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Antimicrobial resistance

Antibody-mediated prevention
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Human immunodeficiency virus

Human Papillomavirus
Herpes simplex virus

Men who have sex with men
Neisseria gonorrhoeae
Post-exposure prophylaxis

Pelvic inflammatory disease

Point-of-Care
Pre-exposure prophylaxis
Preterm birth

Randomized Controlled Trial

Rapid diagnostic tests

Sexually transmitted infection

Tubal factor infertility
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Module 3: Prevention of STls

Module objectives

By the end of this module, the learner should be able to:

« List the main options for primary and secondary prevention of Sexually transmitted
infections (STIs)

« Summarize the status of the STI vaccine field
« Describe the pros and cons of doxycycline PEP for STI prevention
« Describe the complexity of STI screening for prevention

« Understand the importance of choice in HIV (Human immunodeficiency virus) prevention
options
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Module outline

* Primary prevention of STls
- Condom
- Vaccination

 Secondary prevention of STls
- Doxycycline PEP (post-exposure prophylaxis)
- Screening for prevention
- Partner services

 Medication-based HIV prevention



_WEDICAL &

.
DN
NG

/g,/_m\ ;
Sexually Transmitted Infections: An Online Evidence-based Course
Module 3: Prevention of STls N

Primary prevention of sexually transmitted infections

UNFPA, WHO and UNAIDS
Position statement on condoms and the prevention of HIV, other sexually
transmitted infections and unintended pregnancy
June 2015

Condoms are a critical component in a comprehensive and sustainable approach to the prevention of HIV
and other sexually transmitted infections {STis) and are effective for preventing unintended pregnancies. In
2013, an estimated 2.1 million people became newly infected with HIV' and an estimated 500 million people -
acquired chiamydia, gonorrhoea, syphilis or trichomoniasis.” In addition, every year more than 200 million o Wh e n u S ed co rrectly a n d co n S I Ste n t I y co n d o m S a re
women have unmet needs for contraception,” leading to approximately 80 million unintended pregnancies.” L]

These three public health priorities require a decisive response using all available tools, with condoms
playing a central role.

- Very effective for STls transmitted via genital fluids

sexually transmitted infections (5Tis) and prevent unintended pregnancy.

Laboratory studies show that condoms provide an impermeable barrier to particles the size of sperm and 5Ti . . . . . . . .
pathogens, including HIV.™ Condoms, when used consistently and correctly, are highly effective in - Pa rtlal protectlve for InfeCtIonS Spread by Skl n_tO_S kl n Conta Ct (rlsk red uCtIon)
preventing the sexual transmission of HIV. Research among serodiscordant couples (where one partner is

living with HIV and the other is not) shows that consistent condom use significantly reduces the risk of HIV
transmission both from men to women and women to men” " and from men to men.” Consistent and

correct use of condoms also reduces the risk of acquiring other STis and associated conditions, including
genital warts and cervical cancer.” With a failure rate of about 2% when used consistently and correctly,
condoms are very effective at preventing unintended pregnancy."™

Condoms have played a decisive role in HIV, STl and pregnancy prevention efforts in many countries.

« Condom innovations to “revive” the field
s e mevene e o e - Improved comfort and sensation; ‘smart condoms’; etc.

Thailand™ increased condom distribution to sex workers and their clients in combination with other
prevention interventions were associated with reductions of transmission of both HIV and other STis.

Zimbabwe™ and South Africa are two high-prevalence countries where increased condom use was found to
contribute to reductions in HIV incidence.™

A recent global modelling analysis estimated that condoms have averted around 50 million new HIV
infections since the onset of the HIV epidemi “Far 2015, 27 billion condoms expected to be available
globally through the private and public sector will provide up to an estimated 225 million couple years
protection from unintended pregnancies.™ ™

Condoms remaln a key component of high-impact HIV prevention programmes.

Recent years have seen major scientific advances in other areas of HIV prevention. Biomedical interventions
including antiretroviral therapy (ART) for people living with HIV can substantially reduce HIV transmission.
While the success of ART may alter the perception of risk assoclated with HIV, studies have shown that
people living with HIV who are enrolled in treatment programmes and have access to condoms report higher
condom use compared to those not enrolled.™

Condom use by people on HIV treatment and among serodiscordant couples Is strongly recommended. ™
Only when sustained viral suppression is confirmed and very closely monitored, and when the risk of other
5TIs and unintended pregnancy is low, it may be safe not to use condoms,™" ™™

Oral pre-exp (PrER) by iral drugs are used by HIV-negative peaple to reduce
their risk of acquiring HIV—is also effective in preventing HIV acquisition, but is not yet widely available and
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Advancing STI vaccine development for global use

Global roadmap to advance STl vaccine development

Advance basic science and
translational research for
STI vaccines

Encourage
investment in STI
vaccine development

Expedite clinical
development and evaluation

Define

preferred product
characteristics for
STl vaccines

Model the theoretical
impact of STl vaccines

Plan for vaccine
introduction and
communication in
advance

Obtain better
epidemiologic data
on infection and
disease sequelae

Gottlieb SL et al. Vaccine 2016



Sexually Transmitted Infections: An Online Evidence-based Course

Module 3: Prevention of STls

STI vaccine landscape Proof-of-principle: HPV (human
papillomavirus) and mpox as
Treponema Chlamydia successful STI vaccines with global
pallidum trachomatis impact
Trichomonas Neisseria Herpes 4CMenB®
vaginalis gonorrhoeae® simplex virus (cross-protection against Neisseria gonorrhoeae)

Discovery & Preclinical Phase | / Phase || Phase lll clinical Introduction
exploratory development clinical evaluation evaluation

Peters RPH et al. J Int AIDS Soc 20;6
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Treponema pallidum vaccine (preclinical phase)

Use Case
Public health goals Status
- Prevent congenital syphilis and adverse birth outcomes - Preferred product characteristics not yet defined

- Interrupt sexual transmission in high-incidence populations
* Vaccine development has not progressed beyond the preclinical

- Decrease morbidity and complications from late-stage syphilis
phase

Ul ofers oo Lol fe e « Treponema pallidum biology necessitates multiple antigen targets

- High risk sexually active adolescents and adults and affects stability of membrane proteins

- Pregnant women if maternal vaccine developed
* Limited funding

Limitations of current interventions
- Penicillin shortages affecting treatment access globally

- Lack of treatment options in pregnancy

Other Impact
- Relieve pressure on health systems including ANC

- Reduce HIV co-infection
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Chlamydia trachomatis vaccine (phase /1)

Use Case

Public health goals Status
- Prevent infection and reinfection

- Interrupt sexual transmission
- Prevent reproductive sequelae (e.g., PID, infertility) * Limited long-term immunity following natural infection and lack of
clear clinical endpoints are important challenges

* Preferred product characteristics not yet defined

Target populations « CTH522/CAF01 (Statens Serum Institut) showed safety and

- ulelesian e s sl Lz L Sals e LAl immunogenicity in phase | trial (NCT02787109; NCT03926728)
Limitations of current interventions * Chlamydia trachomatis mRNA vaccine (Sanofi) has entered
- Most infections are asymptomatic and remain untreated phase /1l trials with results expected in 2028 (NCT06891417)

- Current screening tests not affordable for use at scale

Other Impact
- Reduce antibiotic use and resistance pressure
- Decrease risk of HIV acquisition and transmission




Sexually Transmitted Infections: An Evidence-Based Online Course

Module 3: Prevention of STls

Herpes simplex virus (phase 1)

Use Case

Public health goals

- Prevent primary and recurrent genital herpes
- Prevent neonatal herpes

- Reduce transmission

Target populations
- Adolescents pre-sexual debut (prophylactic)
- Symptomatic GUD (therapeutic)

Limitations of current interventions
- Limited access to antiviral drugs in LMICs
- Condoms do not provide complete protection

Other Impact

- Decrease risk of HIV acquisition and transmission
- Reduce stigma and mental health burden

- Reduced clinic visits burden and costs

Status

Platform & Development | Findings & Next Steps Therapeutic/
Antigen Phase prophylactic

BioNTech BNT163 Trivalent mRNA Phase 1 Awaiting safety and immunogenicity results Prophylactic
encoding HSV-2 2026 and therapeutic
glycoproteins

mRNA-1608 Trivalent mRNA Phase 1/2 Strong preclinical response; results expected Therapeutic

(Moderna) encoding HSV-2 2025.

glycoproteins

» Prophylactic (primary prevention) and therapeutic vaccines (prevent
recurrences of latent infection) have different health goals

» Several vaccine candidates discontinued after phase Il or |

« Two candidate vaccines currently in clinical development: BNT163
(BioNTech; NCT05432583) and mRNA-1608 (Moderna; NCT06033261)

10
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Vaccines against Neisseria gonorrhoea

Use Case

Public health goals

Prevent infection, reinfection and disease
Interrupt sexual transmission

Reduce antimicrobial resistance

Target Population

Adolescents and young adults (pre-sexual debut)

High-risk groups: MSM, sex workers, PLHIV

Limitations of current interventions

Asymptomatic infections remain untreated
Recurrent infections are common
No natural immunity

Current screening tests not affordable at scale

Other Impact:

Direct and indirect healthcare costs due to
treatment failures and complications

Could be used as combined vaccine for meningitis

Status

GSK conducted phase I/ll trial of a Neisseria gonorrhoeae GMMA
investigational vaccine (NgG; NCT05630859); results and next steps
awaited

Currently, no other gonorrhoea-specific vaccine candidates in clinical
phase of development

1"
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Does 4CMenB vaccine protect against Neisseria gonorrhoeae?

. " . I" "_: ealth Security Agenc
Observational studies suggest moderate protection e
VE (95% C1)
Molina et al., 2023 (2 MenB-4C doses) ¥ 22.0(-1.0, 40.0) From Augl’lSt! :
| . eligible patients will
Raccagni et al., 2023 (21 MenB-4C dose) ' 4 44.0 (9.0, 65.0) c
be offered a vaccine
Wang et al., 2023 (2 MenB-4C doses) L 33.2(15.9,47.0)
to prevent gonorrhoea
Wang et al,, 2022 (2 MenB-4C doses) 4 31.6(16,525)
e ns through local
Abara et al., 2024 (21 MenB-4C dose) L 2 o e T authority-commissioned
Robison et al., 2023 (21 MenB-4C dose) 4 47.0 (13.0, 68.0)

sexual health services

Bruxvoort et al., 2023 (21 MenB-4C dose)

46.0 (14.0, 66.0)

-

Abara etal., 2022 (1 MenB-4C dose) 26.0(12.0,37.0)

Abara etal., 2022 (2 MenB-4C doses) 40.0(23.0,53.0)
Pooled VE (21 MenB-4C dose) —_— 32.4(26.2,38.7)

0 10 20 30 40 50 60 70 80

s

-»

Vaccine effectiveness: 32% (95% CI: 26%-39%) Programme implementation (2025)

Abara WE et al. J Infect Dis 2025 12
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Does 4CMenB vaccine protect against Neisseria gonorrhoeae?
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GoGoVax dispels hopes for gonorrhoea vaccination

In 2020, WHO estimated that there were 82-4 milllon
new infections with Nelsseria genorrhoeae among adults
aged 15-49 years and up to 2022, the incdence of
gonorhoea had been on the rise globally for a decade.
While in the last three years a decrease in the number of
cases has been observed in several countries, including
the USA and the UK, with antimicrabial resistance
constituting @ major barrier to treatment and no
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N. gonorrhoeae infection
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Cumulative Probablility of First

0.00 4

On Feb 25, 2026, however, the results of GoloVax,
a large Australlan trial testing 4CMenB in high-
risk individuals, were presented at the Conference
on Retroviruses and Infections In Demver, €O, USA,
confirning no effectiveness for the meningococcal
vaccing in protecting from gonorhoea. In the trial,
adult men, transwomen, and non-binary people
who have sex with men who have had a diagnosis

Incidence rate ratio,
1.01 (95% ClI, 0.80 to 1.25)

®

o
: i
¥

Placebo

Months

9 12 15 18 21 24

GoGoVax trial: no evidence of protection against
gonorrhoea among MSM and trans women

Incidence Rate Ratio = 1.01
Results aligned with DOXYVAC and MenGO trials

Potential explanations

Confounders in observational studies
High rates of prior infection
Mucosal immunity required

BIYELA, MAGI and Hong Kong trials ongoing

Different effect in women and lower-risk men?

Seib KL et al. CROI 2026

13
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Doxycycline prophylaxis for STI prevention

i i hilis
Strong reductions in syp
and chlamydia incidence

preventive effect for
gonorrhoea limited due to
tetracycline resistance

Real-world programme_data
confirm reductions in
syphilis and chlamydia

Users place high va}ue on
ST| prevention that is ulserc—i
controlled and on-deman

Minor side effects and no |
consistent impacF on sexua
risk behaviour

Uncertain impact on AMR in
STls and other pathogens

Uncertain impact on
microbiome

Doxycycline PEP: Doxycycline taken within 24
hours (max 72 hours) after condomless sex

Doxycycline PEP may be offered to men who have sex
with men and transgender women for the prevention of
bacterial STls

(Conditional recommendation; moderate certainty of evidence)

Remarks

Doxycycline PEP should be provided as part of a comprehensive
sexual health approach, complementing other prevention strategies
such as condom use

Men who have sex with men and transgender women with recent or
recurrent STl — especially syphilis — and those in high-incidence
sexual networks or settings should be prioritized

Context-appropriate monitoring of AMR (antimicrobial resistance) is
strongly encouraged as part of doxycycline PEP policy. Ideally, trends in
both AMR and antibiotic use should be monitored

WHO, 2026

14
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Does doxycycline PEP work?

[&] chlamydia

Observed quarterly pasitivity, % (95% CI)

]

=

=

-4 -1 -18-15-12 -9 -6 -3 0 3 6 9 1
Before After
Time before and after starting doxyPEF, mo

_T‘ Gonorrhaa

20+

ed quarterly positivity, 2% (95% CI)

Olbser v
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15+

10+

i

-24 21 -18 -15 -12 -9 6 -3 0 3 6 § 12

Befora After
Time before and after starting doxyPEF, mo

-4 -1 -18 -5 -2 9 6 3 0 3 6 9 12
Before After
Time before and after starting doxyPEP, mo

Real-world data broadly consistent with trial
efficacy among MSM (men who have sex with men)
and transgender women

Preventive effect against gonorrhoea limited

- Selective effect combined with high prevalence of
tetracycline resistance globally

Early signals of possible indirect effects on
syphilis in cisgender women and men who have
sex with women (evidence remains limited)

Evolving field
- Implementation models

- Impact on STI screening strategies
- PrEP — PEP continuum

>

Number of total syphilis cases

(9]

Syphilis cases among cisgender women
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Traeger M et al. JAMA Intern Med 2025
Menza TW et al. Clin Infect Dis 2026
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Insufficient evidence for doxycyclvine PEP in cisgender women

_WEDICAL g
O\
ﬁ\\z,;

>

Percentage of Participants

A First Sexually Transmitted Infection

100 No. of Events/
Total No. of Participants
90+
—— Standard Care 49/222
304 —— Doxycycline PEP 46/220
Hazard ratio with doxycycline PEP, 0.95 (95% Cl, 0.64-1.42)
704 P=0.81 by log-rank test
60
50
40
304
P
20 e
10 I ‘
0 I T T 1
0 90 180 270 360

Days since Randomization

0,
Overall STIs 10.2%

20.7%

| X
Chlamydia e
- I 5.7

Gonorrhoca

Syphilis

Bacterial vaginosis 242
23 1 7.0%

] 50

Vulvovaginal candidiasis — h:.‘):..

Before doxyPrEP @ After imitiating doxyPrEP

Doxycycline PEP did not prevent
STls among Kenyan women

Likely driven by low adherence
and/or biological differences

Doxycycline PEP reduced STl rates in
Japanese female sex workers in a small,
non-randomised before-after study
(n=40)

Further trials are ongoing

- Doxycycline PEP with intensified
adherence support

- Weekly doxycycline

Stewart J et al. N Engl J Med 2023
Abe S et al. JAC Antimicrob Resist 2025 16
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STI screening as prevention

Does syphilis screening in pregnancy prevent morbidity?

Fewer stillbirths
in intervention group

More stillbirths
in intervention group

A Risk ratio (95% Cl) % weight
Hira etal (1990) 0-35(0-02-7-12) 758
Munkhuu et al (2009)* ‘+——— 0.02 (0-018) 1439
Swain et al (1998)™ - 0-53(0:33-0-84) 3949
Fitzgerald et al (2003} I 0-25(0-15-0-42) 3853
T T T 1 T
003 0125 02505 1.0 20 40
Fewer infants with congenital More infants with congenital
syphilis in intervention group syphilis in intervention group
B
Bigue Osman et al (2000)" e —— 0-31(0-11-0-85) 4305
Myer et al 1 (2003 1.95 (0-26-14-56) 512
Myeretal 2 (2003)* 0-59(0-11-3.08) 921
Myeretal 3 (2003)* 0.08 (0-1-50) 1531
Myer et al 4 (2003) 0-64(0-04-9.77) 364
Myer etal 5(2003)* 0.63(0-03-12.86) 246
Myer et al 6 (2003)%% ! (No events) 0
Myer et al 7 (2003)% ! (No events) 0
Wilkinson et al (1998) Sl 057 (0-18-1.77) 2121
Overall (1%=0%, p=0.643) <b 0.46 (0.26-0.82) 100.00
T ‘\ T T TT
02505 1.0 2.0 40
Fewer perinatal deaths More perinatal deaths
in intervention group in intervention group
C
Bigue Osman et al (2000)* —!"__ 0-50 (0-16-1:50) 4305
Hiraetal (1990)" < : 0-17 (0-02-1-47) 758
Wilkinson et al (1998)* (R S 0.51(0-12-2-20) 171
Overall (1”=0%, p=0.660) .:;:_.“:_j_‘:,-. 0-42 (0-19-0-93) 100-00
T I T T 11
025 05 10 20 40

Screening prevents congenital syphilis,
perinatal death and still birth

7 Country-specific
Antental syphilis screening, m ry-spe
o-11 n\on(»hs 4 lc'h[;(:hcfd ;
Chemotherapy for per capita

drug-susceptible tuberculosis |

3 HIV/AIDS
IPT for pregnant women, ED
0-11 months | g ;.L]:rlu
) yphilis
IPT for infants, 0-11 months —ED— 3 Tuberculosis
-
Xpert tuberculosis test
-
Malaria vaccine, 0-4 years —{:D‘—

Cavuse, intervention, and agegroup

BCG vaccine against tuberculosis, 1
0-4 years J
Option B+, women 10-49 years,
0-11 months
Preventive therapy for tuberculosis, 7
210 years A
Bednets
-
ART for prevention, =10 years
-
ART for prevention, 0-9 years
-
PREP for heterosexuals, 210 years —m—
-
PREP for MSM, 210 years ——ED——

T T T T T T T
> PSP PSP PP S P
yeF S "'QQ\\ s
S
Cost per DALY averted

Syphilis screening in pregnancy is among

the most cost-effective interventions

Accelerated through introduction of
syphilis RDTs (rapid diagnostic tests)

Limited impact of screening pregnant
women on adult population incidence
of syphilis

Innovation in syphilis rapid diagnostic
tests ongoing

Hawkes S et al. Lancet 2011
Silke F et al. Lancet Global Health 2024
Peters RPH et al. Sex Transm Dis 2026 17
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Syphilis screening as part of comprehensive prevention package

Papua New Guinea

——— Constant coverage

§ 8 Contact tracing

43 “11 NN e e Screen, MSM

g2a ~ — Candoms, MSM

28 —— Screen, Low+Medium-risk F
g § —— Screen, FSW

) = = Condoms, FSW

= = Condoms, casual contacts
— Treat symptomatics
Moderate package
Maximum package

2020 2022 2024 2026 2028 2030

Peru

- Constant coverage
= 'Screen, Low+Medium-risk F

S
©

m—— Screen, FSW
=== Condoms, casual contacts
s Condoms, FSW
Contact tracing
= Screen, MSM
Condoms, MSM
m— Treat symptomatics

Syphilis incidence
per 1000 adults
o
(]

0.4

o2 Moderate package

= Maximum package
i === 90% reduction target
2020

Impact of condom programmes highlighted

SITE model projections of syphilis incidence

Efficacy and focus of prevention and screening efforts differs
between epidemics archetypes

Consistent high efficacy of treatment of individuals with
symptomatic syphilis

Treating early-stage infections reduced incidence by 52% in Peru
and 84% in Papua New Guinea by 2030 in this model

Impact of screening depends on coverage, frequency,
linkage to treatment and epidemic context

Machekera S, Infect Dis Model 2021
WHO PAHO, 2021

18
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STI screening as prevention

Chlamydia and gonorrhoea screening: who and why to screen, and how often?

Adolescent girls and young women

PID and tubal-factor infertility (TFI)

RCT (Randomized Controlled Trial)
data: modest reduction in PID
largely among women with
prevalent infection

NECCST (observational): PID risk
associated with symptomatic but not
asymptomatic chlamydia

Observational studies suggest TFI
risk 1 associated with chlamydia

Limited impact on population burden
of infection

No data from high-incidence
settings — Gates-funded trials

NECCST (Netherlands Chlamydia Cohort Study)
WANTAIM trial (Women and Newborn Trial of Antenatal Interventions and Management)

Pregnant women

Adverse pregnancy outcomes

Pooled analysis of observational
studies: 2-3x risk 1

WANTAIM trial: no effect on
composite outcome but effect in
NG-infected sub-group

Philani Ndiphile trial: no effect on
composite outcome but effect on
PTB (preterm birth) in two-time
screening group

Limited impact on population burden
of infection

PROMISE trial to provide required
evidence on this approach

New (symptomatic) infections

Limited direct clinical benefit for the
individual but potential public health
benefit through reduced
transmission

Limited direct evidence of
population-level impact

Impact on antimicrobial resistance
of repeat screening and treatment

Impact on HIV transmission
and acquisition?

Men who have sex with men

19
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STI treatment as prevention

J
Improved treatment services significantly reduce the —
ke i ﬂ[hm“gwsys * Well-documented for HIV (U=U) and HSV(Herpes
Tanzania: results of a randomized wwi‘m“ ed maﬂf

| | simplex virus) suppressive therapy --> focus on
Philippe Mayaud*’, Frank Mosha®, james Todd**, Rebecca B ; . . . .
julius Mga‘i/u , Beryl West*, Mary Rusizoka®, Ezra Mwijarubi', SerV|CG dellvery mOdeIS for maXImaI |mpaCt

g ¢
Reverianus Gabone*, Awena Gavyole®, Heiner Grosskurth*",
Richard Hayes* and David Mabey*

Objective: To evaluate the impact of improved case management for sexually

 RCT evidence that strengthening STI case
i!.‘lii;llli}fi" In A A manageme Nt can reduce STI burden

Design: Community randomized controlled trial
Setting: Mwanza region, Tanzania.

Subjects: A random cohort of about 1000 adults aged 15-54 years from each of
12 communities, in six matched pairs. One member of each pair was assigned at

» [Important innovations in optimizing STI case

community. This cohort was surveyed at baseline and at follow-up 2 years later.

About 100 antenalal clinic attenders were also studied in each community on two

e L e et .0 .S management may reduce STI transmission

Intervention: Improved services were established for the management of STD, using

the syndromic approach, in rural health units. .

Results: A total of 12 534 individuals were enrolled in the cohort stucly, of whom - LOW—COSt POC (POI nt—of—Ca re) STI teStS
8844 (71%) were seen again 2 years later. The prevalence of serological syphilis

(rapid plasma reagin titre 21:8, Treponema pallicdum haemagglutinin assay positive)

was 6.2% in both intervention and ¢ n|u|>'n|\r>|“ unnmm\ilw.\ .1! !m\(-lim At ruHm\— H H H H

5 g 006 I e Iptersmntion Sommnutily and 2.0k jo the-comparivan - Differentiated service del ivery models
communily |adjusted relative risk (RR) n 1; 95% umll(l( nce interval (Cl),

0.54-0.93; P < 0.02]. The prevalence of ure Hmlu in males did not differ

significantly between intervention and comparison groups al follow-up. but the AI t I f d' t' d H k t t'f' t'
prevalence of symptomatic urethritis was reduced by aboul 50% (adjusted RR, 0.51; = oo S Or Iag nOS IC an rIS S ra I ICa Ion
95% Cl, 0.24-1.10; P = 0.08). There was no significant difference between the

groups in the incidence of self-reported STD symploms over the last year of the

follow-up period, or in the prevalence of any STD in antenalal clinic altenders.

Conclusion: The reduction in HIV incidence previously reported in this intervention

stucly can be attributed 10 a reduction in the duration, and hence the prevalence of

symplomatic STD

AIDS 1997, 11:1873-1880

Key words: Sexually transmitted diseases, syndromic management,
/\hlca, impact evaluation

* U=U (undetectable=untransmissible) ~PH Pet L 2025
eters et al. Lancet 20
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How about sexual partners?

N Partner services are recommended
- Strongest evidence for reducing reinfection at individual level
a0
- Limited evidence on population incidence
. - Impact related to infection stage in syphilis
Fd
-% &0
Ss However, not all partners are the same..
X5 50 . . .
.§§ - Effectiveness varies by partnership type and network structure
;;‘ “ - Given resource limitations: how to optimize strategies for impact?
§°7
E% 30
e
1::!_ MALE FEMALE
% 20 MARRIED/ COMMITTED ..
- zﬁ; 17‘; . MAIN/SERIOUS/STABLE/ LONG-TERM PARTNER __
0 Pariner informed Partner not Ps:f:;k Partner did not Unknown if % DATING/GOING OUT II mOnE partriet
informed treatment take treatment p:lr::::‘:“uk g m Two or more partners
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How about sexual partners?

Potential adverse
CONSEqUEences

H

Financial incentives

v

Risks and potential Complex relationship Partial or total Structural barriers Cultural barriers® Alternative options®
consequences of structures absence of
notifying partner knowledge and
support
v ¢
Index 5T1 diagnosis Barriers to partner Partner informed > Barriers to partner N Partner attends the
notification attendance clinic for treatment

» Multitude of barriers and challenges along the partner services

system

* Financial incentives do not seem to overcome barriers

Table 3 STl testing preferences of the ‘average’ individual

Variables

OR (95% Cl)

P value

How 5TI samples should be taken
No sampling
HCP
Self-sampling

How and when results are given
Same day after 2 hours
Same day after 4 hours
1-7 days’ time via SMS/online

How and when treatment is given
Same day in clinic
Clinic follow-up on appointment
Pharmacy near patient

How partners are notified of an STI
Expedited partner treatment
Contact slip from index patient
HCP-initiated notification

HCP, healthcare professional; SMS, short messaging service.

1
0.99 (0.90 to 1.09)
1.47(1.27 t0 1.71)

]
0.82 (0.73 to 0.92)
1.05 (0.95 to 1.16)

]
0.91 (0.81 to 1.01)
1.06 (0.99 to 1.13)

1
0.93 (0.87 to 0.99)
0.83 (0.77 to 0.89)

0.845
<0.001

0.000
0.301

0.077
0110

0.028
0.000

Expedited partner therapy as

important but underutilized

opportunity

Martin K et al. Lancet Glob Health 2025
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Daily oral

PrEP

Long-acting
PrEP

Other
options

High efficacy of daily oral TDF-based PrEP (pre-exposure prophylaxis)

Flexible dosing regimens for MSM and transgender women (incl. event-driven PrEP)
Adherence is key to effectiveness and limits real-world public health impact
Innovation: differentiated service delivery models focusing on preference and choice

Lenacapavir subcutaneous (6 months) and cabotegravir IM (2 months) injection

Superior to daily oral PrEP and background HIV incidence

WHO recommends CAB-LA and lenacapavir as part of HIV prevention toolkit

Innovations: longer-acting formulations (e.g. yearly); differentiated service delivery models

Dapivirine vaginal ring: efficacy lower than daily oral and long-acting PrEP but may be preferable
to certain women (female-controlled)

Innovation: once-monthly oral tablet (MK-8527): EXPrESSIVE 10/11 trials start this year
Innovation: multi-purpose prevention options (HIV, STl and pregnancy prevention)

» TDF (Tenofovir Disoproxil Fumarate)
» CAB-LA (long-acting cabotegravir)

RPH Peters et al. Lancet 2025
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HIV vaccine: elusive but new technology emerging

HIV Vaccine and Antibody Efficacy Trials to Date

Over 20 years and 12 trials, only two positive signals have been observed.

Year End 2003 i 2003 ! 2007 2007 2009
Trial, VAX004, VAX003, | STEP, ' Phambili, Thai Prime- |
Product/ AIDSVAX BfB AIDSVAX, BfE | MRK-AdS, B i MRK-AdS, B BOOSt/RV 144, |
Clade i ; ALVAC: ;
AIDSVAX, BfE i
: Australia, Brazil,
. Canada, i Canada, Dominican |
Location Netherlands, Thailand i Republic, Haiti, south africa Thailand
Puerto Rico, US H Jamaica, Peru, H
{ PuertoRico,Us !
Number 5,417 2,546 | 3,000 801
of Trial i i o
Participants . . H .
stopped early for
i futility; potential \mmunizations T
H i increasedHIV i odest effec
Result : No effect | riskamongAds | halted based on (31.29%)
STEP result

i seropositive, i
i uncircumcised men |

* AMP —(Antibody-mediated prevention)
* bNABs (Broadly neutralizing antibodies)
+ mRNA (messenger RNA)

2013

HVTN 505,
DNA+AdS, AfB/C

us

2,500

i Stopped early for
: futility; vaccine

: regimen did not

i prevenat HIV

infection nor

i reduceviral load

2020

Uhambo/
HVTN 702,

boost

South Africa

5,400

Stopped early

far futility

2021

Imbokodo/

HVTN705,
ALVAC/gp120 MF59  Ad26 Mosaic/gp140
clade C boost

Malawi,

Mozambique,
South Africa,

Zambia,
Zimbabwe

2,600

No efficacy

2021

AMP Studies,
VRCO1 monaclonal
antibody

Botswana, Brazil,
Kenya, Malawi,
Mozambique,

Peru, South Africa,
Switzerland,
Tanzania, Us,

Zimbabwe

1,924

2,699

Did not reduce risk
overall, but VRCO1
did reduce risk
of acquisition in
small subset of
HIV strains
classified as “highly
sensitive” to VRCO1

]

2023

Mosaicoj

i DMAHIV-PT1Z3

Ad25 Mosaic/gp140
i AIDSVAX, B

{ orwith MVAASE,

HVTN706,

mosaic boost

Argentina, Brazil,
Italy, Mexico, i
Peru, Poland, B

Puerto Rico, Spain, |
United States

3,900

No efficacy

April 2024

2024

PrEPVacc,

(clade C) with

CNS4gp140

South Africa,
Tanzania,
Uganda

1,512

Stopped early

for futility

Lessons learnt from 7 people
cured of HIV to date through stem
cell transplantation (not scalable)

12 trials but no effective vaccine
yet

AMP trials suggest promise of
bNABs (proof-of-principle)

New approaches using mRNA and
bNABs technology

Novel approaches to rapid initial
evaluation of candidate vaccines

RPH Peters et al. Lancet 2025 24
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Key messages

* Primary prevention of STls
- Condoms work well if used consistently but do not fully protect against some STls
- STl vaccine pipeline is limited, and vaccine use cases differ
- Impact of 4CMenC vaccine for gonorrhoea prevention is uncertain

« Secondary prevention of STls
- Doxycycline PEP is very effective for STI prevention among MSM and transgender women
- Screening for prevention has limited individual- and population-level benefits
- Partner services are crucial to reduce STI burden

 Medication-based HIV prevention
- Choice is a crucial aspect of effective HIV prevention
- Focus is shifting from daily oral tablets to long-acting options

25
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