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Summary of research findings

A recent study has published critical new data on use of the dapivirine
vaginal ring (PreP ring or ring) among adolescent girls and young women in
eastern and southern Africa, offering evidence that the ring is safe, effective,
and highly acceptable.

In 2021, the World Health Organization recommended the PrEP ring as an additional prevention option for
women at substantial risk of HIV, noting some variability in effectiveness due to low use or adherence among
young people. Since then, several African countries have updated their national HIV prevention guidelines to
include the PrEP ring, but all maintain restrictions on use by adolescent
girls and young women (AGYW) under the age of 18 years old.

Recent studies on PrEP ring use by AGYW provide evidence of the
safety, efficacy, and acceptability of the PrEP ring. Moreover, a recent
study among AGYW in Africa found that individuals who chose the ring
had moderately high adherence and would benefit from having a choice
of pre-exposure prophylaxis (PrEP) options to best meet their needs and
preferences.! These studies could pave the way for the PrEP ring to be
included in national guidelines and become a more accessible HIV
prevention method for AGYW, a population with an already high
likelihood of exposure to HIV.

What do we know about the PrEP ring?

Efficacy: The monthly PrEP ring reduced HIV-1 incidence by about 30
percent compared to placebo in two Phase 3 trials.?3 Efficacy was lower
among participants ages 18-21 due to low adherence and greater

among participants who used the ring at least some of the time. Two
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subsequent open-label extension studies — DREAM and HOPE — found increased ring adherence compared

to adherence in the clinical trials.%> Multiple efficacy analyses among participants who used the ring
consistently suggest that the PrEP ring can reduce the likelihood of HIV acquisition during receptive vaginal
intercourse by 50% or more with consistent use throughout the month.®7 A recent secondary analysis
suggests a 63% risk reduction per-sex-act when ring is used consistently.?

Safety profile: The ring was well-tolerated with long-term use, with no

Policy considerations: statistical difference between the active dapivirine group and the

An expansive body of evidence
can inform updates to national different PrEP ring formulations on multiple continents support the

placebo group in the Phase 3 trials.®* Fifteen safety studies of

PrEP guidelines on use of the ring’s tolerability profile, including one study of ring safety among
PrEP ring by people younger

users ages 15—-17; another study among ring users ages 16-21 in
than 18 years old.

Africa confirmed tolerability in this age group.2? In both studies, the
safety profile of the ring among people younger than 18 was similar to
the strong safety profile seen in adults.3> Safety studies of PrEP ring use during pregnancy and breastfeeding
have shown a favorable safety profile among pregnant and breastfeeding people and their infants; these
were not powered to conduct sub-analyses by age.10.11

Adherence: While early studies suggested that adherence might be lower among AGYW when compared to
older women, later studies showed this might not be the case. Early clinical trials on PrEP ring use in Africa
found lower adherence among AGYW younger than 21 compared to women 21 and older. Additional
placebo-controlled trials and open-label extension studies showed similarly low use in women younger than
21. However, in a more recent study, adherence to the ring was moderately high among AGYW ages 16-21
who chose the ring and similar to adherence by those who chose oral PrEP.! Participants who adhered well to
oral PrEP were more likely to choose oral PrEP when given an option, while participants chose PrEP ring
regardless of previous adherence. A menu for adherence support was employed, including weekly phone
calls, daily SMS, in-person and remote support groups, and additional counseling sessions were offered.
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Preferences differed drastically by country, but the most popular strategies were in-person clubs and weekly

calls. Preferences changed over time in the study as well (i.e., daily SMS to weekly calls) suggesting that
participants felt less of a need for adherence support over time.!2

Acceptability: Multiple acceptability studies were conducted to assess product preferences among women in
Africa, and acceptability data were also collected in clinical studies of the PrEP ring. All these studies found
vaginal rings to be acceptable for HIV prevention, and nearly all participants expressed interest in using the
ring if it were shown to be effective and made available. 1314 More than 90 percent of participants in Phase 3
trials of the PrEP ring reported that the ring was comfortable to wear on a daily basis, and many noted that
neither they nor their partner could feel it during sex.#* Research on PrEP ring use among people ages 15-21
in Africa showed that ring was highly acceptable among in this age group; AGYW may actually be more likely
to report the ring as acceptable in comparison to oral PrEP.1 Furthermore, among African AGYW who had
experience with both ring and oral PrEP use, about two-thirds opted to use ring when give a choice of
products. When given a choice between oral PrEP, ring, and no product, most AGYW chose a PrEP method
rather than no method at all, and continued to use a method for six months with limited switching.

Conclusion and recommendation
Research conducted with the PrEP ring in eastern and southern Africa is expansive, including clinical trials,
open-label studies, acceptability studies, and qualitative/behavioral research. Ring research carried out in this
region to date has included more than 8,700 participants, including adolescent girls and young women and
emphasizes the following:
e The PrEP ring is safe, effective, and well tolerated by people under 18 years old
= AGYW who choose the PrEP ring show moderately high adherence, similar to those who choose oral
PrepP
= When given a choice of PrEP methods, most AGYW choose to use PrEP rather than no method at all
= AGYW who were able to use oral PrEP well are more likely to select oral PrEP when given a choice of
methods
=  AGYW who have used oral PrEP and PrEP ring find both products highly acceptable

This evidence helps support a recommendation that PrEP ring to be made available to AGYW as an additional
PrEP option.
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PrEP ring research among AGYW in eastern and southern Africa

Study Description Study location(s) Participant sample Status

MTN-034/ Phase 2a, randomized, open- | 4 sites in Zimbabwe,  total sample: 247 Data

REACH label, crossover study. Uganda, South Africa = AGYW ages 16-21 collection
Participants used the PrEP (inclusive) completed in
ring monthly for 6 months, Zimbabwe: 60 (28 September
oral PrEP (Truvada) for 6 ages 16-17) 2021.
months, and then chose the Interim
ring, Truvada, or neither for Uganda: 60 (20 ages  [&sults
the final 6 months. The study 16-17) presented at
will evaluate the safety and IAS 2021.
acceptability of and Final results

South Africa (2 sites):

adherence to the ring and 127 (37 ages 16-17) presented at

oral PrEP in users ages 16— CROI 2022,

21. and final
manuscript
published in
2023.

MTN-034 key takeaways: Most participants reported that the ring and oral PrEP were acceptable (88% and
64%, respectively). More than 50% of participants had high adherence levels with both products. About two-
thirds of participants chose the ring during the choice period, with those who had high adherence to oral PrEP
during the randomization period more likely to select oral PrEP in the choice period.
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