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Abstract

Background—Low adherence has contributed to disappointing results for trials testing vaginal
microbicides for HIV prevention. This study engaged former gel trial participants to understand
the reasons behind low adherence and seek suggestions on how to improve products and adherence
to microbicides. This analysis examines the impact of participant perceptions of male partners on
participant adherence and suggestions on how to address those issues.

Methods—Eight focus group discussion workshops were conducted with 46 former microbicide

trial participants in South Africa and Tanzania. Participants provided feedback on why women join
trials, barriers to using gels and reporting adherence accurately, and how adherence and adherence
reporting can be improved.

Results—Participants reported that male partners can affect women’s ability to use gels. For
some, the lubricating effects caused relationship conflicts due to suspicion of male partners about
infidelity. Needing to provide sex to partners on demand was a barrier to gel use. Participants
suggested a gel formulation which was thicker and less noticeable, and explicit male partner
engagement to enhance understanding of the purpose of the gels.
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Conclusion—The imbalance of power in intimate relationships affects the ability of women to
use microbicides as directed. To improve adherence to HIV prevention methods within trials and
for successful rollout of proven HIV prevention methods in populations, it is important that the
complicated dynamics of sex and relationships be taken into greater consideration and that women
receive targeted support to navigate product use and communication within the context of these
gender dynamics.
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Introduction

The impetus for vaginal microbicide research for HIV prevention arose over two decades
ago out of the need for women to protect themselves from HIV without having to rely on
male cooperation to use condoms. HIV disproportionately affects women, who often do not
have a choice about how and when they have sex. Structural factors perpetuate environments
where women have less autonomy than men.1=> A range of HIV prevention methods which
women can use themselves is still urgently needed. Multiple clinical trials, largely conducted
in Africa, have tested the effectiveness of candidate microbicide gels, with disappointing
results.5-18 Low adherence has likely played an important role in many of these trials being
unable to accurately characterise the biological efficacy of the candidate products.19-24 With
1% tenofovir gel, the link between suboptimal adherence and the lack of demonstrated
efficacy has been shown in VOICE® and FACTS00125. As adequate adherence has been a
challenge during trials, the field has shifted focus towards methods which do not require
daily or coitally dependent adherence such as vaginal rings, and long-acting injectable pre-
exposure prophylaxis (PrEP).

Despite the challenges of adherence in microbicide trials, analyses from CAPRISA004 and
VOICE suggest that when vaginal gels of 1% tenofovir are used regularly, they can reduce
the risk of HIV infection.%26-28 The need for on-demand and topical products is important
from a public health perspective and support for these methods exists among researchers and
community stakeholders.2%:30 A range of effective products which meet the different needs
of users and the needs of users at different times in their lives will support optimal public
health benefit for HIV prevention.

This small qualitative study sought to engage former vaginal microbicide gel trial
participants in two African countries to better understand the reasons behind low adherence
and seek their suggestions on how to improve future products and adherence to these
products. This research was grounded in the principles of community engagement31:32: as
the field continues to design and implement trials to identify HIV prevention options and
rolls out proven methods into communities, it is critical to understand the context of the lives
of women and how gender dynamics affect their adherence to products.
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Former microbicide gel trial participants from the Microbicides Development Programme
301 (MDP301)8 and the Vaginal and Oral Interventions to Control the Epidemic (VOICE)33
clinical trials, participated in 8 focus group discussion workshops (FGDWSs), a novel method
which combines focus group discussions with participatory activities, in Tongaat, South
Africa and Mwanza, Tanzania in 2014. MDP301 was a randomised, double-blind, placebo-
controlled phase 111 clinical trial of a coitally dependent regimen of PRO2000 gel, conducted
in South Africa, Tanzania, Uganda, and Zambia and completed in 2009.8 VOICE was a
randomized, double-blind, placebo-controlled phase IIB trial of a daily use regimen of 1%
Tenofovir gel (as well as oral pre-exposure prophylaxis--PrEP), conducted in South Africa,
Uganda, and Zimbabwe and completed in 2012.33

Recruitment Procedures

In Tongaat, a randomised list of trial participants was used to contact former MDP 301 and
VOICE gel participants via mobile phone. In Mwanza mobile phone numbers were not
available; former MDP301 participants were traced by car and then by foot using locator
narratives, by geographical areas alternating between urban and peri-urban areas. Former
participants interested in participating were booked for a FGDW session.

Focus Group Discussion Workshops (FGDWSs)

Four FGDWs were conducted in each location. In Tongaat two FGDWs were held with
former MDP301 participants, and two were held with former VOICE gel participants. In
Mwanza all four FGDWs were held with MDP 301 participants, because no other
microbicide trial had been conducted in Mwanza. FGDWSs were organised by trial, and then
by general age categories. FGDWs ranged from 2-9 participants each, with an average of
about 6.

FGDWs began with a discussion, using a simple diagram, about how microbicide trials
compare HIV incidence in trial arms to identify potentially efficacious products. How low
adherence can prevent interpretation of trial results was discussed using the Carraguard trial
as an example, which included a picture of dye-stained applicators.15:34:35 This was
provided so that participants could understand the importance of adherence and offer
meaningful recommendations. FGDWs included discussions and participatory activities
addressing motivations for participation, trial experiences, gel use and its reporting, feelings
and needs of participants, perceptions about trial staff and trial beneficiaries, options for
different prevention technologies and trial designs, and an activity where participants
designed future hypothetical microbicide trials to include their recommendations for
improving adherence and its reporting. Participatory activities included activities such as
role plays, group work, brainstorming, and sorting activities. FGDWs lasted approximately
2-4 hours. Modifications to the FGDWs were made in real time to adjust to each group’s
dynamic. FGDWs were conducted in Swahili in Mwanza and in isiZulu in Tongaat.
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Due to the length and intensity of the FGDWSs, each workshop was facilitated by two trained
individuals: one who led the discussions and one who led the participatory activities. All
FGDWs were audio recorded and contemporaneous written notes were taken.

Data Processing and Analysis

Each FGDW was followed by a debriefing session with staff to discuss what was said or not
said, what worked, and what might need to be modified for the next day’s FGDW.
Debriefing sessions began the initial analysis of the data with respect to participant
perspectives.

Audio recordings were transcribed verbatim by a trained individual and then reviewed.
Transcripts were then translated by native speakers and reviewed for accuracy. Transcripts
were coded inductively (using NVivo 10) for themes which emerged from the data, by the
principal investigator who was present at each FGDW.38 Analytic memos were used to
reflect on the meaning of quotations, relationships between themes, differences between
groups, and identification of overarching themes. After codes were harmonized and
organized, 100% of the transcripts were coded a second time for quality assurance.

This analysis focuses on participant perspectives of how male partners influenced their
adherence and suggestions from participants on how to improve adherence with regard to
male partners. Perception of male partner influence emerged from participants as an
important theme and had not been included in the semi-structured FGDW guides. Themes
presented below cover the vulnerability of women due to male partner infidelity, participant
report of male partners as a barrier to gel use, participant report of male partner reaction to
vaginal differences during sex, and participant suggestions to address barriers to adherence
related to male partners.

A separate analysis examines the underlying needs of participants and how those needs
intersect with the assumptions and objectives of microbicide trials, and will be published
elsewhere.

Ethical review

Results

This study was approved by the Tanzania Lake Zone Institutional Review Board, the
Tanzanian National Institute for Medical Research, the South African Medical Research
Council Ethics Committee, and the London School of Hygiene & Tropical Medicine Ethics
Committee. All participants provided written informed consent.

Participants

A total of 46 participants participated in this study (Table 1). In Tongaat, 188 former
MDP301 participants were called; of those, 26 were reached, 20 expressed interest in
attending, and 14 participated in a FGDW. In Mwanza, 128 former MDP301 participants
were traced in person; 31 expressed interested in attending, 10 former participants who were
encountered by chance or through invitation of a fellow participant expressed interest, and
27 women participated in the present study. In Tongaat, 124 former VOICE gel participants
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were called; 26 were reached, 18 expressed interest in attending, and 5 participated in a
FGDW.

Participants ranged in age from 24-73 years (Table 1). Most were not formally employed.
Most participants in Tongaat had completed or had some secondary education. Most
participants in Mwanza had completed or had some primary education.

Male partner infidelity and vulnerability of women

Participants discussed how HIV has affected women more than men, and how they feel at
risk in their relationships due to male partners having multiple sexual partners. They
discussed how men often refuse to use condoms and that leaves them with no way to protect
themselves. This reality motivated some women to join microbicide trials so they could have
access to a potential HIV prevention method they could use on their own.

...really awoman’s life is always at risk he [a husband] can go somewhere for a job
like [a far location] and not come back. I do not know with whom he is sleeping
with wherever he is--he may come back with something and infect me with it.

33, Tongaat Participant 1

I had a problem that my baby’s father did not want us to go there into using a
condom. | did not trust him saying he does not eat a sweet in a paper.

28, Tongaat Participant 2

The man may have had sex outside there with three or even four women, he will
just force you to have sex with him; therefore when you get the gel, maybe a little
gel, you will at least be trusting yourself.

54, Mwanza Participant 10

Even though participants understood they might receive either the active gel or the placebo
gel, some participants were hopeful that the gel might prevent them from getting HIV, as
they had no other means to protect themselves.

Male partners as a barrier to gel use

Despite interest of some participants in using the gel, they discussed the reality of the power
imbalances they experienced in their relationships with men. Some women found that their
male partners did not want them using the gel, and that affected their ability to adhere to
protocol instructions for gel use.

It is true that you can be pressed by the man that you shouldn’t use many gels...
Now you find many gels remaining unused...

42, Mwanza Participant 11
He did not like the condom and the gel as well. He did not like both.
28, Tongaat Participant 2

For some participants, the need to be ready for sex as soon as their male partners demanded
it prevented them from inserting the gel before sex and thus impacted their consistent use of
gel during the trial.
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When you have hidden the gel, and your husband needs you [wants sex], it means
you don’t have time to prepare as you will be late, so you just have to go ahead, and
you haven’t inserted the gel.

42, Mwanza Participant 11

This was particularly the case when male partners had not been informed about the gel,
when trial participants’ homes had outside latrines, and when their partners demanded sex
late at night or early in the morning. Participants who discussed this problem noted that they
had to be ready when their partner “needed” sex, and that they were not in a position to
make him wait, as he would not be understanding if she was not able to provide sex at the
time that he wanted it. In those instances, the participants stated they were unable to use the
gel, despite wanting to.

One participant noted that the combination of needing to insert the gel secretly in an outside
latrine, and needing to provide sex to her partner on demand meant she was not able to use
the gel as she had hoped:

...the surroundings where most of us are living are difficult... you go to wash [for
post-coital cleansing]...when you return your partner wants [sex] again, and you
don’t have that time of evading him, he will demand. It is already two or three
o’clock, to go outside again...Really it was difficult. It is those surroundings which
make us fail to get time ...to insert the gel again.

42, Mwanza Participant 12

Male partner reaction to vaginal differences during sex

Many participants noted that the gel, once inserted into the vagina, made a noticeable
difference that could be detected by their partners. For some, this increased lubrication was
not a positive attribute and raised suspicion about her fidelity with their male partners. This
was in particular noted by participants in Mwanza.

... if he finds that it is watery he starts questioning you that ‘what is wrong with
you, why were you not like this on other days?” That is the problem which is there.

32, Mwanza Participant 13

This increased lubrication was reported to create conflict in some relationships in Mwanza.
Male partners noticed the difference in their female partners and, in some cases, associated
this increased lubrication with infidelity, at times to the point of accusing some trial
participants of being unfaithful.

... he will tell you that maybe you have had sex with other men because he will
find that there is a difference...they were saying that it [the gel] was bringing them
problems; they were using it but quarrels and problems never ended inside the
house.

32, Mwanza Participant 13

Some participants explained that partners disapproved of them using the gel and when they
chose to use the gel, it created conflict in the relationship. Some participants who had been
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in this situation had to make a choice between using the gel, which they hoped would protect
them, and not using the gel, to avoid further discord with their partners. Other participants
chose to discuss the gel with their partners and found resolution.

...personally I used the gel like it was directed and at the beginning -- it brought
some arguments at home until | came to ask the doctor why does my husband
complain when I insert the gel, he says that | have become watery; what is wrong
with me and what should | do? The doctor told me ‘go and involve him, you should
show him.” In fact I did so. | went to involve him that | have these medicines [gels],
therefore you shouldn’t worry. When he knew that | was using that thing [gel] there
was no quarrel again.

60, Mwanza Participant 14

Participant suggestions to address adherence barriers related to male partners

Improved formulation of gel—Mwanza participants had recommendations about the gel
formulation. These participants recommended that it should have a less-watery consistency,
less volume, not be as highly lubricating, and have a warming sensation upon application;
packaging could also be more discrete (Table 2). Some thought that vaginal capsules might
solve this problem or that the microbicide should be available in both formats, capsules and
gel. Some acknowledged that different bodies are different, thus what works for one person
might not work for another. Mwanza participants spoke of the importance of making these
changes so that the microbicide could be used covertly, which was important for some, and
so that microbicide use would not be surprising for the male partners who might notice a
difference during sex and then accuse the trial participants of having sex with other men.

My suggestions are ...[the] medicine [gel] should continue being improved so that
it should be warm, | mean that gel should not be light [liquidy], it should be heavy
[thick].

40, Mwanza Participant 15

So that when you bring it here at least it should have some certain warmth to make
the man also get the desire when she inserts it inside the vagina.

39, Mwanza Participant 16

Explicitly include male partner engagement into trial design—While some
participants chose not to disclose gel use to their partners, others thought it was important to
let long term partners know about the gel. Some participants who wanted to include their
partners expressed concern about their lack of confidence or skills to effectively engage their
partners. Participants advocated for better inclusion of male partners in the research process.
Many agreed that if there were more support in the trials to engage and educate male
partners, it would be extremely helpful. They thought that male partners would likely be
supportive of the gel and the research, thus improving a trial participant’s ability to adhere to
the study protocol and use the gel as directed.
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...men should be given education on how to protect themselves against HI\V
infections, they should be educated about the gel; the participants are not supposed
to be women only, and young men too need education.

30, Mwanza Participant 17

...when this project starts it should involve men and women and there shouldn’t be
something like a secret; if her partner doesn’t like it, it’s better she quits, if her
partner will be ready then she should agree; particularly those with husbands...

... if you involve him, he will understand... We have said that education should be
given openly to both sexes.

60, Mwanza Participant 14

Participants suggested that male partners should be included from the beginning of the
process and that there should be opportunities for them to receive counselling on HIV,
health, the research, and the gel. Participants thought this education should be detailed and
complete, so that trial participants and their partners would not be left with doubts.
Participants also noted that better education would help the trial participants themselves to
have courage and strength to tell their male partners about the details of the trial. Participants
thought that once male partners were involved and understood the purpose of the study, they
would be supportive. For a coitally dependent regimen, this support could translate into, for
example, male partners being willing to wait for participants to insert the gel just before sex,
thereby increasing adherence.

Hopefulness and desire for gel—The purpose of this qualitative study was to ask
former microbicide trial participants about the reasons for low adherence in past microbicide
trials and hear their suggestions for how to improve adherence. Therefore, the results
reported here focus on barriers. Despite these discussions during the FGDWs, there was a
strong sense of appreciation for the trials that was spontaneously expressed by participants.
This included deep interest in the gels and optimism that microbicide gels would be an
important HIV prevention technology, if found to be safe and effective.

...for example, for us barmaids, we were seeing that it was helping us...we were
using the gel every time; now | mean for the others, maybe they were using it
occasionally, but for us, we were working at places where there were many people,
in fact it was helping us very much.

40, Mwanza Participant 15

Although many challenges were discussed, especially around managing gender dynamics in
the relationships, participants remained hopeful that these challenges could be addressed.
This optimism was grounded in their strongly expressed need to have prevention methods to
protect themselves from HIV.

Discussion

While the microbicides field has endeavoured to discover a female-controlled product
women can use to prevent sexual transmission of HIV, ironically, the field has learned
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through the process of conducting microbicide trials that male partners, and women’s
perceptions of their reactions, are important factors in determining female trial participants’
ability to adhere to the study regimens.37-39 Participants reported that women who desired to
use the study gels as directed were sometimes not able to do so due to imbalances in gender
norms and factors related to their male partners. In some cases, male partners did not like the
lubricating effect of the gel, or forbade their female partners to use the gel. In other cases,
trial participants feared using the gel because their male partners had accused them of being
unfaithful, due to the increased lubrication. In yet other cases, the need to be ready for sex
exactly at the time their partner demanded it meant there was no time for insertion of the gel.
The experiences of these trial participants highlight the need for women to have more
control over their own health and additional means to protect themselves from HIV
infection.

An important aspect of male partner influence on participant adherence was related to gel
attributes. As discussed by some participants in Mwanza, the gel consistency made it
difficult to use covertly, was not always liked by male partners, and put some women at risk
for being accused of infidelity, thereby causing discord within trial participants’ intimate
relationships. There were participants in this study who also mentioned positive effects of
the gel, consistent with previous studies.3%-4% Participants were supportive of the idea of a
gel for HIV prevention and thought that negative aspects could be addressed with improved
formulation. Some lubrication was seen by some as positive, but not so much that the gel
could not be used covertly. Vaginal suppositories or a dissolving film would provide an on-
demand form of protection but potentially with less obvious lubrication.

The effect of male partners, or perceptions about male partners, on product use has also been
observed in trials with products that are arguably more easy to use covertly, such as vaginal
rings and oral PrEP.46:47 |n the ASPIRE vaginal ring study, having an unsupportive male
partner, as reported by female participants, was associated with lower ring adherence.46
Research has also shown that a proportion of women experience social harms within HIV
prevention trials including gel and pill users in VOICE, and vaginal ring users in the Ring
Study, and ASPIRE.*8 Women in the Partners PrEP study (oral PrEP) and ASPIRE studies
who reported social harms had lower adherence than women who did not report such social
harms.4950 Research is increasingly demonstrating that when women use any HIV
prevention option, due to societal gender dynamics, they will need to navigate informing
their longer-term partners37:38.:51-56 or anticipate partner discovery, and that those
circumstances can impact product adherence.

In the present study, participants longed for greater support to engage their male partners,
and believed that such support would result in more partner agreement for product use. More
robust provision of HIV and health information to both partners, joint orientation to the trial,
and tours of the laboratory and clinic facilities are examples of strategies which were not
available to MDP301 participants in Mwanza, who were most vocal about the need to
support male engagement. However, male clinic attendance was observed to be low (12.9%)
in the ASPIRE study when this was offered8 Participants also thought that support for male
engagement could be in the form of helping women to better understand the research and
products, and to better communicate with their male partners. Participants lacked confidence
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about the best ways to engage their partners and requested assistance to better communicate
with their partners.

The growing body of evidence from HIV prevention trials shows that consideration of
gender dynamics is not only an important issue for successful adherence in trials, but will be
key for real-word settings where women want to or need to negotiate their product use for
any HIV prevention method with male partners. Therefore, a successful HIV prevention
approach includes not only identifying effective HIV prevention tools, but developing
strategies to roll out these methods in ways which empower women to negotiate the gender
dynamics and communicate with their partners successfully. A cluster randomised HIV
prevention intervention in South Africa which sought to engage male partners to improve
power, communication, and relationship conflict saw modest improvements with both
gender-separate and couples-based interventions.>” More research is needed to determine
how best to empower women to effectively engage male partner support around adherence to
HIV prevention methods.

This was a small qualitative study which asked former participants to recall their
participation in past microbicide trials. For most, considerable time had passed, which could
affect their ability to remember. The majority of participants represented MDP301. Two
contrasting locations and cultures were selected. Due to small sample size, group differences
between the locations and trials did not emerge, with the exception of concern for gel
consistency by Mwanza participants. The unique format of FGDWs included discussion and
participatory activities, addressing research questions from several angles. As participants
were asked about adherence, they may have used their partners as an excuse for their own
low adherence. The FGDW format, where women were not directly asked about their own
adherence, and could speak about others, attempted to minimise this effect. This study was
independent of the initial trials-- this, together with the time elapsed since trial participation,
may have supported participants to speak more candidly. While this study is not
representative of all microbicide trial participants, views reported here add to the body of
understanding of trial experiences. This was the first participatory qualitative study
conducted to engage microbicide trial participants in explicitly thinking about the design of
microbicide trials to address the challenge of suboptimal adherence.

Conclusion

Results of this research have shown that the imbalance of power in intimate relationships
affects the ability of women to use vaginal gels with good adherence. The impact of gender
dynamics on adherence has been identified in HIV prevention trials of different modalities.
For optimal trial design and programmatic rollout of HIV prevention methods, it is
important that donors, sponsors, researchers, and implementers understand the complicated
nature of sex and intimate relationships, within the context of a world that provides fewer
freedoms and opportunities for women than it does for men. Women want and need a range
of HIV prevention options which can empower them to protect their lives. Women also need
support to have greater self-efficacy to talk to their male partners and negotiate use of these
tools in their relationships.

J Acquir Immune Defic Syndr. Author manuscript; available in PMC 2021 June 01.



s1duosnuBIA Joyiny sispund DN edoin3 ¢

s1dLIOSNUBIA JoLINY sispund DN 8doin3 ¢

Miller et al.

Page 11

Acknowledgements

We thank the participants who joined the study, shared the realities of their lives, and gave candid feedback. Thanks
to Renee Street for critical feedback on the study design, implementation, and manuscript. Thanks to Shelley Lees
for helpful feedback on the study. Thanks to Nozipho Vilakazi, Funeka Mthembu, Sizah Sukazi, and Veronica
Celestine for skilled support with implementing the FGDWs. Thanks to Duduzile Dlamini, Sicelo Mthimkhulu,
Winnie Hlophe, Fanele Ntombela, Happiness Ng”habi and Stanslaus Shitindi for support with transcription and
translation. Thanks to the administrative staff at the HIV Prevention Research Unit and MITU.

Funding
This study was supported by the Economic and Social Research Council, the LSHTM Tropical and Epidemiology
Group (TEG) and by the HIV Prevention Unit’s Capacity Development Programme of the South African Medical
Research Council.
RH receives funding from the UK Medical Research Council (MRC) and the UK Department for International
Development (DFID) under the MRC/DFID Concordat agreement, which is also part of the EDCTP2 programme
supported by the European Union (Grant Ref: MR/R010161/1).

References

1. Li Y, Marshall CM, Rees HC, Nunez A, Ezeanolue EE, Ehiri JE. Intimate partner violence and HIVV
infection among women: a systematic review and meta-analysis. J Int AIDS Soc. 2014; 17

2. Abdool Karim Q, Sibeko S, Baxter C. Preventing HIV infection in women: a global health
imperative. Clin Infect Dis. 2010; 50(3):S122-9. DOI: 10.1086/651483 [PubMed: 20397940]

3. Devries KM, Mak JYT, Garcia-Moreno C, et al. The Global Prevalence of Intimate Partner Violence
Against Women. Science (80-). 2013; 340:27-28. DOI: 10.1126/science.1240937

4. Auerbach JD, Parkhurst JO, Caceres CF. Addressing social drivers of HIV/AIDS for the long-term
response: conceptual and methodological considerations. Glob Public Heal. 2011; 6(3):S293-3009.
DOI: 10.1080/17441692.2011.594451

5. Wamoyi J, Mshana G, Mongi A, Neke N, Kapiga S, Changalucha J. A review of interventions
addressing structural drivers of adolescents’ sexual and reproductive health vulnerability in sub-
Saharan Africa: implications for sexual health programming. Reprod Health. 2014; 11(1)doi:
10.1186/1742-4755-11-88

6. Kreiss J, Ngugi E, Holmes K, et al. Efficacy of nonoxynol 9 contraceptive sponge use in preventing
heterosexual acquisition of HIV in Nairobi prostitutes. JAMA. 1989; 268(4):477-482.

7. Roddy R, Zekeng L, Ryan K, Tamoufe U, Weir S, Wong E. A controlled trial of nonoxynol 9 film to
reduce male-to female transmission of sexually transmitted diseases. N Engl J Med. 1998; 339:504—
510. [PubMed: 9709043]
8. McCormack S, Ramjee G, Kamali A, et al. PRO2000 vaginal gel for prevention of HIV-1 infection
(Microbicides Development Programme 301): a phase 3, randomised double-blind, parallel-group
trial. Lancet. 2010; 376(9749):1329-1337. DOI: 10.1016/S0140-6736(10)61086-0 [PubMed:
20851460]
9. Marrazzo J, Ramjee G, Nair G, et al. Pre-exposure Prophylaxis for HIV in Women: Daily Oral
Tenofovir, Oral Tenofovir/Emtricitabine, or Vaginal Tenofovir Gel in the VOICE Study (MTN 003).
Conference on Retroviruses and Opportunistic Infections. 2013
10. Rees, H; Delany-moretlwe, S; Lombard, C; , et al. FACTS 001 Phase Il Trial of Pericoital
Tenofovir 1% Gel for HIV Prevention in Women. Conference on Retroviruses and Opportunistic
Infections; Seattle, USA. 2015. 26LB

11. Richardson B, Lavreys L, Martin H, et al. Evaluation of a Low-Dose Nonoxynol-9 Gel for the
Prevention of Sexually Transmitted Diseases. Sex Transm Dis. 2001; 28(7):394-400. [PubMed:
11460023]

12. Van Damme L, Ramjee G, Alary M, et al. Effectiveness of COL-1492, a nonoxynol-9 vaginal gel,
on HIV-1 transmission in female sex workers: a randomised controlled trial. Lancet. 2002;
360(9338):971-977. [PubMed: 12383665]

J Acquir Immune Defic Syndr. Author manuscript; available in PMC 2021 June 01.



s1duosnuBIA Joyiny sispund DN edoin3 ¢

s1dLIOSNUBIA JoLINY sispund DN 8doin3 ¢

Miller et al.

13.

14.

15

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.
31.

32

Page 12

Peterson L, Nanda K, Opoku BK, et al. SAVVY (C31G) gel for prevention of HIV infection in
women: a Phase 3, double-blind, randomized, placebo-controlled trial in Ghana. PLoS One. 2007;
2(12)doi: 10.1371/journal.pone.0001312

Feldblum PJ, Adeiga A, Bakare R, et al. SAVVY vaginal gel (C31G) for prevention of HIV

infection: a randomized controlled trial in Nigeria. PLoS One. 2008; 3(1)doi: 10.1371/
journal.pone.0001474

. Skoler-Karpoff S, Ramjee G, Ahmed K, et al. Efficacy of Carraguard for prevention of HIV

infection in women in South Africa: a randomised, double-blind, placebo-controlled trial. Lancet.
2008; 372(9654):1977-1987. DOI: 10.1016/S0140-6736(08)61842-5 [PubMed: 19059048]
Halpern V, Ogunsola F, Obunge O, et al. Effectiveness of cellulose sulfate vaginal gel for the
prevention of HIV infection: results of a Phase 11 trial in Nigeria. PLoS One. 2008; 3(11)doi:
10.1371/journal.pone.0003784

van Damme L, Govinden R, Mirembe F, et al. Lack of effectiveness of cellulose sulfate gel for the
prevention of vaginal HIV transmission. N Engl J Med. 2008; 359(5):463-472. [PubMed:
18669425]

Abdool Karim SS, Richardson Ba, Ramjee G, et al. Safety and effectiveness of BufferGel and
0.5% PRO2000 gel for the prevention of HIV infection in women. AIDS. 2011; 25(7):957-966.
DOI: 10.1097/QAD.0b013e32834541d9 [PubMed: 21330907]

Institute of Medicine. Methodological Challenges in Biomedical HIV Prevention Trials, IOM
(Institute of Medicine). National Academies Press; Washington DC: 2008.

Lagakos SW, Gable AR. Challenges to HIV prevention--seeking effective measures in the absence
of a vaccine. N Engl J Med. 2008; 358(15):1543-1545. DOI: 10.1056/NEJMp0802028 [PubMed:
18403764]

Crook AM, Nunn AJ. Statistical and methodological issues in microbicide trial design. Best Pract
Res Clin Obstet Gynaecol. 2012; 26(4):463-471. [PubMed: 22305929]

Mésse BR, Boily M-C, Dimitrov D, Desai K. Efficacy dilution in randomized placebo-controlled
vaginal microbicide trials. Emerg Themes Epidemiol. 2009; 6doi: 10.1186/1742-7622-6-5

Weiss HA, Wasserheit JN, Barnabas RV, Hayes RJ, Abu-Raddad LJ. Persisting with prevention: the
importance of adherence for HIV prevention. Emerg Themes Epidemiol. 2008; 5doi:
10.1186/1742-7622-5-8

Tolley EE, Harrison PF, Goetghebeur E, et al. Adherence and its measurement in phase 2/3
microbicide trials. AIDS Behav. 2010; 14(5):1124-1136. DOI: 10.1007/s10461-009-9635-x
[PubMed: 19924525]

Delany-Moretlwe S, Lombard C, Baron D, et al. Tenofovir 1% vaginal gel for prevention of HIV-1
infection in women in South Africa (FACTS-001): a phase 3, randomised double-blind, placebo-
controlled trial. Lancet Infect Dis. 2018; 18(11):1241-1250. DOI: 10.1016/
S1473-3099(18)30428-6 [PubMed: 30507409]

Abdool Karim Q, Abdool Karim SS, Frohlich Ja, et al. Effectiveness and safety of tenofovir gel, an
antiretroviral microbicide, for the prevention of HIV infection in women. Science (80-). 2010;
329(5996):1168-1174. DOI: 10.1126/science.1193748

Mansoor LE, Karim QA, Werner L, et al. Impact of an adherence intervention on the effectiveness
of tenofovir gel in the CAPRISA 004 trial. AIDS Behav. 2014; 18(5):841-848. [PubMed:
24633717]

D JY, H CW, R BA, et al. Pharmacological measures of treatment adherence and risk of HIV
infection in the VOICE study. J Infect Dis. 2016; 213(3):335-342. [PubMed: 26123563]

Baeten JM, Hendrix CW, Hillier SL. Topical Microbicides in HIV Prevention: State of the
Promise. Annu Rev Med. 2020; 71(1):361-377. DOI: 10.1146/annurev-med-090518-093731
[PubMed: 31613684]

Pickett, J, LeBlanc, M-A. Whose Choice Is It Anyway?. Chicago: 2018.

UNAIDS, AVAC. Good Participatory Practice Guidelines for Biomedical HIV Prevention Trials.
UNAIDS; Geneva: 2011. http://www.unaids.org/en/media/unaids/contentassets/documents/
unaidspublication/2011/JC1853_GPP_Guidelines_2011_en.pdf

. UNAIDS, WHO. Ethical Considerations in Biomedical HIV Prevention Trials. UNAIDS; Geneva:

2007. http://data.unaids.org/pub/Report/2007/jc1399 _ethical_considerations_en.pdf

J Acquir Immune Defic Syndr. Author manuscript; available in PMC 2021 June 01.


http://www.unaids.org/en/media/unaids/contentassets/documents/unaidspublication/2011/JC1853_GPP_Guidelines_2011_en.pdf
http://www.unaids.org/en/media/unaids/contentassets/documents/unaidspublication/2011/JC1853_GPP_Guidelines_2011_en.pdf
http://data.unaids.org/pub/Report/2007/jc1399_ethical_considerations_en.pdf

s1duosnuBIA Joyiny sispund DN edoin3 ¢

s1dLIOSNUBIA JoLINY sispund DN 8doin3 ¢

Miller et al.

33.

34.

35.

36.
37.

38.

39.

40.

41.

42

43.

44,

45.

46.

47.

48.

49.

50.

Page 13

Marrazzo J, Ramjee G, Richardson Ba, Gomez K. Tenofovir-Based Preexposure Prophylaxis for
HIV Infection among African Women. N Engl J Med. 2015; 372(6):509-518. DOI: 10.1056/
NEJMo0al202614 [PubMed: 25651245]

Wallace A, Thorn M, Maguire Ra, Sudol KM, Phillips DM. Assay for Establishing Whether
Microbicide Applicators Have Been Exposed to the Vagina. Sex Transm Dis. 2004; 31(8):465—
468. DOI: 10.1097/01.0l9.0000135986.35216.ba [PubMed: 15273578]

Wallace AR, Teitelbaum A, Wan L, et al. Determining the feasibility of utilizing the microbicide
applicator compliance assay for use in clinical trials. Contraception. 2007; 76(1):53-56. DOI:
10.1016/j.contraception.2006.10.012 [PubMed: 17586138]

Guest, G, MacQueen, K, Namey, E. Applied Thematic Analysis. Sage Publications, Inc; 2012.

Lanham M, Wilcher R, Montgomery ET, et al. Engaging male partners in women’s microbicide
use: evidence from clinical trials and implications for future research and microbicide introduction.
J Int AIDS Soc. 2014; 17(2):1-11.

Montgomery ET, van der Straten A, Chidanyika A, Chipato T, Jaffar S, Padian N. The importance
of male partner involvement for women’s acceptability and adherence to female-initiated HIV
prevention methods in Zimbabwe. AIDS Behav. 2011; 15(5):959-969. DOI: 10.1007/
s10461-010-9806-9 [PubMed: 20844946]

DEG, ML, WR, GM, K QA. Optimizing HIV prevention for women: A review of evidence from
microbicide studies and considerations for gender-sensitive microbicide introduction. J Int AIDS
Soc. 2015; 18(1)

Lees S. Emergent HIV technology: urban Tanzanian women’s narratives of medical research,
microbicides and sexuality. Cult Health Sex. 2014; 17(4):412-427. DOI:
10.1080/13691058.2014.963680 [PubMed: 25317758]

Woodsong C, Alleman P. Sexual pleasure, gender power and microbicide acceptability in
Zimbabwe and Malawi. AIDS Educ Prev. 2008; 20(2):171-187. DOI: 10.1521/aeap.2008.20.2.171
[PubMed: 18433322]

. Montgomery CM, Gafos M, Lees S, et al. Re-framing microbicide acceptability: findings from the

MDP301 trial. Cult, Heal Sex. 2010; 12(6):649-662.

Ramjee G, Morar NS, Braunstein S, Friedland B, Jones H, van de Wijgert J. Acceptability of
Carraguard, a candidate microbicide and methyl cellulose placebo vaginal gels among HIV-
positive women and men in Durban, South Africa. AIDS Res Ther. 2007; 4doi:
10.1186/1742-6405-4-20

Saethre EJ, Stadler J. Gelling medical knowledge: innovative pharmaceuticals, experience, and
perceptions of efficacy. Anthropol Med. 2010; 17(1):99-111. DOI: 10.1080/13648470903569396
[PubMed: 20419520]

Woodsong C, Holt JDS. Acceptability and preferences for vaginal dosage forms intended for
prevention of HIV or HIV and pregnancy. Adv Drug Deliv Rev. 2015; doi: 10.1016/
j.addr.2015.02.004

Roberts ST, Nair G, Baeten JM, et al. Impact of Male Partner Involvement on Women’s Adherence
to the Dapivirine Vaginal Ring During a Phase 111 HIV Prevention Trial. AIDS Behav. 2019; doi:
10.1007/s10461-019-02707-1

Corneli A, Perry B, Mckenna K, et al. Participants’ explanations for nonadherence in the FEM-
PreP clinical trial. J Acquir Immune Defic Syndr. 2016; 71(4):452-461. [PubMed: 26536315]

Montgomery ET, Roberts ST, Nel A, et al. Social harms in female-initiated HIV prevention method
research: State of the evidence. Aids. 2019; 33(14):2237-2244. DOI: 10.1097/
QAD.0000000000002346 [PubMed: 31408030]

Roberts ST, Haberer J, Celum C, et al. Intimate Partner Violence and Adherence to HIV Pre-
exposure Prophylaxis (PrEP) in African Women in HIV Serodiscordant Relationships: A
Prospective Cohort Study. J Acquir Immune Defic Syndr. 2016; 73(3):313-322. DOI: 10.1097/
QAI.0000000000001093 [PubMed: 27243900]

Palanee-Phillips T, Roberts ST, Reddy K, et al. Impact of partner-related social harms on women’s
adherence to the dapivirine vaginal ring during a phase I11 trial. J Acquir Immune Defic Syndr.
2018; 79(5):580-589. DOI: 10.1097/QAI1.0000000000001866 [PubMed: 30239426]

J Acquir Immune Defic Syndr. Author manuscript; available in PMC 2021 June 01.



s1duosnuBIA Joyiny sispund DN edoin3 ¢

s1dLIOSNUBIA JoLINY sispund DN 8doin3 ¢

Miller et al.

51.

52.

53.

54.

55.

56.

57.

Page 14

Ndawula P, Sophie N, Kabwigu S, Luwuge H, Zalwango A, Kamira B. Male involvement in the
voice microbicide trial at Kampala Site Uganda - A worthwhile venture. Sex Transm Infect. 2013;
89

Mngadi KT, Maarschalk S, Grobler AC, et al. Disclosure of microbicide gel use to sexual partners:
influence on adherence in the CAPRISA 004 trial. AIDS Behav. 2014; 18(5):849-854. [PubMed:
24633715]

van der Straten A, Kang MS, Posner SF, Kamba M, Chipato T, Padian NS. Predictors of
Diaphragm Use as a Potential Sexually Transmitted Disease/HIV Prevention Method in
Zimbabwe. Sex Transm Dis. 2005; 32(1):64—71. DOI: 10.1097/01.0lg.0000148301.90343.3a
[PubMed: 15614123]

Gorbach PM, Kelly CW, Borgerding JA, et al. Effects of partnership change on microbicide gel
adherence in a clinical trial (HPTN 035). AIDS Behav. 2014; 18(5):855-861. [PubMed:
24158488]

M AM, S SC. Barrier contraceptive method acceptability and choice are not reliable indicators of
use. Sex Transm Dis. 2003; 30(7):556-561. [PubMed: 12838083]

Van Der Straten A, Stadler J, Luecke E, Laborde N, Hartmann M, Montgomery ET. Perspectives
on use of oral and vaginal antiretrovirals for HIV prevention: The VOICE-C qualitative study in
Johannesburg, South Africa. J Int AIDS Soc. 2014; 17(3):1-7. DOI: 10.7448/1AS.17.3.19146
Minnis AM, Doherty IA, Kline TL, et al. Relationship power, communication, and violence among

couples: Results of a cluster-randomized HIV prevention study in a South African township. Int J
Womens Health. 2015; 7:517-525. DOI: 10.2147/1JWH.S77398 [PubMed: 25999767]

J Acquir Immune Defic Syndr. Author manuscript; available in PMC 2021 June 01.



syduosnuelA Joyiny sispun4 DA @doing ¢

syduasnuel Joyiny sispund JINd adoin3 ¢

Miller et al.

Table 1
Participant Characteristics
Tongaat Mwanza
Total Number of Participants 19 27
Number of Participants MDP 301 14 27
(clinical trial completed in 2009)
Number of Participants VOICE 5 N/A
(clinical trial completed in 2014)
Age range at time of FGDW 27-51 24-73
Education level at time of trial participation
Some/completed secondary education 15 1
Some/completed primary education 3 20
Illiterate 1 6
Employment at time of trial participation
No work 16 4
Employed 3 0
Informal vendor 0 17
Hotel worker 0 6
Relationship status at time of trial participation
In relationship 18 26
Single 1 1
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Table 2
Suggestions from Mwanza par ticipants on how to improve gel formulation and packaging

Suggestions for improved gel formulation and use

1 Less watery consistency

2 Lessvolume

3 Warming sensation/ lack of “cold” feeling upon insertion

4 Greater ability to use covertly, should not be obvious to a partner that a highly lubricating product is being used
5 Gel applicators and boxes should be smaller and more discreet
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