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When to start ART? CIPRA 001 Haiti (CDb4 < 200 vs 200-350)

® Prolong survival
® Prevent illness < 0954
® Maximise quality of life E Standard antiretroniral reatment
. % 004
" Prevent HIV transmission z
. .. 2 Mortality: 6 vs 23 deaths
&= " Minimise drug toxicity E 085+ HR 4.0 (95% CI 1.6 — 9.8; P=0.001)
® Prevent drug resistance 050 P-0001 by logrank et
s " Preserve treatment options 000 T — .,
Months
No. at Risk
Early treatment 408 327 153 24
Standard treat- 408 309 137 22
ment

Severe et al., NEJM 2010;363:257-65

CD4 > 500: AIDS or death TEMPRANO: Death or Severe lliness

Risk Ratio Risk Ratio Patients with Baseline CD4+ Count z500/mm?
Study or Subgroup logRisk Ratio] SE_Weight IV, Random, 95% CI v, Random, 95% CI 30-Mo
Kitahata 2009 D663 01814384 205%  052[035,0.74] —a— . Probability
HIY CAUSAL Coll 2010 -026 01414894 335%  0.77[0.56,1.02] - EE 259 Deferred ART 12.4% (95% C10.33 - 0.94)
CASCADE 2011 00198 03736648 128%  102(048,212) . S .
Steme 2008 (1) 0073 02233339 238%  1.08[069,167] —— 88 Deferred ART-+IPT 749‘,‘
Palella 2003 0542 1408536 12%  1.72[0.11,27.19] —_— 5 E Early ART 6.9%
= Early ART+IPT 46%
Total (95% CI) 100.0%  0.78[0.57, 1.06] > FL 15
Heterageneity. Tau= 0,05, Chi*= 7.95, df= 4 (P = 0.09); = 50% L
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Testfor overall effect Z=1.58 (P = 0.11) Favours 350 or more Favours 200-349 &2 10
(1) 451-550 vs 351-450 £z I
5 s 3
£z =
50 a
us 0O T T T T 1
4] 6 12 18 24 30
Months since Randomization
No. at Risk
Deferred ART 201 190 181 168 162 145
Deferred ART+IPT 212 204 197 191 182 174
Early ART 222 205 193 189 185 171
Early ART+IPT 214 205 197 190 184 171
Anglemeyer et al, 7" IAS Conference, Kuala Lumpur 2013; Abstract TUPE302 TEMPRANO ANRS 12136 Study Group, NEJM 2015;373:808-22



TEMPRANO: Adverse Events

Patients with Baseline CD4+ Count =z500/mm?

30-Mo
2 Probability
= Deferred ART 8.9%
=F = Deferred ART+IPT 6.9%
=7 2 Early ART 1.8%
|E E %
R — Early ART+1PT 5.4%
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Months since Randomization
No. at Risk
Deferred ART 201 192 183 174 168 152
Deferred ART+1PT 212 204 197 189 182 174
Early ART 222 203 188 186 183 167
Early ART4IPT 214 200 192 187 180 167

TEMPRANO ANRS 12136 Study Group, NEJM 2015;373:808-22

Number Needed to Treat

High Income Region
Rate per 100 person years 0.56 vs 1.42
Absolute Risk Reduction 0.86
Number Needed to Treat 116
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INSIGHT START Study Group, NEJM 2015;373:795-807

Transmission benefit: heterosexuals

HPTN 052: HIV-1 Transmission

Total HIV-1 Transmission Events: 39

Linked Unlinked or TBD
Transmissions: 28 Transmissions: 11

* 1828 (64%) transmissions from infected
participants with CD4 >350 cells/mm?

Delayed

Immediate
Arm: 1 Arm: 27

+ 23/28 (82%) transmissions in sub-Saharan
Africa

+ 18/28 (64%) transmissions from female to
male partners

p <0.001

Cohen et al. 6 IAS Conference, Rome 2011; Abstract MOAX0104; Cohen et al. NEJM 2011;365:493-505
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CASCADE: AIDS or death

50+

Number Needed to Treat Il Defer
40+ Start
304 3(2-7)

3 year risk of AIDS or death (%)
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CASCADE Collaboration. Arch Intern Med 2011;171:1560-1569

HIV viral load
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Baseline HIV RNA T
<5000 copies/ml 3138 12 {0.56) 18 (0.33) —_——1 066
5000-30,000 capies/m| 355 13 (0.53) 36 (1.41) —_—— 038
30,000 copies/mi 325 17 (0.72) 42 (192) —c—.—l T 037

HIV RNA < 5000 copies/ml
Rate per 100 person years 0.56 vs 0.83
Absolute Risk Reduction 0.27
Number Needed to Treat 370
i FT = i P Rt
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INSIGHT START Study Group, NEJM 2015;373:795-807

Transmission benefit: male couples

Type of intercourse without Linked Couple-years of Incidence rate

a condom reported by _ trans- follow up L= :'Eg'm‘ per 100 CYFU
HIV-negative partner missions (n) (CYFU) (95% CI)
Overall 0 145.96 5,905 0(0-2.46)
Any CLAI 0 90.83 5,905 0 (0-4.06)
Insertive CLAI o 7787 3,569 0(0-4.74)
Receptive CLAI o 57.08 2337 0(0-6.46)
Any CLAI when VL® <200 copies 0 8859 5656 0(0-4.16)
Any CLAI when VL >200 copies 0 2.00 237 0(0-184.31)

B CLAJ rafers o condomiass anal intercourse. * VL refers 1o viral ioad

Grulich AE et al, CROI 2015: Poster 1019LB
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Australian Guidance Principles

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

“Antiretroviral therapy should be
initiated in all people with HIV, knowledge regarding when to start ART with all
irrespective of CD4 count”

Clinicians should regularly discuss the current state of

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.
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