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Presentation overview

 We pooled the rates of PrEP discontinuation, suboptimal adherence among those
who continued PrEP, and re-initiation among those who stopped PrEP

 The findings demonstrated that PrEP discontinuation in the first 6 months following
initiation is common worldwide

* By accounting for suboptimal adherence, we estimate that less than 30% of PrEP
initiators received the HIV protective benefit of PrEP within 6 months of initiation

 Demonstration projects, studies conducted in Sub-Saharan Africa, and studies that
did not include an adherence intervention had higher rates of PrEP discontinuation

 Poor PrEP persistence, with premature discontinuation, suboptimal adherence, and
infrequent restarts despite persistent or recurrent risk, undermines efforts to
maximize the prevention potential of PrEP
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Introduction

* Oral PrEP for HIV has shown high effectiveness in preventing HIV infection when the
drug is used with high adherence

High rates of premature PrEP discontinuation have hindered this prevention strategy
HIV seroconversion frequently occurs shortly after the discontinuation of PrEP

Data summarizing PrEP discontinuation are limited

Gaps in our current knowledge regarding stopping and restarting PrEP may
compromise maximizing the benefit of this prevention strategy

* This study synthesizes the estimated rates of oral PrEP discontinuation, suboptimal
adherence among those who continued using PrEP, and re-initiation among those
who discontinued

* We summarize the potential reasons and correlates related to PrEP discontinuation



Discontinuation of PrEP #ADHERENCE2022

Everyone living with HIV needs or will need
treatment at some point

Treatment must be taken every day in a fixed
schedule to be effective

Once started, treatment must be taken for life

No alternative provides what treatment offers

PrEP is neither
a one time nor a
lifelong
intervention.

Only those at high risk need PrEP

PrEP may still provide protection if taken less than
daily, depending on overall adherence patterns
and route and timing of exposure to HIV

PreP can be selected for periods of higher risk and
stopped at other times

PrEP users may choose other means to prevent
HIV acquisition, especially in periods of reduced or
periodic risk

PrEP can be
stopped as HIV
risk decreased or
diminished.

Mentioned Discontinuation of PrEP in guidelines from WHO, CDC, International Antiviral'Society-USA,
Briticsh HIV Association, Australasian Society of HIV, Viral Hepatitis, and Sexual Health Medicine, South
African HIV Clinicians Society

)
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¢ Databases before December 18, 2020 - longitudinal
studies (randomized controlled trials and longitudinal
observational studies)

Quality of evidence

e Quality Assessment Tool for Quantitative Studies,
including selection bias, study design, confounders,
blinding, data collection methods, withdrawals, and
drop-outs

Meta-analysis

e Estimated rates of oral PrEP discontinuation

e Suboptimal adherence among those who continued
using PrEP

* Re-initiation among those who discontinued




4129 records identified through MEDLINE, Embase,
and Cochrane Central Register of Controlled
Trials

— 13 duplicates removed

h

4116 titles and abstracts screened

—M 3893 papers excluded due to relevance

¥

223 full texts assessed and reviewed

164 papers excluded
121 assessed wrong outcome
P 42 had wrong design
1 full text not found
h
5O papers reporting discontinuation included in

reta-analysis
24 also reported adherence
8 also reported reinitiation
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Results:

discontinued PrEP
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6 months and less
Blackstock (2017)
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Kinuthia (2020)
Lahuerta (2017)
Lankowski (2019)
Montgomery (2016)
Morgan (2018)
Mugwanya (2019)
Noret (2018)

O'Byme (2020)
Reback (2019)

Rolle (2019)

Subtotal (I-squared = 99.8%, p = 0.000)

13 month and more
Cabral (2018)
Chan (2019)

Coyer (2020)

Drak (2019)
Glidden (2016)
Hojilla (2018)
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Results:

Suboptimal
adherence among
PrEP users who
continued

Subgroups

Overall

Follow-up length*

1-3 months

4-6 months

7-12 months

13-24 months

More than 24 months
Cross-sectional design
Study Regimen of PrEP
daily

On-demand

Both

Economies status of study sites

High income economies

Upper middle-income economies

Lower middle and low-income economies
Study Population

MSM

INY

IDUs

Gender at birth of subjects

male

Female

Both

Number
of studies

Pooled estimate on rate
discontinuation (%) (95

0
)

31.3 (26.2-37.0)

17.5 (0.5-45.8)
42.6 (29.4-56.9)
32.8 (25.3-41.3)
31.7 (16.2-52.8)

10.1 (8.9-11.5)
23.9 (15.0-35.9)

34.0 (28.5-40.0)
17.5 (13.9-21.7)
11.1 (7.6-15.8)

30.5 (25.3-36.4)
29.3 (14.7-49.9)
40.7 (21.4-63.3)

26.3 (22.1-31.1)
66.2 (39.2-85.6)
62.0 (58.6-65.3)

28.3 (23.0-33.6)
37.8 (14.7-68.1)
48.9 (27.9-70.3)

f
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Results:

Proportion of
participants with
suboptimal
adherence by time
period
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Individuals with suboptimal Proportion Weight

adherence (njN) (95% 1) (%)
<b months
Clement et al (2015} SE/84 069 (0-59-075) 406
Lahuerta et al (2017)5" 766 L—— 056 (0-44-0-68) 395
Montgomery et al (20163 220 = 0-10(-0-03-0-23) IEE
Reback et al (2019)5 251160 - : 016 (0-10-0-21) 424
Subtotal (F=97.3%, p<0-0001) a{f__:_‘:'—-w 038 (0-08-0-67) 16-14
=6 months to 12 months
Gill et al {20200 3437 084 (0-72-0-96) 3196
Grinsztejn et al (2018)* 98375 - 0-26 (0-22-031) 427
Grulich et al {2018)" 11143700 * 030 (0-29-0-32) 432
Hoenigl et al (2019)™ 12/58 —— 0-21 (0-10-0-31) 404
Hosek et al (2017)% 132{200 0-66 (0-59-0-73) 421
Hosek et al (2017)% 6178 078 (0-69-0-87) 410
Lalley-Chareczko et al (2018)% 15/50 — 030 (0-17-0-43) 391
Landovitz et al (2017) 102296 + 0-34 (0-29-0-40) 424
Liv et al {2016)™ 102/272 == 038 (0-32-0-43) 423
Liv et al {2019)™ Boj121 i 0-50 (0-41-0-58) 411
Marcus et al (2016)% 118/972 012 {0-10-0-14) 431
Martin et al (20177 4300573 075 (0-72-0-79) 429
Mboup et al (2018)3 B5/150 - 057 (0-49-0-65) 415
Mowore et al (20182 56320 - 017 (0-13-0-22) 428
Sarret al (2020)™ 114/168 068 (0-61-0-75) 419
Thigpen et al (2012)* 196/1219 - : 016 (0-14-0-18) 431
Tung et al (2018 58581 010 {0-08-0-12) 431
Subtotal (F=99-1%, p<0.0001) {1‘__‘; 0-42 (0-32-0-51) 7125
=12 months
Chan et al (2019)® 155/231 0-67 (0-61-0-73) 422
Koss et al (2020 35/116 —— 034 (0-25-0-42) 413
Molina et al (20170 96/336 - 0-29 (0-24-0-33) 426
Subtotal ('=98-0%, p<0-0001) -{E— 0-43 (0-18-0-69) 12-61
Overall (F=98.9%, p<0-0001) <= 0-41 (0-33-0-49) 100-00

1-0
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Results:

Individuals who reinitiated PrEF (n/M) Proportion Weight
(95% CI) (%)
»b months to 12 months
Hewey et al (20182 7l I 0-24 (0-09-0-40) 11-46
P ro po rt i on Of :u etal (2016)™ . 1584 - 0-18 (0-10-0-26) 1263
L. arcus et al (2016 380219 —— 0-17 (0-12-0-37) 12-94
p artici p ants w h (@) Subtotal {*=94-1%, p=0.72) {} 0-18 (014-0-22) 37.03
I =12 months
r.e In It Ia te d P r E P by Coyer et al {2020)% g6y - 0-13 {0-05-0-23) 1263
time p erio d Gliddan et al (2016)80 22j5k — 0-39 (0-26-0-52) 1196
Kioss et al (20208 10962205 . 0-50 (0-48-0-52) 1310
Krakower et al (2019)™ 164/239 - 0-65 (0-63-0-75) 12.87
Serota et al (2020)% 5491 _ 0-65 (0-55-0-75) 13-432
Subtotal (I'=06-9%, p=0-0001) -{\_'_::‘;- 0-47 (0-32-0-63) 62-97
Owerall (F=97-8%, p=0-0001) <>- 0-37 (0-22-0-52) 100-00
T T
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Results

e Reasons for and correlates of PrEP discontinuation

* Individual: low perceived risk of HIV infection, experiencing side-effects, concerns for
the long-term side-effects of PrEP , challenges with medication adherence or pill
burden, choosing prevention methods other than PrEP, and relocation

* Interpersonal: lack of family support
e Structural: cost or lack of health insurance, and inaccessibility to care

e Correlates of discontinuation.

* The most-reported factors positively associated with discontinuation were individual-
level factors, such as younger age, being female, and being transgender.



Discussion
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* A marginal correlation between higher discontinuation rates and HIV incidence
among GBMSM/TGW, further supporting the effectiveness of PrEP in reducing HIV
acquisition

* High heterogeneity in PrEP adherence assessments
* Highly variable discontinuation rates comparing different key populations

* A third of GBMSM and transgender women discontinued PrEP within 6 months of
initiation
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Conclusion

>

» Seventy percent of PrEP users either stopped or had suboptimal PrEP adherence
within six months of initiation.

e Among those who discontinued, nearly half restarted PrEP one year after the first
initiation.

» Strategies to encourage re-initiating PrEP for new or persistent risk should be a
focus of future PrEP implementation and are critical considerations even in the era
of long-acting PrEP.
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