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Why Start Early:

* It's good for the individual’'s health
* It's good for the public health
* It's in the guidelines




Starting HIV Medications
Early is Good for the Health
of the Individual

The SMART Study

Randomized study that looked at
whether intermittent or continuous
HIV treatment was better

Sub-study looked at outcomes
between individuals with later start
of ARV (drug conservation group,
started T cells <250) vs early
treatment (viral suppression group)
among naive individuals and those
not on ARV 6 months prior to entry

Outcomes were death,
opportunistic disease, non-AIDS
related major events, and
composite of all events

On ART = 2304

Plasma HIV-RNA within &

months <10,000
copies/mlL = 163

No plasma HIV-RNA within fe—]
months = 36

& month

TOTAL = 2503

VS off-ART TOTAL =249 DC off-ART TOTAL = 228
Naive = 131

Naive = 118
Noton ART = 118 Not on ART = 110

SMART off-ART
N=477
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Hazard ratios (HRs) for cljpic t d the overall gohort and among those who
were either antiretr§ Nﬁ i l nai & g ART at baseline.

No. Events (rate per

100 person years) _

Hazard Ratio P-value for
HR (DC/VS) and 95% P-value Interaction
DC Vs (DCIVS) Confidence Interval
OD/Death
Overall 15 (4.8) 5(1.3) 35 S 0.02
ART naive 4(2.7) 1(0.5) 53 e —p 013 ] 063
Off ART 11 (6.8) 4(22) 27 1 . 009 ) :
oD
Overall 11 (3.5) 4(1.1) 3.3 | - 0.04
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Serious Non-AIDS
Overall 12 (3.9) 2(0.5) 7.0 - : 0.01
ART naive 4(2.8) 1(0.5) 5.1 1 . 015 ) 076
Off ART 8 (4.8) 1(0.5) 8.4 [—————*p o004 ] :
Composite |
Overall 21(7.0) 6(1.6) 42 . 0.002
ART naive 7 (4.9) 2(1.0) 46 t———e—p 006 ) 0.84
Off ART 14 (9.0) 4(22) 3.7 |———» o002 | :
|
01 1 10
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The Strategies for Management of Antiretroviral Therapy
(SMART) Study Group J Infect Dis. 2008;197:1133-1144
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SMART Study Conclusion

Initiation of ART at CD4+ cell counts >350
cells/uL compared with <250 cells/uL may
reduce both OD and serious non-AIDS
events.

CIPRA HT-001 Study (Haiti)

Randomized, open-label trial
of early initiation of
antiretroviral therapy, as
compared with the standard
timing for initiation of therapy
Participants had T cells 200-
350 without symptomatic HIV
disease

“Early” started within 2 weeks
of enroliment

“Standard” started when T
cells <200 or symptoms Severe et al. NEJM 2010
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Severe Study in Haiti

Standard antiretroviral treatment

Probability of Survival

0.804, P=0.001 by log-rank test

T T T T T 1
0 2 12 18 24 30 36
Months

CIPRA HT-001 Conclusion

« Early initiation of antiretroviral therapy
decreased the rates of death and
incident tuberculosis.

» Access to antiretroviral therapy should
be expanded to include all HIV-infected
adults who have CD4+ T-cell counts of
less than 350 per cubic millimeter,
including those who live in areas with
limited resources.
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NA-ACCORD

North American AIDS
Cohort Collaboration on
Research and Design (NA-
ACCORD)

Large Cohort study that
includes data from nearly
90,000 individuals
Racially diverse
30% women

Diverse baseline HIV risk
factors

Risk of Death- NA-ACCORD

Table 3. Risk of Death Associated with Deferral of Antiretroviral Therapy, According to CD4+ Count at Baseline,
with Adjustment for HIV RNA Level, Age, and Sex.*

Variable 351-t0-500 CD4+ Count More-Than-500 CD4+ Count
Relative Risk Relative Risk
(95% C1) P Value (95% C1) PValue
Without inclusion of HIV RNA data
Deferral of antiretroviral therapy 1.69 (1.26-2.26) <0.001 1.94 (1.37-2.79) <0.001
Female sex 1.21 (0.89-1.64) 0.24 1.85 (1.33-2.59) <0.001
Older age (per 10-yr increment) 1.68 (1.48-1.91) <0.001 1.83 (1.62-2.06) <0.001
Baseline CD4+ count (per 100 cells/mm?) 1.13 (0.72-1.78) 0.59 0.93 (0.87-0.99) 0.03
With inclusion of HIV RNA data
Deferral of antiretroviral therapy 1.63 (1.21-2.19) 0.002 1.85 (1.20-2.86) 0.006
Female sex 1.47 (1.02-2.12) 0.04 1.35 (0.85-2.15) 0.20
Older age (per 10-year increment) 1.89 (1.69-2.11) <0.001 1.81 (1.58-2.07) <0.001
Baseline CD4+ count (per 100 cells/mm’) 0.74 (0.55-1.00) 0.06 0.97 (0.89-1.05) 0.45
Baseline HIV RNA level (per log,, copies/ml) 1.11 (0.96-1.28) 0.15 1.13 (0.96-1.33) 0.14

* The CD4+ count was measured in cells per cubic millimeter. Results were calculated with the use of Cox regression
analyses with inverse probability-of-censoring weights. HIV denotes human immunodeficiency virus

Kitahata et. al NEJM 2009
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NA-ACCORD Conclusion

» Deferred therapy on 350-500 T cell range
associated with 69% increased risk of
death

» Deferred therapy in the >500 T cell range
associated with 94% increased risk of
death

Guidelines at a Glance

When to Start ART: IAS-USA
Recommendations 2012

+ Patient readiness should be considered when deciding to initiate
antiretroviral therapy (ART)
+ ART should be offered regardiess of CD4 cell count (increasing strength ART should be offered regardless of CD4 cell count (increasing strength
of the recommendation as CD4 decreases) f m d tA CD4 d
s of the recommendation as ecreases)
D4 > 500 celisiyL. (Bill)
Pregnancy (Ala)
Chranic HBV (Alla)
HCV (may delay until after HCV treatment if CD4 > 500) (Clll)
Age older than 60 (Bila)
HIV-associated nephropathy (Alla)
Acute phase of primary HIV infection, regardiess of symptoms (BIll)

Initiating Anti Therapy in Treatment-Naive Patients
(Last updated March 29, 2012; last reviewed March 27, 2012)

iral therapy (ART) is recommended for all HIV-infected individuals. The strength of this recommendation varies
on the basis of pretreatment CD4 cell count:

= (D4 count <350 cells/mm?® (Al)
= CD4 count 350 to 500 cells/mm* (All)
* CD4 count >500 cells/mm* (BIll)




Currently Underway

£\
START

TIMING IS EVERYTHING

When is the best time to start HIV medications?

This is one of the most important unanswered questions in HIV treatment, and the
START Study is a large international trial designed to answer it.

The Strategic Timing of AntiRetroviral Treatment-the START Study-is enrolling 4,000
HIV-positive people with CD4+ T-cells above 500 who have never taken HIV
medications.

Half of the volunteers will be randomized to start HIV medications immediately, and
half to wait to start treatment until their CD4+ T-cell counts fall to 350 or until HIV
symptoms develop.

The START Study is being conducted at over 235 clinical sites in 35 countries in North
and South America, Europe, Africa, the Middle East, Asia, and Australia. Enroliment is
expected to continue through December 2012 and study follow-up of all those enrolled
through December 2015.

Follow up to continue through Dec 2015

And There’s More...

« Early Treatment
— Prevents virologic failure
— Prevents resistance
— Improves T cell recovery
— Decreases non-AIDS related events
— Is associated with less drug toxicity
— Decreases damage caused by inflammation
— Increases life expectancy

Kitahata Topics in HIV Medicine 2010
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Starting HIV Medications
Early is Good for the
Public Health

ARV and Prevention

Event Driven

V V

Post Post

Exposure Exposure

Prophylaxis Prophylaxis

Risk Driven

HIV Positive: Treatment as Prevention

HIV Negative: Pre-Exposure Prophylaxis

ANN ANAAN AAN AA
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Test and Treat...A Model

A HV
— Nointervention
00204 — ART(D4+ when count <350 cells per L
Universal voluntary HIV testing an
mmediate ART
0015+
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Incidence per year

00054

Granich et al. Lancet 2009

the NEW ENGLAN D
JOURNAL o MEDICINE

ESTABLISHED IN 1812 AUGUST 11, 2011 VOL. 365 NO.6

Prevention of HIV-1 Infection with Early Antiretroviral Therapy

Ying Q. Chen, Ph.D ot M.P.H., Theresa G

Immediate ART Delayed ART
CD4 350-550 * CD4 <250

Primary Transmission Endpoint
Virally-linked transmission events

5/20/2013

10



HPTN 052: HIV-1 Transmission

Total HIV-1 Transmission
Events: 39

Linked

Unlinked or TBD

Transmissions:
11

Transmissions:
28

Immediate Delayed
Arm: 1 Arm: 27 N=1763 couples

\\ J

b < 0.001

HPTN 052 Prevention Conclusion

Early ART that suppresses viral replication led
to 96% reduction of sexual transmission of

HIV-1 in serodiscordant couples™***

****3% of these couples were MSM

tlm
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Rate of HIV transmission via anal 5-10 X greater than penile-

The Data Gap in MSM

vaginal sex 50 per 10,000 vs 10 per 10,000

Conflicting data from community and cohort studies estimating

Can extrapolations be made from vaginal sex?

impact of ARV coverage on transmission

San Francisco: Decreased Transmission (Das et al,2010)
Syndey: Unchanged (Jin et al,2010)

Netherlands: Increased (Holligsworth et al, 2008)
England: Decreased transmission on ART (Fisher 2010)

Barriers to Treatment as

Prevention |

HIV Treatment Cascade

1178

1 | N
00 * Numbers in thousands

481
- 427

e 128
L— )
L—p Muttiplies

to28%

T T T T 1
HIV- HIV- Linkedto  Retained On Suppressed
infected diagnosed  HIVcare  in HIV care ART viral load
(=200 copies/mL)

Engagement in HIV care
Ref MMWR 2011
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Barriers to Treatment as
Prevention |l

Estimates of HIV Transmission
by Awareness of Serostatus
Awareness: Accounting for:

~25%
Unaware

100

80

60

Percent

~75%
a0 Aware of
Infection

20

Infections

People Living New Sexual
With HIV/AIDS Infections Each Year

Marks G, et al, A/DS, 2006;20:1447-1450, Medsc

* Up to 34% of MSM with HIV are unaware of their status

» Less likely to know were:
— young MSM aged 18-29 (51%)

— racial/ethnic minority MSM (44%) Wejnert et al., CROI #90

Barriers to Treatment as
Prevention Il

A Risk of HIV transmission per coital act
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PEP/PrEP and Early Treatment
all work...But There Are
Barriers

You are preaching to the
choir...

5/20/2013
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We haven’t invited the right
people to church...

The Pews Are Only Half Full...

Current Model

HIV
Testing

HIV Care
Connection/
Services
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Future Model?

ﬂnmunity HIV HIV Organization
Testing Testing

NEG POS

Risk Population
Preventive Care
Connection/

Services

\\ Research /

HIV Primary Care=
Combination Prevention
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