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Evidence Rating
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When to Initiate ART?
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As soon as possible after HIV diagnosis, including immediately after 

diagnosis if the patient is ready to commit to treatment (AIa)

Immediate ART recommended for individuals with acute HIV (AIIa)

Within 2 weeks for most opportunistic infections (AIa); exceptions:

• Cryptococcal meningitis: 4-6 weeks after starting antifungal therapy (BIa)

• TB with CD4 >50 cells/mm3: 2-8 weeks after starting TB therapy (AIa)

Immediately after new diagnosis of cancer (BIIa)

“Implementation of immediate ART alone may not improve long-term care 

retention or durable viral suppression...robust, culturally sensitive care 

engagement strategies are required, including attention to essential needs 

such as housing and food.”



Recommended Initial ART Regimens
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Recommended for most individuals with HIV:

• Bictegravir/TAF/FTC (AIa)

• Dolutegravir plus TAF/FTC, TDF/FTC, or TDF/3TC (all AIa)

• Dolutegravir/3TC (AIa)*

*Not recommended for rapid start (because genotype result should be available) or 

in setting of chronic HBV, active OI treatment, HIV RNA >500,000 copies/mL, 

perhaps CD4 count <200 cells/mm3

With rifamycin-based TB treatment: 

• Dolutegravir 50 mg BID or raltegravir 800 mg BID or efavirenz 600 mg QD 

plus 2 NRTI’s (AIa); TAF with rifampin may be ok but data limited

Recommended during pregnancy:

• Atazanavir + rtv (AIIa), darunavir + rtv (AIIa), dolutegravir (AIb), efavirenz 

(BIa), raltegravir (AIIa), or rilpivirine (BIIa), plus TDF/FTC or TDF/3TC

• Dolutegravir plus TAF/FTC (AIb)



Language on TAF vs TDF

• TAF and TDF have similar virologic efficacy

• TAF: fewer adverse effects, such as proximal renal tubular 

toxicity and reductions in bone mineral density; however, 

differences most pronounced when TDF used with booster

• TDF reduces plasma lipid levels and TAF associated with 

more weight gain; however, clinical significance unknown

• Cost of TDF-containing regimens is likely to decrease as 

generic formulations become available
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Language on Weight Gain with ART

• Initiation of ART often leads to weight gain; can lead to 

obesity among individuals with HIV who start treatment with 

a normal or greater baseline weight

• Risk factors for excess weight gain: low pre-treatment CD4, 

high viral load, Black race, female sex, DTG and BIC more 

than EFV, TAF more than TDF (TDF may inhibit weight gain)

• Clinical consequences and mechanisms unknown and data 

insufficient to change recommendations for initial ART; PWH 

should be counseled about potential for weight gain
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Switching or Simplifying ART
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General recommendations:

• Review ART history, tolerability, co-medications, food requirements, cost, 

and results from prior resistance tests before any switch (AIa)

• Recheck HIV RNA level 1 month after any switch (BIII)

Switching when HIV RNA level suppressed:

• With HBV co-infection: include TAF or TDF; if contraindicated, include 

other HBV suppressive therapy (AIIa)

• Avoid switch from boosted PI to NNRTI or raltegravir-based ART if NRTI 

resistance mutations present (AIa)

• Switch to 2-drug oral maintenance appropriate to manage toxic effects, 

intolerance, adherence, or patient preference, provided both drugs are 

fully active

- Options: dolutegravir/rilpivirine (AIa), dolutegravir/lamivudine (AIa), or 

long-acting IM cabotegravir + rilpivirine q4 weeks (AIa) or 8 weeks (BIb)



Switching ART After Virologic Failure
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Resistance testing recommended while taking failing ART regimen (AIa) or 

within 4 weeks of stopping (AIIa)

Virologic failure, defined as HIV RNA level above 200 copies/mL, should be 

confirmed and if resistance identified, ART should be changed based on 

new and past resistance assay results (BIIa)

Dolutegravir plus 2 NRTI’s (at least one active) recommended after failure 

of an NNRTI plus 2 NRTI’s (AIa)

Bictegravir/FTC/TAF or dolutegravir plus FTC/TAF or ABC/3TC may be 

effective in patients with an isolated M184V/I NRTI mutation (AIa)

In setting of multiclass resistance (3-class), next regimen should use 

agents from new classes if available, such as fostemsavir (AIb) or 

ibalizumab (BII), with >1 additional active drug in an optimized regimen



Switching in the Setting of Comorbidities
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• Cardiovascular (CV) disease: 

If moderate to high risk for a CV event or if already 

experienced a CV event, switch off abacavir or PI (except 

atazanavir) recommended (AIIa)

• TAF or INSTI-associated weight gain: 

“It is unknown whether ART-induced weight gain translates 

into significant metabolic and cardiovascular adverse 

outcomes, or whether the INSTI-induced and TAF–induced 

weight gain is reversible after switching regimens.”



Baseline Laboratory Testing
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• If new HIV diagnosis and CD4 count <100 cells/mm3:

Check serum cryptococcal antigen even if no symptoms 

(AIIa); positive result may facilitate preemptive treatment of 

disseminated cryptococcal disease before the development 

of cryptococcal meningitis

• Baseline genotype resistance testing:

Baseline RT and PR genotype recommended (AIIa); given 

the low prevalence of transmitted INSTI resistance, INSTI 

genotype not recommended unless there is suspicion that 

HIV was transmitted from a partner with INSTI failure (BIII)



Low-Level Viremia
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• Patients with intermittent or persistent low-level viremia 

between 50 copies/mL and 200 copies/mL should be 

assessed for treatment adherence, tolerability, and toxicity; 

however, changing ART regimens is not recommended 

unless ART toxicity or intolerability are identified (BIII)
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