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Southern African HIV Clinicians Society adult
antiretroviral therapy guidelines: Update on when to
initiate antiretroviral therapy
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Table 3. Indications for ART*

Clinical diagnosis (irrespective of CD4* count)
WHO clinical stage 3 and 4* ART recommended

Other severe HIV-related disorders, e.g.:* ART recommended
« immune thrombocytopenia
« thrombotic thrombocytopenic purpura
+ polymyositis
+ lymphocytic interstitial pneumonitis
Non HIV-related disorders:® ART recommended
+ malignancies (excluding localised
malignancies)
« hepatitis B co-infection®
« hepatitis C co-infection
Any condition requiring long-term ART recommended
immunosuppressive therapy

CD4* counts

<350 cells/pL. ART recommended
350 - 500 cells/pL (two counts in this range) ART recommended if patient is ready
and motivated to start
q >500 cells/pL Defer ART

HIV-infected partner in serodiscordant

relationship
) Regardless of CD4* count or clinical Offer ART and discuss safe sex
diagnoses (discussion should ideally involve all

partners)
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antiretroviral therapy guidelines: Update on when to
initiate antiretroviral therapy
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We recommend initiation of lifelong ART for all patients diagnosed with HIV
infection. The CD4 count and clinical stage of the patient should no longer be a
consideration in the decision to start ART.

For patients who are asymptomatic with CD4 > 350 cells/plL, additional time
(weeks to a few months) can be spent counselling and preparing the patient for
lifelong ART with good adherence before starting. In those with CD4 < 350 cells/
pL (and especially < 200 cells/pL), or with clinical indication for starting, there
should not be undue delay.

Within ART programmes, it is important to factor in that the absolute benefit
of ART is much greater at lower CD4 counts (there is a mortality benefit at CD4
< 350 cells/pL.* Therefore, planners and clinicians should prioritise and fast-
track those with low CD4 counts (especially < 200 cells/pL); this is particularly
relevant where there are ART shortages or anticipated stock-outs.
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6.6.4 When to start: ART eligibility In late adolescents =15 years and adults living with HIV
Box 19: ART eligibility criteria

-
Eligible to start ART

-3 CD4 count <500 cells/pl irrespective of clinical stage
(Prioritise those with CD4 <350 cells/pl)

OR

Severe or advanced HIV disease (WHO clinical stage 3 or 4), regardless of CD4 count
OR

Irrespective of CD4 count or clinical stage:

» Active TB disease (including drug-resistant and EPTB)

» Pregnant and breastfeeding women who are HIV-positive

» Known hepatitis B viral (HBV) co-infection

» Prioritise those with CD4 <350 cells/pl or advanced HIV disease
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» Clinicians should provide education about personal health benefits
of ART and public benefits of prevention of transmission, and
assess patients’ readiness to initiate and adhere to long-term ART.
Rating: Alll

— « ART should be offered upon detection of HIV infection.
Rating: Ala
o Strategies for adherence support should be implemented and
tailored to individual patient needs or the setting. Rating: Ala

» Clinicians should be alert to the nonspecific presentation of acute
HIV infection and urgently pursue specific diagnostic testing
(plasma HIV viral load) if suspected. Rating: Alla

Marrazzo et al, JAMA, 2014



Target Specific recommendation
population

Recommendation 1: When to start ART among people living with HIV

Strength of the | Quality of
recommendation | the evidence
Adults® ART should be initiated in all adults Strong Moderate
(>19 years) living with HIV at any CD4 cell count | NEW |
As a priority, ART should be initiated in | Strong Moderate
all adults with severe or advanced HIV
clinical disease (WHO clinical stage 3 or
4) and individuals with CD4 count <350
cells/mm?
Pregnant and ART should be initiated in all pregnant | Strong Moderate
breastfeeding and breastfeeding women living with
women HIV at any CD4 cell count and continued

lifelong

UPDATED

«9”@ World Health 1. +
& 1 /¥ Organization % &

=



* II#$%

ART is recommended in all adults with chronic HIV infection,
irrespective of CD4 counts”
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Several barriers are known to influence ART decision making and
adherence to ART

Screen for and talk about problems and facilitators

Consider systematic assessment of: Consider talking about:

+ Depression'V, see page 64-65 + Social support and disclosure

« Cognitive problems(V1), + Health insurance and continuity
see page 582 of drug supply

« Harmful alcohol'"*) or recreational + Therapy-related factors

drug use, see page 33, 35

Recognise, discuss and reduce problems wherever possible in a
multidisciplinary team approach.

* "#$% ?8"






The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE

A Trial of Early Antiretrovirals and Isoniazid
Preventive Therapy in Africa

The TEMPRANO ANRS 12136 Study Group*
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The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 AUGUST 27, 2015 VOL. 373 NO. 9

Initiation of Antiretroviral Therapy in Early Asymptomatic
HIV Infection

The INSIGHT START Study Group*
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TABLE 1: Summary of design, conduct and findings of the Strategic timing of antiretroviral therapy and TEMPRANO ANRS 12136 (Early antiretroviral treatment and/or
early isoniazid prophylaxis against tuberculosis in HIV-infected adults) randomised controlled trials.

Trial TEMPRANO START
Countries Cote d’lvoire 35 countries (21% of participants enrolled in Africa)
Enrolment years 2008-2012 2009-2013
Number of participants 2056 4685
Inclusion criteria = 18 years old = 18 years old
HIV-1 (or dual HIV-1 and 2) ART naive
CD4 < 800 No history of AIDS

Comparison arms

Composite primary
endpoint

Duration of follow-up

Number of primary events

Primary endeuint ﬁnd|'r1£

Main contributors to finding

Not meeting WHO criteria for starting ART at the time (these criteria
changed during the course of the trial)

Immediate ART

ART deferred until WHO criteria for starting ART met (these criteria
changed over the course of the trial)

AIDS, non-AIDS cancer, non-AlDS invasive bacterial disease or death

30 months for each participant

Immediate arm: 64

Deferred arm: 111

44% reduction 'H_\rith immedl'at_e ART (aHR = 0.56, 95% Cl=0.41-0.76)

General good health

2 CD4 counts = 500
Immediate ART

ART deferred until CD4 = 350, AIDS diagnosis or other indication for
ART (e.g. pregnancy)

Serious AlDS-related event, serious non-AlDS-related event or
death

Mean 3.0 years (trial stopped early by DSMB)

Immediate arm: 42

Deferred arm: 96

57% reduction with imme@ate ART (HR =0.43, 95% Cl = l].:-lD—l].EgL

Among patients with baseline CD4 = 500, there was also a 44% in
primary endpoint (aHR = 0- =0. C

Reduction in AIDS events (50%, mainly TB [50%]) and invasive

Deaths

Viral load suppression

Adverse events

bacterial disease (61%)

Immediate arm: 21

Deferred arm: 26

Mot significant: aHR = 0.60, 95% Cl=0.34-1.09
Viral load < 100 at 12 months on ART
Immediate arm: 84%

Deferred arm: 80%

Overall, the 30-month probability of a Grade 3 or 4 AE did not differ
between arms although it was 2.6 times higher in the immediate ART
arm for the first 6 months

Reduction in AIDS events (72%, including TB [71%]), serious non-

AlLS events (L9%), cancers (64%e] and bactenal infections (62%)
Immediate arm: 12

Deferred arm: 21

Not significant: p=10.13

Viral load < 200 at 12 months on ART

Immediate arm: 98%

Deferred arm: 97%

No difference between arms in terms of grade 4 events and
hospitalisations for reasons other than AIDS

Note: In the TEMPRANO trial, there was a separate randomisation of participants to 6 months isoniazid preventive therapy (IPT) versus no IPT.
WHO, World Health Organization; DSMB, Data and Safety Monitoring Board; aHR, adjusted hazard ratio; Cl, confidence interval; HR, hazard ratio; AE, adverse event.
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Dolutegravir 50 mg daily Insomnia, headache and other CNS side effects, Gl upset
hepatitis and rash (rare)
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AZT + DAT (antagonism)

TDF + DDI (associated with poorer virological and immunological resposes and increased toxicity)

DAT + DDI (associated with a very high risk for mitochondrial toxigties such as lactic acidosis and peripheral
neuropathy)

ETV + ATV/r (due to drug interaction)

ETV + DTG unless a boosted Pl is also used in the combinationugl to drug interaction)
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