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Antiretroviral therapy (ART) is recommended for all HIV-infected 
individuals, irrespective of CD4 count, to reduce the risk of disease 
progression.

The decision to start ART should take into account both personal 
health benefits and risks, and reduction in transmission risk

Clinicians should regularly discuss the current state of knowledge 
regarding when to start ART with all individuals with HIV who are 
not yet on treatment

All decisions to start ART should be made by the individual with 
HIV, in consultation with their health care providers and on the basis 
that they are fully informed and supported in their decision making

When to Start: Australian Commentary on DHHS Guidelines



What to Start: Choice of ART Regimen

Previously:

Raltegravir + Truvada or Kivexa
or
Atripla  (Efavirenz + Truvada)

Now:
Triumeq (Dolutegravir + Kivexa
or 
Genvoya (Elvitegravir/cobicistat + F/TAF)



What to Start: July 2016 Updates on 
Recommended Regimens for First-line ART 

• DHHS[1] 
– Recommended regimens 

include 3 INSTIs and 1 boosted 
PI

– Primary change since Jan 2016 
update is addition of TAF/FTC

• IAS-USA[2]
– All recommended regimens 

include INSTI + TAF/FTC or 
ABC/3TC

– Major changes since 2014 
update include removal of 
NNRTIs, boosted PIs, and TDF

Regimen DHHS[1] IAS-USA[2]

DTG/ABC/3TC

DTG + TAF/FTC

DTG + TDF/FTC

EVG/COBI/TAF/FTC

EVG/COBI/TDF/FTC

RAL + TAF/FTC

RAL + TDF/FTC

DRV + RTV + TAF/FTC

DRV + RTV + TDF/FTC

Preferred/recommended Alternative

1. DHHS Guidelines. July 2016. 
2. Günthard HF, et al. JAMA. 2016;316:191-210. Slide credit: clinicaloptions.com

http://www.clinicaloptions.com/oncology
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DTG Phase III Treatment-Naïve studies
Snapshot Responders: <50 c/mL HIV-1 RNA 

(week 96)
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• In SPRING-2, DTG was non-inferior to RAL based on the Snapshot algorithm at Week 96 (adjusted difference in 
proportion [95% CI; DTG-RAL] 4.5 [-1.1, 10.0])1

• In FLAMINGO, DTG was superior to DRV/r at Week 96 (adjusted difference in proportion [95% CI; DTG-DRV/r] 
12.4 [4.7, 20.2], P=0.002)2

• In SINGLE, DTG + ABC/3TC was superior to EFV/TDF/FTC at Week 96 (adjusted difference in proportion [95% CI; DTG-
EFV/TDF/FTC] 8.0 [2.3, 13.8], P=0.006)3 and at Week 144 
(71% vs 63%, adjusted difference: 8.3 [2.0, 14.6], P=0.01)3

DTG
332 /414

EFV
303/419

Statistically 
Superior vs 

EFV/TDF/FTC
p = 0.006

Non-inferior vs 
RAL + 2NRTIs

Statistically 
Superior vs DRV/r 

+2NRTIs
p = 0.002

1. Raffi F, et al. Lancet Infect Dis 2013;13:927–35; 2. Molina JM, et al. 
Lancet HIV 2015; 3: e127-36; 3. Walmsley S et al. JAIDS 2015 

ePub ahead of print: DOI: 10.1097/QAI.0000000000000790Granier et al. CROI 2015; Seattle WA; Poster 550
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Issues with Current Backbone Agents

Kivexa (Abacavir/lamivudine-3TC)
- Abacavir component can cause hypersensitivity 
(allergic) reaction – need to check HLA B*5701 
(8% positive)
- Association of abacavir with myocardial 
infarction

Truvada (Tenofovir-TDF/emtricitabine-FTC)
- Tenofovir-TDF can cause renal impairment 
(Fanconi syndrome or creatinine creep)
- Low bone density and tenofovir TDF



STIs
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Future Directions

1. Dual agents (2 drugs instead of 3)

2. Injectable agents









PADDLE: Dolutegravir + Lamivudine 
for Treatment-Naive Pts

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

§ 18/20 pts achieved HIV-1 RNA < 50 c/mL at Wk 48

– 1 pt committed suicide (deemed unrelated to study drugs)

– 1 pt experienced PDVF at Wk 36 (BL HIV-1 RNA > 100,000 c/mL); resuppressed HIV-1 
RNA without ART change by discontinuation visit 
(Wk 52)

– 3 other pts with BL HIV-1 RNA > 100,000 c/mL suppressed at Wk 48

Slide credit: clinicaloptions.comCahn P, et al. AIDS 2016. Abstract FRAB0104LB. 

Treatment-naive pts 
with HIV-1 RNA 

> 5000-100,000 c/mL, 
CD4+ cell count ≥ 200 

cells/mm3, HBsAg negative
(N = 20)

DTG 50 mg QD + 3TC 300 mg QD 
(N = 20*)

*10 pts enrolled initially; additional 10 pts enrolled after confirming virologic success of first cohort at Wk 8. 
†Primary endpoint.

Wk 48†

http://www.clinicaloptions.com/oncology


Switch to DTG + RPV in 
Suppressed Pts With Multiple 
Previous Treatment Failures

§ Open-label cohort study based in clinical practice setting (N = 38)
– DTG 50 mg/day + RPV 25 mg/day for pts with long-term virologic suppression 

but virologic failure on > 1 previous ART regimens 

§ HIV-1 RNA suppressed to < 35 copies/mL in 92% (35/38) at Wk 48
– No virologic failures; 3 pts d/c (GI toxicity, DDI, physician decision, n = 1)

§ DTG + RPV associated with improved liver function tests, improved lipid 
profile, and stable kidney function at Wk 48

Slide credit: clinicaloptions.comDíaz A, et al. AIDS 2016. Abstract TUPDB0106.

Baseline Characteristic , % Switch to DTG + RPV (N = 38)
Regimen at time of switch § NRTI + NNRTI + PI

§ NRTI + NNRTI + PI + INSTI
85
53

Reasons for switch to DTG + RPV § Drug–drug interaction
§ Toxicity
§ Simplification

38
33
25

Pre-existing resistance mutations § NRTI: 65; NNRTI: 37; PI: 32; INSTI: NA

http://www.clinicaloptions.com/oncology












LATTE-2 Week 48 Results: HIV-1 RNA 
<50 c/mL by Snapshot (ITT-ME)

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

Snapshot success
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Study visit

Induction period Maintenance period

W-4 W36 W40 W44 W48

Oral CAB induction (ME population) Oral CAB (n=56) Q4W IM (n=115) Q8W IM (n=115)



• 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.
 



Adverse Events and Labs—
Maintenance Period

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

AE, adverse event; ISR, injection-site reaction. aQ8W: influenza-like illness, chills and pain; Q4W: influenza-like illness, 
rash, depression, and psychosis. bone death (epilepsy). cQ8W: ISR, ISR/chills/body pain; Q4W: Churg-Strauss vasculitis, 
hepatitis C, depression, epilepsy, psychosis, rash, and mesenteric vein thrombosis; oral CAB: hepatitis C. dMaintenance 
emergent. 

ITT-ME population, n (%)
Q8W IM
 (n=115)

Q4W IM 
(n=115)

Oral CAB
(n=56)

IM subtotal  
(N=230)

Drug-related AEs, excluding ISRs (≥3%)

Pyrexia 3 (3) 5 (4) 0 8 (3)
Fatigue 2 (2) 4 (3) 1 (2) 6 (3)
Influenza-like illness 3 (3) 2 (2) 0 5 (2)
Headache 2 (2) 2 (2) 2 (4) 4 (2)
Rash 0 3 (3) 0 3 (1)

Grade 3 and 4 AEs, excluding ISRs 10 (9%) 13 (11%) 2 (4%) 23 (10%) 
Drug-related Grade 3/4 AEs, 
excluding ISRsa

2 (2) 4 (3) 0 6 (3)

Serious AEs (none drug related) 8 (7%) 8 (7%) b 3 (5%) 16 (7%) 
AEs leading to withdrawalc 2 (2%) 7 (6%) 1 (2%) 9 (4%)  
Grade 3 and 4 labsd 18 (16) 23 (20) 9 (16) 41 (18)



ISRs for CAB LA or RPV LA 
Over Time 

Bars represent incidence of onset ISR events relative to the most recent IM injection visit.  

Subjects at visit

Q8W IM        115        115         114        113         113         113         113          112         112         112        112    112          111
Q4W IM        115        115         115        114         112         111         109          109         108         107        106    105          104

Day 1    W 4      W 8    W 12     W 16    W 20   W 24     W 28    W 32    W 36    W 40    W 44     W 48

Weeks 

Overall ISR AE Incidence

• 99% of ISRs were mild (82%) or moderate (17%), and 90% resolved within 7 days
• Most common ISR events overall were pain (67%), nodules (7%), and swelling (6%)
• 2/230 subjects (<1%) withdrew as a result of injection reactions (Q8W)

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



Patient-Reported Outcomes at Week 48: Maintenance 
Treatmenta

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

Note: based on observed case data set of subjects who completed Week 48 questionnaires.
aHIV Treatment Satisfaction Questionnaire status version (HIVTSQs).

How satisfied are you with 
your current treatment?
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How satisfied would you be to continue with 
your present form of treatment?

88% 85% 55%

11% 13%
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Thank you for your attention


