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Summary of updates 2026:

- Organisation of follow-up consultations and tests has been adapted
- Vaccination scheme for PrEP users has been added

- Event-driven dosages have been added for all populations

- Update on indications for PEP when taking PrEP

- Updated section on doxyPEP
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Main text

Introduction

This is a second revision of the Belgian Pre-Exposure Prophylaxis (PrEP) guidelines, which were
developed at the introduction of PrEP in Belgium in 2017 and first revised in 2024.[ 1] Meanwhile,
new evidence became available and PrEP has evolved, with new challenges emerging. These relate
to scaling-up PrEP coverage; increasing access to PrEP for vulnerable populations, such as migrants
and sex workers; preparing the introduction of novel PrEP formulations, such as long-acting
injectable PrEP; and advancing collaborative PrEP care, which extends PrEP delivery to e.g. general
practitioners (GP), nurses and community organizations, while reducing capacity constraints of HIV

clinics with a growing population of PrEP users.

The need for new guidelines was expressed in the Belgian PrEP Network. Consequently, a specific
Working Group on PrEP Guidelines has been set up to conduct the revision. In addition to updating

the evidence on PrEP and recent evolutions, these new guidelines take some different points of view:

- National PrEP guidelines may provide a point of reference for standard PrEP care. However,
they should not be regarded as strictly normative, imposing a uniform way of working. Rather,
they guide clinical practice, especially to less experienced professionals engaging with PrEP,

and should be regarded as guidance instead of guidelines.

- This new PrEP guidance is not restricted to medical aspects but also includes psychosocial

ones. More emphasis is put on counselling and sexual health.

- This guidance is not limited to use by physicians within an HIV reference centre (HRC) but
should extend to all healthcare providers involved or confronted with aspects of PrEP care,

such as GPs and nurses.

Evidence of PrEP effectiveness

Since 2010, HIV PrEP has proved its efficiency as a prevention tool through several studies all over
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the world. The IPREX study was the first to show that the use of PrEP among men who have sex with
men (MSM) significantly reduced the level of HIV transmission (44% compared to the placebo
group) [2]. Later, large-scale randomized controlled trials, such as IPERGAY [3] and PROUD [4],
using event driven (also known as “2+1+1”) and daily PrEP dosing regimen respectively, have both
shown a reduction of HIV transmission among MSM of 86% to 90% compared to placebo. Since,
other studies have repeatedly confirmed the high rate of efficacy and safety of PrEP among MSM
and also the heterosexual population at high risk of HIV infection [5,6]. Moreover, efficacy found in

studies was confirmed in real-world settings, with an efficacy around 99% when taken correctly.[7,8]

Methodology

A first draft of this guidance was written by an expert group in 2024, all of which were clinicians
involved in the care for PrEP users in Belgium. A consensus was sought between the members of the
Working Group for areas of controversies. Thereafter, the text was sent for feedback to all Belgian
HRCs, which endorsed the final version of this guidance.

In 2026, adaptations were made by an expert group with regard to the organisation of follow-up
consultations and tests (section ‘Follow-up consultations’), the use of event driven PrEP (section
‘PrEP regimen and dosage’, and table 3), vaccination policy (section ‘Vaccination’ and table 2),
indications for PEP when taking PrEP (section ‘Missed medication and indications for PEP’) and use

of doxy-PEP (section ‘Doxycycline to prevent STIs’).

General considerations

PrEP should be used during periods of substantial risk for HIV acquisition and can be

stopped during periods of low or no risk.

Currently, PrEP care needs to be initiated in an HRC, and follow-up can be done in

collaboration between HRCs and GPs.

Personal counselling should have a central role in PrEP care.
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Community involvement in different steps of the PrEP care continuum (e.g. from raising
awareness to supporting service delivery) is essential to ensure broad access and coverage,

especially for more vulnerable populations.

Eligibility for PrEP

To assess eligibility for PrEP, we advise health care providers to perform an individualized risk-
benefit assessment based on a detailed sexual and drug use history. PrEP is indicated and reimbursed
for all HIV negative patients older than 16 years at high risk of acquiring HIV. Examples of

populations who are eligible for PrEP include:

1. MSM and transgender individuals at high risk of acquiring HIV
a. Reporting unprotected anal sex with one or more partners
b. Acquisition of multiple sexually transmitted infection (STI) during the last year,
including syphilis, chlamydia, gonorrhea, or acute hepatitis B or C
c. Use of psychotropic substances during sexual activity (“Chemsex”)

d. Treatment with HIV post-exposure prophylaxis

2. Other persons with a high individual risk

a. People who inject drugs (PWID) sharing needles

b. Sex workers exposed to unprotected sex, particularly anal sex

c. People exposed to unprotected sexual activities, at high risk of HIV acquisition*

d. Sexual partners of a seropositive individual with a detectable viral load
* These include persons originating from a country with a high HIV prevalence (e.g., in sub-
Saharan Africa) regularly visiting their country of origin and heterosexual women who engage
in unprotected sex with male partners who are at high risk of HIV acquisition (e.g. bisexual

male partners or male partners from areas with a high prevalence).
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A PrEP request should always be taken seriously, even if the abovementioned criteria are not strictly
fulfilled. Clinicians with limited PrEP experience are therefore encouraged to refer persons whose
HIV risk is unclear, or who still request PrEP despite not fitting the criteria above. HIV is not
transmissible through sexual contacts with partners living with HIV who have an undetectable viral

load, and thus PrEP is not indicated in this context.

Initial assessment and follow-up

First medical consultation

During the first medical consultation, we advise to perform a thorough anamnesis to determine
whether the patient fits the eligibility criteria (as stated above), to assess comorbidities and to record
current medications and prior immunizations. Attention should be given to symptoms of an acute HIV
infection. A physical examination should be performed if deemed necessary (e.g. suspicion of acute
HIV infection or STI). Counselling and sources of patients’ information, as specified in the next
sections, should be provided. We advise to discuss immunization against hepatitis A and B, Mpox,
meningitis and human papilloma virus (HPV), although this may be postponed to the first follow-up
consultation in case serological results are not available. Further details can be found in the section on

vaccination.

As baseline laboratory tests, we advise to perform a 4th generation HIV test, hepatitis B virus (HBV)
serology (HB surface antigen (HBsAg), anti-HB core (HBc) and anti-HBs antibodies), anti-hepatitis
A 1gG, hepatitis C antibodies and a syphilis test. A HIV-PCR should be considered if there is a high
clinical suspicion of HIV with a negative HIV test. In that case, PrEP should not be started until the
result of the HIV-RNA is available or a second HIV test is performed 4 weeks later. In cis women, a
pregnancy test should be performed. Furthermore, the serum creatinine and eGFR, and ALT/GPT

should be determined.

If there are no symptoms of recent seroconversion, PrEP can be started as soon as contraindications

have been ruled out. In practice, a prescription is given when results are available or a prescription
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can be offered directly to the patient which can be used 48 hours later, so the clinician can timely

contact the patient in case of a formal contra-indication.
First follow-up consultation

A 1-month follow-up consultation should be planned in case of recent risk of HIV acquisition before
starting PrEP or risk of misunderstanding of PrEP usage. For other patients, the first follow-up can be
planned after 3 months. Furthermore, adherence should be assessed and potential adverse effects

should be discussed.

Follow-up consultations

Follow-up consultations should be organized according to the risk behavior of the PrEP user. For users
with continuous risk behavior, we advise 3-monthly follow-up. For very low risk individuals, 6-
monthly consultations might be enough, on the condition that adherence is assessed to be good. The
proposed laboratory tests during follow-up are summarized in Table 1. Parameters of renal function
should be determined at least annually (serum creatinine and eGFR). More frequent screenings (3-6
monthly) and determination of urinary protein/creatinine ratio should be considered in individuals
over 50 years of age, with chronic kidney disease (CKD), risk factors for CKD (e.g. diabetes and
hypertension), or who use of nephrotoxic medications. Preferably these patients are followed up in an

HRC.

We advise to test for HIV and syphilis every consultation and hepatitis C every 6 months. We also
advise to determine ALT/GPT every consultation for early diagnosis of hepatitis C virus (HCV)
infection especially if HCV serology is known to be positive. If ALT/GPT are elevated and if there
was a substantial risk for HCV acquisition, we recommend determining HCV-RNA. Based on the
results of recent studies, including the Gonoscreen Study [9], and concerns of increasing
antimicrobial resistance in species including N. gonorrhoeae (NG) and M. genitalium, we
recommend only testing MSM who use PrEP for NG or Chlamydia trachomatis (CT) if:

- they have symptoms compatible with these infections or a sexual partner has a symptomatic
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infection
- they have sex with women as well as with men
- they express a strong desire for asymptomatic screening
More details on the argumentation for this advice can be found in the supplementary appendix.
For women, transmen and men who have sex with women and men, NG/CT should be tested
intermittently according to risk. If screening is performed this should be done via 3-site testing
(pharynx, urine and anorectum) in all risk groups. These samples can be pooled for testing if this

service is available at one’s local laboratory.

PrEP counselling

Counselling on sexual health and medication adherence should be provided at the initiation of PrEP
and during the follow-up consultation if deemed necessary. Box 1 provides an overview of the key
components of counselling. Overall, a space of trust and confidentiality should be created, free of

stigma, to talk about sexual behaviour and practices.

Vaccinations

According to the Superior Health Council, hepatitis A and B vaccination is advised for all MSM and
hepatitis B vaccination for PWID [10,11]. Vaccination against HPV can be proposed to all MSM up
to the age of 30 years [12]. We advise to counsel patients aged between 31 and 45 years on HPV
vaccination so a shared decision can be made. Emerging evidence suggests that an abbreviated
schedule of two doses (month 0 and 6) provides immunogenicity and protection against HPV infection
and related disease outcomes comparable to the standard three-dose schedule[13,14]. Although
observational studies suggested that complete vaccination against meningitis B with the 4CMenB
vaccine protected around 33-44% against infections with NG [15,16], the DOXYVAC RCT only
found a non-significant 22% (aHR 0-78 [95% CI 0:60-1:01) decrease of gonorrhoea among

vaccinated individuals.[17] Furthermore, the GoGoVax RCT found no reduction in the incidence of
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NG, with similar rates of infection in the vaccine and placebo groups[18]. Given the absence of
protection against NG in two RCT and pending the results of ongoing trials, we argue the vaccine
should not currently be offered in the prevention of NG infections. Vaccination against Mpox should

also be offered if available.[19]

PrEP regimen and dosage

Both daily and event driven PrEP with tenofovir disoproxil/emtricitabine (TDF/FTC) 245mg/200 mg
have shown to be effective in the prevention of HIV acquisition. However, the event driven regimen
has only been studied in cisgender men and transgender diverse people assigned male at birth who are
not taking exogenous estradiol-based hormones (for example, gender-affirming hormones). This
population can opt for daily or event driven use of PrEP, depending on the person’s circumstances
and preferences. As an exception, patients treated for chronic hepatitis B should use daily PrEP (see
paragraph under ‘Special situations’). Furthermore, high-quality PK/PD studies support the use of a 2
pill loading dose compared to a lead-in of a once-daily regimen.[20] An overview of how to start and

stop PrEP in different populations is provided in Table 2.

If PrEP is used on daily basis, medication must be taken within a window of 2 hours. Protection is
effective 2 hours after a loading dose of 2 pills. After taking a loading dose, continue daily oral PrEP
by taking one dose per day. If no loading dose is taken, protection is only effective after 7 days of
one dose per day. PrEP should be stopped seven days after the last potential exposure to HIV, except
for cisgender men and transgender diverse people assigned male at birth who are not taking
exogenous estradiol-based hormones, in which PrEP can be stopped two days after the last potential

exposure to HIV.

For both men and women, if PrEP is used event driven, a loading dose of 2 pills should be taken 2-24
hours before sexual exposure. In cis-gender men and transgender women who do not take exogenous

estradiol-based hormones PrEP should be continued as 1 pill per day until 2 days after the day of the

Page 8



last sexual exposure (“2+1+17), for all other individuals PrEP should be continued as 1 pill per day

until 7 days after the day of the last sexual exposure (“2:7”).

Injectable PrEP

Cabotegravir intramuscular once every 2 months has proven to be effective and safe as PrEP for
MSM, transgender woman and cisgender women [21,22]. For all three groups, Lenacapavir twice-
yearly SC is also efficacious for prevention of HIV infection.[23,24] However, at the time of

redaction of this guidance, no reimbursement was available in Belgium for these drugs.

Special situations

Woman who are pregnant or trying to conceive

Pregnancy is a period of elevated risk of HIV acquisition and the infection is more often spread to the
infant when it occurs during pregnancy [25,26]. Providers should offer PrEP to pregnant women
whose sexual partner has HIV, especially when their current partner’s viral load is unknown, is
detectable, or cannot be documented as undetectable [27]. Data on pregnancy outcomes in the
Antiretroviral Pregnancy Registry provide no evidence of adverse effects among fetuses exposed to

TDF/FTC, used for either HIV treatment or prevention of HIV acquisition during pregnancy [28,29].

Breastfeeding

If a woman becomes infected during breastfeeding, the risk of transmission of HIV to her infant is
appreciable because of high viral load soon after seroconversion. Data from studies of infants born to
HIV-infected mothers and exposed to TDF or FTC through breast milk suggest limited drug exposure
[30,31]. TDF and FTC are secreted in breast milk at very low concentrations (0.3—2% of the levels
required for infant treatment). Thus, the risk/benefit ratio of PrEP during breastfeeding should be

evaluated case by case.

Chronic hepatitis B infection
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TDF and FTC are also used to treat patients with a chronic HBV infection, i.e. individuals positive for
the HBsAg more than 6 months. When these drugs are discontinued, patients with an HBV infection
may experience clinically significant hepatitis flares. We advised not to use event driven PrEP in this
population. Daily PrEP with TDF/FTC can be considered even if HBV treatment is not required at the
moment of PrEP initiation. However, when treatment with PrEP is discontinued, the need for ongoing
therapy for HBV should be assessed and monitoring for a flare is advised, especially if liver fibrosis
was present before starting PrEP [32]. Nevertheless, flares were not observed in 2 PrEP trials limited

to participants with normal liver function tests and no clinical signs of cirrhosis [33,34].

Chronic kidney disease

TDF is associated with Fanconi syndrome and progression of CKD. In patients with CKD stage 3 or
higher (estimated glomerular filtration (€GFR) rate <60 mL/min/1.73m?) the initiation of event driven
PrEP (TDF/FTC) can be considered if the benefit is deemed higher than the risk of progressive kidney

disease.

Recent PEP exposure - switching directly from PEP to PrEP

For patients who required the prescription of post-exposition prophylaxis (PEP), the initiation of PrEP
should be discussed at the end of the PEP treatment. A large gap between the termination of the PEP
treatment and initiation of PrEP is deemed unnecessary given the sensitivity of current HIV tests [35]
and the efficacy of PEP reported in observational trials [36]. The PrEP baseline laboratory tests should
be performed 1-2 weeks after the end of the 28-day PEP treatment and PrEP can be initiated in case
this test is negative [37]. In high-risk situation, PrEP can be started directly after the end of the PEP

course.

Transgender persons

In the iPrEx subgroup analysis, trans women taking PrEP were reported to have a higher risk of HIV

acquisition as compared to MSM [38]. Daily PrEP with TDF/FTC had lower effectiveness in trans
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women than in MSM, primarily linked to lower adherence as measured by drug concentrations. Some
studies have reported that the high doses of feminizing hormones prescribed to trans women result in
lowering of activated tenofovir diphosphate levels in rectal tissue [39]. We therefore advise always
prolonging the administration of TDF/FTC up to 7 days after the last potential exposure in these

populations (Table 3).

Bariatric surgery

Individuals taking PrEP who have gastrointestinal disorders (including sleeve gastrectomy,
gastrointestinal bypass surgery, terminal ileitis, celiac disease and chronic diarrhoea) may have lower
than expected TDF plasma concentrations despite high adherence [40]. In these cases, we advise to
use daily PrEP. Furthermore, these PrEP users need closer follow-up and should be encouraged to
adhere to other recommended prophylactic measures. Although therapeutic drug monitoring with
determination of TDF and FTC trough levels is possible in abroad laboratories, its cost prohibits the

implementation in daily clinical practice [41].

Missed medication and indications for PEP
If a person forgot to take his pill within 12 hours, the next pill should be taken as soon as possible,
and PrEP continued at the same hour as usual. If a person forgot to take his pill later than 12 hours,

only the next pill should be taken at the same hour as usual.

In case of a risk contact and suboptimal medication adherence, a risk table should be consulted for
further management (Table 4).[42] When there is a possible indication for post-exposure prophylaxis

(PEP), the patient should be referred to the emergency department of an HRC.

Side effects

PrEP is very safe with no side effects in 90% of users [2,5,6]. Reported side effects include:

- Gastrointestinal symptoms: diarrhea, nausea, vomiting, flatulence, ... Typically, these
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symptoms start in the first few days or weeks of PrEP use and last almost always less than 1

month.

General symptoms: dizziness, headache and fatigue.

Renal failure: One-time elevations in serum creatinine are seen in approximately 1 in every
200 PrEP users but are self-limiting and resolve in 80% of cases without stopping PrEP when
a separate specimen is tested [43-46]. The Fanconi syndrome is a seldom side effect of TDF
usage, which has been described in patients living with HIV taking the drug daily for at least
several months [47]. In patients on PrEP with worsening of kidney function, we proposed to
confirm this on a separate specimen. If eGFR drops below <60 mL/min/1.73m?, we advise to
refer the patient to the HRC. Also, if eGFR decreases over 20% without recovery, the patients
should be referred to the HRC for further work-up including determination of urinary
protein/creatinine ratio, glucosuria, fractional phosphate excretion, measurement of urine pH

and plasma bicarbonate.

Reduction of bone density: Oral PrEP with TDF/FTC has been associated with a small

decrease in bone mineral density (0,5 - 1,5%) at the spine and hip in the first 6 months, without
further progression afterwards [48]. Studies have found no increase in risk of bone fracture
and bone mineral density returns to normal when PrEP is discontinued [49]. Thus, no screening
for bone mineral density recommended. People with a history of bone fracture who are

considering PrEP should be referred to exclude osteoporosis that needs treatment.

Seroconversion and resistance

HIV seroconversion while using PrEP might occur. In clinical trials, seroconversion was related to

either pre-existing HIV infection or inconsistent use of PrEP [50,51]. Only 3% of seroconverters who

have received PrEP in studies have shown any resistance to FTC or TDF [52]. Recently, a case of HIV

acquisition with multidrug resistance was reported despite long term adherence to TDF/FTC, but this

case remain the only one described until now [53]. Thus, in case of seroconversion, a drug resistance
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testing should be performed and the patient needs to be referred to an HRC as soon as possible to start

an adapted treatment.

Doxycycline to prevent STIs (‘doxy-PEP”)

Doxycycline post exposure prophylaxis (doxy-PEP) refers to the intake of 200 mg within 24 to 72h
after sexual intercourse. In MSM and transgender women, three RCTs as well as real-world data
have shown doxy-PEP to be effective in preventing syphilis and Chlamydia, and, in some studies,
gonorrhoea, depending on the level of tetracycline resistance in local gonorrhoea strains.[17,54-56]
However, the long-term effects on microbiota and antimicrobial resistance remain a major concern.
We therefore currently recommend against its widespread use. However, it may be considered on an
individual basis in selected patients at particularly high risk of recurrent bacterial STIs, following a
shared decision-making process. The decision to prescribe doxyPEP should be left to the clinician's
judgement. More details on the argumentation for this advice can be found in the supplementary

appendix.

Patient information

These are the main message which should be shared with the patient:

PrEP is highly effective against HIV acquisition, if you take it correctly.

- Adherence (correctly taking pills) and regular testing for HIV (every 3 months) are essential.
- PrEP does not protect against other STIs.

- PrEP has no contraceptive effect.

- PrEP does not affect the efficacy of hormonal contraceptive and hormonal contraceptive does

not affect PrEP.

- If vomiting occurs at least 30 minutes after intake, there is no need to retake a second tablet. If

one tablet is missed, take it as soon as you remember.
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- In case of missed/incorrect pill intake, contact a health professional (a PEP treatment might be

needed).

- For event driven PrEP, pay attention to correctly starting (2-24h before; 2 pills) and stopping
(2 days after last sex in MSM, 7 days in women and in cisgender men and trans and gender

diverse people assigned male at birth who are taking exogenous oestradiol-based hormones).

- There are no interactions of PrEP with recreational drugs or alcohol. However, chemsex may

cause impaired adherence to PrEP and other health problems.

Reliable patient information can be found on the following websites:

- Myprep.be (French only, a patient information leaflet is available)
- Sensoa (Dutch only)
- PrEPster

- https://www.itg.be/nl/clinics/service/hiv-prep-pre-expositie-profylaxe

Information to be collected by the HRCs

Sciensano collects aggregated data of the HRCs on PrEP usage on yearly basis. The following data

need to be reported:

1. The number of individuals starting PrEP in the last year, including their sex, age group, risk
category, presence of specific circumstances (sex work and start after PEP usage) and regimen chosen

at the start.

2. The number of individuals taking PrEP in the last year, including the number with a new diagnosis
of a specific STI (HIV, syphilis, NG, CT, lymphogranuloma venereum, hepatitis A, hepatitis B,
hepatitis C, Mpox and HIV), the number reporting chemsex usage and the regimen at the last

consultation of the year.
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3. The number of individuals who interrupted PrEP and the reasons for this interruption.

Conclusion

In conclusion, we recommend the use of PrEP for a selected population. A regular follow-up has to
be set up to diagnose HIV seroconversion, to treat other STIs, to prevent side effects and to avoid
resistance occurrence. We recommend that patients should be counselled regarding the use of PrEP as

part of a combination approach to HIV prevention.

Conflict of interest: none.
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Page 15



References

[1]
2]

[3]
[4]

[17]

Van Praet JT, Henrard S, Kenyon C, et al. Belgian 2024 guidance on the use of pre-exposure
prophylaxis. Acta Clin Belg. 2024 Apr;79(2):121-129.

Grant RM, Lama JR, Anderson PL, et al. Preexposure Chemoprophylaxis for HIV
Prevention in Men Who Have Sex with Men. New Engl J Med. 2010 Dec 30;363(27):2587-
2599.

Molina JM, Capitant C, Spire B, et al. On-Demand Preexposure Prophylaxis in Men at High
Risk for HIV-1 Infection. New Engl J Med. 2015 Dec 3;373(23):2237-2246.

McCormack S, Dunn DT, Desai M, et al. Pre-exposure prophylaxis to prevent the acquisition
of HIV-1 infection (PROUD): effectiveness results from the pilot phase of a pragmatic open-
label randomised trial. Lancet. 2016 Jan 2;387(10013):53-60.

Baeten JM, Donnell D, Ndase P, et al. Antiretroviral Prophylaxis for HIV Prevention in
Heterosexual Men and Women. New Engl J Med. 2012 Aug 2;367(5):399-410.

Thigpen MC, Kebaabetswe PM, Paxton LA, et al. Antiretroviral Preexposure Prophylaxis for
Heterosexual HIV Transmission in Botswana. New Engl J Med. 2012 Aug 2;367(5):423-
434,

Jourdain H, de Gage SB, Desplas D, et al. Real-world effectiveness of pre-exposure
prophylaxis in men at high risk of HIV infection in France: a nested case-control study.
Lancet Public Health. 2022 Jun;7(6):€529-¢536.

Grulich AE, Guy R, Amin J, et al. Population-level effectiveness of rapid, targeted, high-
coverage roll-out of HIV pre-exposure prophylaxis in men who have sex with men: the
EPIC-NSW prospective cohort study. Lancet Hiv. 2018 Nov;5(11):629-¢637.

Vanbaelen Thibault ea. Does screening for Neisseria gonorrhoeae and Chlamydia
trachomatis affect the incidence of these infections in men who have sex with men taking
HIV pre-exposure prophylaxis (PrEP)Results from a randomized, multicentre controlled trial
(the Gonoscreen study). 2023.

Vaccinatie van volwassenen tegen hepatitis A (HGR 8815). 2013.

Vaccinatie van volwassenen tegen Hepatitis B (HGR 8816). 2013.

Vaccinatiefiches tegen het humaan papillomavirus (HPV) (kinderen et adolescenten) (HGR
9181). 2017.

Berenson AB, Panicker G, Unger ER, et al. Immunogenicity of 2 or 3 Doses of 9vHPV
Vaccine in U.S. Female Individuals 15 to 26 Years of Age. NEJM Evid. 2024
Feb;3(2):EVID0a2300194.

Bergman H, Buckley BS, Villanueva G, et al. Comparison of different human papillomavirus
(HPV) vaccine types and dose schedules for prevention of HPV-related disease in females
and males. Cochrane Database Syst Rev. 2019 Nov 22;2019(11).

Abara WE, Bernstein KT, Lewis FMT, et al. Effectiveness of a serogroup B outer membrane
vesicle meningococcal vaccine against gonorrhoea: a retrospective observational study.
Lancet Infect Dis. 2022 Jul;22(7):1021-1029.

Wang B, Giles L, Andraweera P, et al. Effectiveness and impact of the 4CMenB vaccine
against invasive serogroup B meningococcal disease and gonorrhoea in an infant, child, and
adolescent programme: an observational cohort and case-control study. Lancet Infect Dis.
2022 Jul;22(7):1011-1020.

Molina JM, Bercot B, Assoumou L, et al. Doxycycline prophylaxis and meningococcal
group B vaccine to prevent bacterial sexually transmitted infections in France (ANRS 174
DOXYVAC): a multicentre, open-label, randomised trial with a 2 x 2 factorial design.
Lancet Infect Dis. 2024 Oct;24(10):1093-1104.

Council SH. Belgian Vaccination Strategy against Human Mpox Virus. 2026;No. 9900.
Cottrell ML, Yang KH, Prince HM, et al. A Translational Pharmacology Approach to

Page 16



[21]

[22]

[23]

[24]

[25]

[26]

[27]
[28]

[29]

[30]

[31]

[32]

[33]

[34]

[35]

[36]

[37]

[38]

[39]

Predicting Outcomes of Preexposure Prophylaxis Against HIV in Men and Women Using
Tenofovir Disoproxil Fumarate With or Without Emtricitabine. J Infect Dis. 2016 Jul
1;214(1):55-64.

Landovitz RJ, Donnell D, Clement ME, et al. Cabotegravir for HIV Prevention in Cisgender
Men and Transgender Women. New Engl J Med. 2021 Aug 12;385(7):595-608.
Delany-Moretlwe S, Hughes JP, Bock P, et al. Cabotegravir for the prevention of HIV-1 in
women: results from HPTN 084, a phase 3, randomised clinical trial. Lancet. 2022 May
7;399(10337):1779-1789.

Kelley CF, Acevedo-Quinones M, Agwu AL, et al. Twice-Yearly Lenacapavir for HIV
Prevention in Men and Gender-Diverse Persons. N Engl J Med. 2025 Apr 3;392(13):1261-
1276.

Bekker LG, Das M, Abdool Karim Q, et al. Twice-Yearly Lenacapavir or Daily F/TAF for
HIV Prevention in Cisgender Women. N Engl J Med. 2024 Oct 3;391(13):1179-1192.
Humphrey JH, Marinda E, Mutasa K, et al. Mother to child transmission of HIV among
Zimbabwean women who seroconverted postnatally: prospective cohort study. Bmj-Brit
Med J. 2010 Dec 22;341.

Singh S, Lampe MA, Babu AS, et al. HIV seroconversion during pregnancy and mother-to-
child HIV transmission: data from the Enhanced Perinatal Surveillance Project, United
States, 2005-2010. J Int Aids Soc. 2012 Oct;15:130-131.

WHO. Preventing HIV during pregnancy and breastfeeding in the context of PrEP. 2017.
Dettinger JC, Kinuthia J, Pintye J, et al. Perinatal outcomes following maternal pre-exposure
prophylaxis (PrEP) use during pregnancy: results from a large PrEP implementation program
in Kenya. J Int Aids Soc. 2019 Sep;22(9).

The Antiretroviral Pregnancy Registry. Interim Report: 1 January 1989 through 31 January
2023. 2023.

Mofenson LM, Baggaley RC, Mameletzis L. Tenofovir disoproxil fumarate safety for
women and their infants during pregnancy and breastfeeding. Aids. 2017 Jan 14;31(2):213-
232.

Mugwanya KK, John-Stewart G, Baeten J. Safety of oral tenofovir disoproxil fumarate-
based HIV pre-exposure prophylaxis use in lactating HIV-uninfected women. Expert Opin
Drug Saf. 2017;16(7):867-871.

Mondou E, Sorbel J, Anderson J, et al. Posttreatment exacerbation of hepatitis B virus
(HBV) infection in long-term HBV trials of emtricitabine. Clin Infect Dis. 2005 Sep
1;41(5):E45-E47.

Peterson L, Taylor D, Roddy R, et al. Tenofovir disoproxil fumarate for prevention of HIV
infection in women: a phase 2, double-blind, randomized, placebo-controlled trial. PLoS Clin
Trials. 2007 May 25;2(5):e27.

Solomon MM, Schechter M, Liu AY, et al. The Safety of Tenofovir-Emtricitabine for HIV
Pre-Exposure Prophylaxis (PrEP) in Individuals With Active Hepatitis B. J Acquir Immune
Defic Syndr. 2016 Mar 1;71(3):281-6.

Lindback S, Thorstensson R, Karlsson AC, et al. Diagnosis of primary HIV-1 infection and
duration of follow-up after HIV exposure. Karolinska Institute Primary HIV Infection Study
Group. Aids. 2000 Oct 20;14(15):2333-9.

Mayer KH, Allan-Blitz LT. Post-exposure prophylaxis to prevent HIV: new drugs, new
approaches, and more questions. Lancet Hiv. 2023 Dec;10(12):e816-e824.

Centers for Disease Control and Prevention UPHS. Preexposure prophylaxis for the
prevention of HIV infection in the United States—2021 update: a clinical practice guideline.
2021.

Deutsch MB, Glidden DV, Sevelius J, et al. HIV pre-exposure prophylaxis in transgender
women: a subgroup analysis of the iPrEx trial. Lancet HIV. 2015 Dec;2(12):e512-9.

Cottrell ML, Prince HMA, Schauer AP, et al. Decreased Tenofovir Diphosphate
Concentrations in a Transgender Female Cohort: Implications for Human Immunodeficiency

Page 17



[40]

[41]

[42]

[43]

[44]

[45]

[46]

[47]

[48]

[49]

[50]

[51]

[52]
[53]
[54]

[55]

[56]

Virus Preexposure Prophylaxis. Clin Infect Dis. 2019 Nov 27;69(12):2201-2204.

Calcagno A, Dal Conte I, Cattaneo D, et al. Low Tenofovir Plasma Exposure in HIV Oral
Pre-exposure Prophylaxis Recipients with Gastrointestinal Disorders. Antimicrob Agents
Chemother. 2021 Jan 1;65(1).

Roelofsen EE, Wildenbeest S, Mollema FP, et al. Pharmacokinetics of tenofovir disoproxyl
fumarate/emtricitabine in a client on pre-exposure prophylaxis after a total gastrectomy.
AIDS. 2020 Nov 1;34(13):1989-1991.

British Association for Sexual Health and HIV/British HIV Association guidelines on the use
of HIV pre-exposure prophylaxis (PrEP) 2025.

Yacoub R, Nadkarni GN, Weikum D, et al. Elevations in Serum Creatinine With Tenofovir-
Based HIV Pre-Exposure Prophylaxis: A Meta-Analysis of Randomized Placebo-Controlled
Trials. J Acquir Immune Defic Syndr. 2016 Apr 1;71(4):e115-8.

Solomon MM, Lama JR, Glidden DV, et al. Changes in renal function associated with oral
emtricitabine/tenofovir disoproxil fumarate use for HIV pre- exposure prophylaxis. Aids.
2014 Mar 27;28(6):851-859.

Mugwanya KK, Wyatt C, Celum C, et al. Reversibility of Glomerular Renal Function
Decline in HIV-Uninfected Men and Women Discontinuing Emtricitabine-Tenofovir
Disoproxil Fumarate Pre-Exposure Prophylaxis. Jaids-J Acq Imm Def. 2016 Apr
1;71(4):374-380.

Mandala J, Nanda K, Wang M, et al. Liver and renal safety of tenofovir disoproxil fumarate
in combination with emtricitabine among African women in a pre-exposure prophylaxis trial.
Bmc Pharmacol Toxico. 2014 Dec 24;15.

Tourret J, Deray G, Isnard-Bagnis C. Tenofovir Effect on the Kidneys of HIV-Infected
Patients: A Double-Edged Sword? J Am Soc Nephrol. 2013 Oct;24(10):1519-1527.
Mulligan K, Glidden DV, Anderson PL, et al. Effects of Emtricitabine/Tenofovir on Bone
Mineral Density in HIV-Negative Persons in a Randomized, Double-Blind, Placebo-
Controlled Trial. Clin Infect Dis. 2015 Aug 15;61(4):572-580.

Liu AY, Vittinghoff E, Sellmeyer DE, et al. Bone mineral density in HIV-negative men
participating in a tenofovir pre-exposure prophylaxis randomized clinical trial in San
Francisco. PLoS One. 2011;6(8):e23688.

Anderson PL, Glidden DV, Liu A, et al. Emtricitabine-tenofovir concentrations and pre-
exposure prophylaxis efficacy in men who have sex with men. Sci Transl Med. 2012 Sep
12;4(151):151ral25.

Donnell D, Baeten JM, Bumpus NN, et al. HIV protective efficacy and correlates of
tenofovir blood concentrations in a clinical trial of PrEP for HIV prevention. J Acquir
Immune Defic Syndr. 2014 Jul 1;66(3):340-8.

Fonner VA, Dalglish SL, Kennedy CE, et al. Effectiveness and safety of oral HIV
preexposure prophylaxis for all populations. Aids. 2016 Jul 31;30(12):1973-83.

Knox DC, Anderson PL, Harrigan PR, et al. Multidrug-Resistant HIV-1 Infection despite
Preexposure Prophylaxis. New Engl J Med. 2017 Feb 2;376(5):501-502.

Luetkemeyer AF, Donnell D, Dombrowski JC, et al. Postexposure Doxycycline to Prevent
Bacterial Sexually Transmitted Infections. New Engl J Med. 2023 Apr 6;388(14):1296-1306.
Molina JM, Charreau I, Chidiac C, et al. Post-exposure prophylaxis with doxycycline to
prevent sexually transmitted infections in men who have sex with men: an open-label
randomised substudy of the ANRS IPERGAY trial. Lancet Infect Dis. 2018 Mar;18(3):308-
317.

Traeger MW, Leyden WA, Volk JE, et al. Doxycycline Postexposure Prophylaxis and
Bacterial Sexually Transmitted Infections Among Individuals Using HIV Preexposure
Prophylaxis. JAMA Intern Med. 2025 Mar 1;185(3):273-281.

Page 18



Box 1: Key components of counselling

e Risk reduction

- Reinforce the need for immunization (e.g. HPV and hepatitis)

- Assess the risk: type of sexual intercourse, use of alcohol/“chemsex” (i.e. sexualised drug
use), use of sextoys and discuss risk reduction

- Chemsex: educate for individual tools, lubricant use, interactions between drugs (see
chemsex.be, application “knowdrugs”)

- Review STI transmission mode (refer to depistage.be and for doctors www.ist.kce.be)

- Assess potential sexual health and wellbeing issues: discuss the role of chemsex and mental
health in relation to sexual behaviour. Refer to sexologist, mental health specialist, addiction
specialist or community associations if needed.

e Educate for STI screening when symptoms are present and partner notification

e Medication adherence

travel, etc.

- Discuss the indication of PEP

- Ensure low-threshold contact with caregivers: offer a list with telephone numbers, e-mail
addresses and emergency hotline

- Test the understanding of the chosen regimen of PrEP, e.g. using a real-life case study

- Provide pill box, mobile applications (e.g. myprep and AT-PrEP) and websites (see below
under ‘Patient information’)

- Discuss strategies to adopt in case of discontinuation: out of stock situation, unexpected

Table 1: Laboratory tests at follow up visits

After 1 month | Every 6 monthly 12 monthly
(optional) consultation

HIV 4™ generation (Ag/Ab) X X

test

Syphilis X

ALT/GPT X

HCV* X

Serum creatinine and X

eGFR **

*HCV via testing for antibodies or combo-test (antigen/antibody) unless previous HCV infection
when HCV-RNA test is required

** every 3 to 6 months in individuals over 50 years of age, with CKD or risk factors for CKD
(e.g. diabetes and hypertension) or who use of nephrotoxic medications. In these patients, the
urinary protein/creatinine ratio (cut off < 0.15) should be assessed at least yearly.
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Table 2: Immunisation schedule for people using PrEP

Vaccine 16-30 years 31-59 years | 60-64 years | >65 years
HPV 2-(3) doses (0, (2), 6 months)* | shared decision making
2-(3) doses (0, (2), 6 months)*
Hepatitis A** 2 doses, month 0 and > 6-12 months
Hepatitis B If no prior vaccination, 3 doses (month 0, 2 and 6), anti-HBs 1 month later,

non-responders (anti-HBs < 10 IU/1) should receive up to three additional
standard vaccines or third generation vaccines with an extra adjuvant
Meningococcal If risk factor is present®**

Men ACWY: 1 dose, Booster: every 5/10 years

Meningococcal B vaccine (4CMenB vaccine): 2 doses (0-2 months)

Mpox (if 2 doses; day 0, day 28. Consider 1 dose if vaccine shortage/no dose if
available) smallpox vaccination during childhood

Basic Update according to national guidelines. MIMR *##

vaccinations

* Current evidence suggests two HPV vaccine doses protect as well as three in healthy adults

** If Twinrix® is used: 3 doses month 0, month 1 and month 6

*** Regular visits to busy contact settings (e.g. clubs, festivals, group sex, darkrooms, sex-on-
premises venues) can be considered as a risk factor. Protection of the meningococcal vaccine against
NG is uncertain. Whereas observational data suggest moderate protection (33-44%), 2 RCT could
not find a protective effect against NG.

***% For MMR protection, individuals born before 1970 can generally be considered immune. In
persons born in Belgium between 1970 and 1986, vaccination status should be verified. If there 1s
uncertainty or no documentation of vaccination, MMR vaccine should be administered (1 or 2
doses).

Table 3. How to start and stop oral PrEP

Population Starting oral PrEP | Using oral Stopping oral
PrEP PrEP

Cisgender men and trans and gender | Take a double dose | Take 1 dose per | Take 1 dose per

diverse people assigned male at birth | 2-24 hours before day day until 2 days

who are not taking exogenous potential sexual after the day of

oestradiol-based hormones™ exposure the last potential
sexual
exposure™*

Cisgender women and trans and Take a double dose | Take 1 dose per | Take 1 dose daily
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gender diverse people assigned 2-24 hours before day for 7 days after
female at birth* potential sexual last potential
exposure exposure
Cisgender men and trans and gender | Take a double dose | Take 1 dose per | Take 1 dose daily
diverse people assigned male at birth | 2—24 hours before day for 7 days after
who are taking exogenous potential sexual last potential
oestradiol-based hormones* exposure exposure
People using oral PrEP to prevent Take a double dose | Take 1 dose per | Take 1 dose daily
HIV acquisition from injecting 2-24 hours before day for 7 days after
practices® potential sexual last potential
exposure exposure

*Patients in need of chronic hepatitis B treatment should take daily PrEP. Stopping PrEP should be
discussed with physician and monitoring is recommended after stopping TDF-based PrEP to detect

relapse and manage HBV.

**Some Event-driven PrEP studies (2) showed effectiveness by taking 2 doses daily after potential
exposure, even if the first of the 2 last doses is on the same day of the last exposure for it is after the
exposure. Sources like WHO recommend taking 2 daily doses after the last potential exposure.

Table 4: Indications for PEP when taking PrEP with suboptimal adherence

Type of exposure Gap between last PrEP dose Recommendation

before exposure and

resumption of PrEP
Condomless anal sex or <7 days since last PrEP dose Resume PrEP with double
insertive vaginal sex dose

>7 days since last PrEP dose

Take double dose of PrEP as
soon as possible within 24
hours after exposure

Refer patient to emergency
department of an HRC for PEP

Receptive vaginal sex

<3 days since last PrEP dose

Resume PrEP with double
dose

>3 days since last PrEP dose

Take double dose of PrEP as
soon as possible within 24
hours after exposure

Refer patient to emergency
department of an HRC for PEP

Missed postcoital dose for
event driven PrEP

First postcoital dose is missed

First postcoital dose can be
taken up to 48 hours after sex,
provided at least one precoital
tablet was taken >2 hours
before sex

Take second postcoital dose 24
hours after first dose
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