized

study

Efficacy

(Difference (%) 

of MT vs TT*

VL>50 

cp/ml

EA-

related

DC

% of

DRM

Follow

-up 

KATLAMA 28 NO 89% 11% NR 11% 24 ws

REDOMO 122 NO NR 9% NR 7% NR

DOLUMONO 96 Yes 92% ( -6%)* 9% NR 3% ** 48ws

*compared with a cohort of 152 pts that continue conventional ART

** 155H, 263K and 230R

NR= not reported



Study design:48-week multicentric, randomized, open-label, 12% non-inferiority margin

trial. Patients enrolled with CD4 nadir>100/μL, and HIV-1 RNA <50  for ≥12months

Hocqueloux L et al.CID, 2 January 2019 on line



Dual therapies based on PIs: Aviremic
patients

Study N ART

Type

Efficacy

Difference

% of DT vs 

TT*

VL>50 

cp/ml

EA-

related

DC

% of

DRM

Follow-

up 

N°

pills

OLE 121 LPV/r 

+ 3TC

87% (-1%) 2% 3% 0% 48 wks 3-2

SALT 143 ATV/r 

+ 3TC

83% ( 

+6%)

6% 2% 0% 96 wks 3

ATLAS-M 133 ATV/r 

+ 3TC

90%(+10%

)

2% 3% 0% 48 wks 3

DUAL-

GESIDA

126 DRV/r 

+ 3TC

89%(-4%) 2% <1% 0% 48 wks 3

*Differences in % of efficay at end of follow-u of PI + 3TC  minus standard therapy

control group
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Ongoing Phase III Studies of Long-Acting 
CAB + RPV in Patients With Virologic
Suppression

Study Study Population Switch Regimen

ATLAS[1]
▪ Patients on INSTI, NNRTI, 

or 
PI-based ART

CAB IM + RPV IM Q4W

FLAIR[2]
▪ Patients on DTG/ABC/3TC CAB IM + RPV IM Q4W

ATLAS-2M[3]
▪ Patients on INSTI, NNRTI, 

or 
PI-based ART

▪ Patients from ATLAS

CAB IM + RPV IM Q4W 
or Q8W









14% of patients with cognitive impairment and HIV RNA > 1.7 log10 copies/mL in CSF were well controlled in 

plasma. It is important to explore HIV CSF (VL and genotype) even if the HIV VL is controlled in plasma because 

HIV resistance could be observed. An optimization of antiretroviral treatment could be necessary using fully active 

drugs with improved central nervous system penetration



Do we still need non-standard ART?

YES

• Some patients cannot receive conventional ART

• The less toxic drug is the one that you do not take

• Long actng combinations are needed in some patients

• Two drugs may be cheaper than three

NO

• Dual therapies may be not enough to fully control viral reservoirs

• Dual therapies may be associated with highr levels of immune 

activation

• Dual therapies may conditioning higher rates of senescence



Key Clinical Questions in Switch Therapy

Can 2-agent regimens be as effective as those with 3+ drugs 
for switch therapy?

‒ Which regimens have the most compelling data?

When/should generic agents be considered as part of 
combination therapy?

Can the costs or toxicity of HIV treatment be reduced with 
these regimens?

How do you approach patients who have  stable viral 
suppression  on an older ARV regimen?

What should  be the role of long-acting injectable therapy 
with  CAB + RPV ? 


