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Background

* Treatment interruption (TI) has been studied in
clinical trials since triple therapy ART has been
available

— Minimise toxicity
* SMART study: RCT continuous vs CD4 guided
ART

— Sig M risk of death, Ol, and non-AIDS events!?

ISMART study Group, NEJM, 2006
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Analytical Treatment Interruptions

* HIV cure clinical trials assess strategies and
interventions aimed at achieving HIV
remission or virological control off ART

* Analytical treatment interruption (ATI) is a
structured, closely monitored, and temporary
cessation of ART

Analytical Treatment Interruptions

* Immunological and virological dynamics
during ATI are a critical outcome in cure trials

e Common feature of modern HIV cure trials
— Poses potential risks
— No standardised study protocols



Aim

Perform a systematic review of the literature
around Tl methodology in HIV clinical trials
— cure focused trials
— non-cure focused trials

Methods:

Systematic review (PRISMA) of clinical studies
where ART was interrupted by a clinician or
investigator.

Studies from 2000-2017
Excluded case reports, Tl shorter than 2 weeks
Extracted data

Descriptive analysis
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Records identified through Additional records identified through other
database searching sources
(n=1368) (Conference abstracts and reviewing
references from included studies
(n=43)
Y L

Records after duplicates removed
(n=3840

Excluded after reviewing
titles and abstracts
(n=314)

¥

Records for full text review

[n=526) Full-text articles excluded

(n=364)

170 data already extracted in
major paper
68 not clinician/investigator
directedTI
46 review articles: relevant
references extracted
Included Studies 14 case reports

(n=161) 64 not Tl studies
2 notavailable

Figure 1: PRISMA search strategy flow chart

Results

* 161 Tl studies (Jan 2000-July 2017)
* 101 non-cure focused
* 60 cure focused

25/09/2018



Number of studies without an
intervention have declined

— Non-cure focused studies
—— Cure focused studies

No. of studies

Cure interventions

Therapeutic vaccines (31)
IL-2 (4)

Interferon (3)

Antibodies (4)

Gene editing (2)
Hydroxyurea (2)

Early ART (3)
Combination (5)

Other (6)
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Tl studies

- Non-cure focused (n=101) Cure focused (n=60)

Study design 39 (39%) RCT 37 (62%) RCT
Median n (IQR) 27 (13-27) 29 (25-74)
Median age (IQR) 39 (35-42) 40 (38-44)
yrs 7 paeds studies 1 paeds studies
Majority male 64/72 (89%) 44/45 (98%)
4 studies - all male participants 12 studies - all male participants

Lower VL threshold to restart ART in
cure focused trials

B Non-cure focused studies
I Cure focused studies
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Cure focused studies monitor VL more frequently

Il Non-cure focused studies
Bl Cure focused studies

No. of studies
g

Frequency of VL monitoring

Variation in reported duration of Tl

* Set duration (38)
Opened ended (5)
Multiple sequential (9)

Minimum (5)
Maximum (17)
Mean (5)
Median (30)
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Cure focused studies did not have shorter Tl

I Non-cure focused studies
Il Cure focused studies
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Set point vs time to viral rebound

* BNADb studies (3)
— Time to viral rebound

—200-1000c/mL

* Therapeutic vaccine studies (31)
— Set point
—3000c/mL-300,000 c/mL
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Adverse Events

» 31/101 (31%) non-cure focused studies
reported AEs
* 15/60 (25%) cure focused studies reported AEs
* 1 death in cure focused studies
— out of 2148 participants
— Myocardial infarction 15 weeks into ATI

Prevention of HIV transmission

* 9/101 (9%) non-cure focused studies, 1/60 (2%)
cure focused studies reported counselling
participants about possible transmission risk and
advised safe sexual practices.

* No studies reported offering PrEP to partners of
participants
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* Cure studies: more frequent monitoring,
restart ART based on VL, lower VL threshold
- less adverse events reported

* Set point vs time to viral rebound Tl

* PrEP not offered to seronegative partners of
participants

Limitations

* Heterogeneity of studies
* Missing data
* Unpublished conference abstracts
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Conclusions

ATl increasingly being used

Heterogeneity in TI methodology, evolved over
time

Different aims to achieve HIV cure/remission
reflect different TI methods

PrEP and counseling re: transmission risk
reduction should be included in study protocols
for ATI trials
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Background

+ Analytical treatment interruptions (AT) are important endpoints in trials to
determine whether an intervention can lead to virological control off gayhomosexual, reflecting the epidemic in high income countries. 95%

antretroviral therapy (ART). reported receiving ART and 86% had undetectable VL
Understanding of ATI acceptability and how R should be conducted amongst  .45% heard of ATl and 55% thought HIV cure achievable within 10 years.
peaple living with HIV (PLHIV) and their HIV healthcare providers +Preferred frequency of CD4, VL and clinical montoring during AT was
(Providers) is imited monthly (31%, 36%, and 39% respectively) (Fig. 2)

+35% would not accept a sustained period with viremia during TI, even if
Methods well, and would want ART recommenced when VL became detectable
+2 online surveys for were designed in collaboration with the Australian HIV (Fig. 1)
Cure Community Partnership; one for PLHIV, and one for Providers, and were

PLHIV
«442 PLHIV completed the survey: 78% male (table 1), 64% identified as

hosted online at HIVcure.com.au, an online hub developed to engage A
community in the field of HIV cure research qamont
“Survey links were disseminated to community based organisations, research
groups, professional societies and other groups conducting advocacy for monthl
PLHIV via social media platforms and newsletters
*Responses were collected from July 2017-January 2018. q2weekl m v
*Surveys assessed understanding and acceptabilty of different monitoring
strategies during AT (frequency of CD4, viral load (VL) and clinical weekly W CD4
assessment), potential risks of Tl and prospect for HIV cure. [ Clinical review
+A descriptive analysis of survey resuls was performed and comparable twice 3 weel
responses between PLHIV and Providers were analysed using chi’ test
= % ° » » L ® Ld
|_PLHIV (n=442) Providers (n=140) | n(%) | % respondents
Gender Practice location
e 508 »en Fig.2: PLHIV proferred monthly monitoring
Ru 4 Q)
Fomale 75(22) [Tortiary teaching hospial 72 61) Comparable responses
egioral hospital 5 () “Higher optimism for HIV cure and decreased acceptabiliy of sustained
Sexusi heaith clinic 21 (15 viremia during ATI in PLHIV compared 1o Providers
o] LA +Providers were more aware of ATI
m::vnz‘:"*““ - ::;'z“‘:nz'ﬂ“’ _— «Transmission of HIV to a negative partner during ATl was a concern to both
North America/Canada | 108 (31) [North America/Canada 0 g::yp:;:;:ﬂzl;::{:m;i:ﬂzlr:r:::;;::oonﬂed Lo
Western Europe 92(27) |Eastem Evope 0
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