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Outline

Review of key guidelines:

— DHHS (2013; updated May 2014), EACS (2013), WHO
(2013; updated 2014), BHIVA (2013), Turkey (2014)

nat is new?
nat is different?
ny the differences?

-

Current controversies



When to start ART?

DHHS EACS l WHO BHIVA Turkey

AIDS Yes Yes Yes Yes Yes
CD4 <350 Yes Yes Yes Yes Yes
CD4350-500 Yes Consider Yes Defer Consider
CD4 > 500 Yes Consider Defer Defer Consider

PHI (Consider) Consider ? Consider ?
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Why the differences?

* Different methods of finding literature?

— e.g. BHIVA: “systematic review”; EACS “review
relevant literature”

* Different methods of assessing literature?
— e.g. BHIVA: “GRADE”; DHHS: “evidence synthesis”
* Different methods of “voting”?

— e.g. DHHS: vote on every recommendation; EACS:
modified until consensus is reached

* Different size of panel?
— e.g. DHHS: >30 ; WHO: >100

 Financial disclosure?
— e.qg. DHHS “declared annually”; WHO: none allowed



Hierarchy of evidence

BEST QUALITY

Randomized controlled trial EVIDENCE

Cohort study
Case-control study

Cross-sectional study

Case series/case note review

‘Expert’ opinion WORST QUALITY
EVIDENCE



Evidence for starting ART above 3507

* Randomised Controlled Trials?
— None.....7?

— HPTN 0527?
— SMART sub-study?

e Cohort Studies?
— Which do you believe?

* QOther.....

— Transmission
— Retention in care



HPTN 052 Study Design

Stable, healthy, serodiscordant couples, sexually active
CD4 count: 350 to 550 cells/mm?®

m

Immediate ART Delayed ART
CD4 350-550 CD4 <250

Primary Transmission Endpoint
Virologically-linked transmission events

Primary Clinical Endpoint
WHO stage 4 clinical events, pulmonary tuberculosis, severe
bacterial infection and/or death



HPTN 052

* Clinical outcome data:
— 40 versus 65 clinical events (HR 0.59; p=0.001)

— Driven by extrapulmonary tuberculosis

* 3 versus 17 (p=0.002)
*» Most diagnosed in one clinical site

— No difference in pulmonary TB

* >350 versus <250 .......

Lancet Infectious Diseases, May 2014
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Summary of findings from cohorts
(deferred vs. immediate)

_ Comparison Death AIDS/death

NA-ACCORD! <500 vs. >500 1.94 (1.37,2.79) n/a
<350 vs. 351-500 1.69 (1.26, 2.26) n/a
Whento Start?  351-450 vs. 451-550 0.93 (0.60, 1.44) 0.99 (0.76, 1.29)
251-350 vs. 351-450 1.13 (0.80, 1.60) 1.28 (1.04, 1.57)
CASCADE? <500 vs. 500-799 0.98 (0.47, 2.04) 0.91(0.56, 1.49)
<350 vs. 350-499 1.96 (1.25, 3.03) 1.33 (0.88, 2.04)
HIV-CAUSAL*  <350vs. 351-500 1.01 (0.84, 1.22) 1.38 (1.23, 1.56)

1. Kitahata M. NEJM 2009;360:1-12; 2.When to Start Consortium. Lancet
2009;373:1352-63; 3. CASCADE Collaboration. Arch int Med 2011;171:1560-9; 4. HIV-

CAUSAL Collaboration. Ann int Med 2011;154:509-15.
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Treatment during primary infection?

* Unique opportunity to alter natural history?

* Cohort evidence of long-term suppression after ART
stopping (“Visconti cohort”)?

* RCT suggested some CD4/viral load benefit, but only
“post hoc” and only if started within 3 months
(SPARTAC)?

* ? Benefit on transmission (at time when most
infectious)?®

* ?0nly if symptomatic / CNS involvement*

* Choice of ART (if resistance test not available; ?
Boosted Pl)

1: Saez-Cirion, PLoS Pathogens 2013; 2: Fidler, NEJM 2013; 3: Pao, Curr Opin HIV AIDS 20089;
4: EACS and BHIVA 2013 Guidelines





























































































































































































































































































































































































































































































































































































