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Abstract

Background: New HIV infections occur
annually in Canada, highlighting the
need for pre- and postexposure prophyl-
axis (PrEP and PEP). Through the Canad-
ian Institutes of Health Research (CIHR)
Pan-Canadian Network for HIV/AIDS and
STBBI (sexually transmitted and blood-
borne infections) Clinical Trials Research,
we have updated the 2017 guideline on
clinical indications and drug regimens for
PrEP and PEP in Canada.

Methods: Drawing on meetings with
community-based organizations repre-
senting key populations affected by HIV
in Canada, along with evidence from
3 systematic reviews on PrEP, PEP, and
HIV risk assessment tools (searches to
June 2024), our diverse panel of
19 experts formulated recommenda-
tions on PrEP and PEP. We used a formal
evidence-to-decision-making framework

and the Grading of Recommendations,
Assessment, Development, and Evalua-
tion system. We followed the Guidelines
International Network principles for
managing competing interests. Our
guideline development and reporting
adhere with Appraisal of Guidelines for
Research and Evaluation II.

Recommendations: This guideline con-
tains 31 recommendations and 10 good
practice statements. Although it is appro-
priate to prescribe PrEP to adults and ado-
lescents who request it, clinicians are also
encouraged to assess HIV risk during rou-
tine health visits to identify people who
would benefit from PrEP. Clinicians
should elicit information about patients’
anatomy and sexual partners in a cultur-
ally sensitive and affirming manner to
determine which PrEP regimens — daily
oral tenofovir disoproxil fumarate/

emtricitabine (TDF/FTC), on-demand TDF/
FTC, daily oral tenofovir alafenamide/
emtricitabine, or long-acting injectable
cabotegravir — are suitable options.
When assessing whether PEP is needed,
clinicians should consider the likelihood
that the source person has transmissible
HIV, as well as the biological risk of HIV
transmission based on exposure type.
Preferred PEP regimens are dolutegravir
plus TDF/FTC, or bictegravir/tenofovir
alafenamide/emtricitabine.

Interpretation: Multiple safe, effective
PrEP and PEP regimens are now avail-
able in Canada, making it increasingly
possible to find suitable options for all
who could benefit. Implementation of
this guideline should expand access to
biomedical HIV prevention interven-
tions for those at risk and decrease the
incidence of HIV in Canada.

New HIV infections occur frequently in Canada, highlighting the
need to scale up pre-exposure prophylaxis (PrEP) and postexpos-
ure prophylaxis (PEP). Pre-exposure prophylaxis involves use of
certain antiretroviral medications (ARVs) by HIV-negative people at
ongoing risk of HIV acquisition, beginning before and continuing
after potential HIV exposures. Postexposure prophylaxis involves
28 days of ARVs immediately after a potential HIV exposure.

HIV infections in Canada remain disproportionately concen-
trated in key populations (Appendix 1, Table A3, available at www.
cmaj.ca/lookup/doi/10.1503/cmaj.250511/tab-related-content),
with 38.4% of incident infections occurring in gay, bisexual,
and other men who have sex with men (GBM); 24.5% in people

who inject drugs (PWID); and 3.7% in GBM-PWID in 2022.! One-
third (35.5%) of infections occur in females.? Although 2022
incidence estimates among Indigenous people are not avail-
able, the rate in 2020 was markedly higher than for the overall
Canadian population, at 15.2 per 100000.? Geographic varia-
tion also exists, with substantially higher HIV incidence in
Saskatchewan and Manitoba (24 and 19 per 100000 popula-
tion, respectively) compared with the national average (4.7 per
100000) in 2022.1

This heterogeneity by population and geography means that
clinicians should be familiar with local HIV epidemiology, in
addition to nationwide trends, to contextualize HIV risk during
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clinical assessments. Population-level data on transgender,
gender-diverse, and racialized people are lacking — an import-
ant gap because uptake of biomedical prevention technologies
has been inequitable. Pre-exposure prophylaxis use in cisgender
women, for instance, is far lower than in GBM.® Importantly, epi-
demiologic risk constructs may inadvertently contribute to
stigma and discrimination, and caution is needed when apply-
ing them to individuals.

This guideline was developed through the Canadian Insti-
tutes of Health Research (CIHR) Pan-Canadian Network for HIV
and STBBI (sexually transmitted and blood-borne infections)
Clinical Trials Research (CTN+) and updates the previous guide-
line from 2017.* Our aim is to guide diverse interested parties on
expanding use of these safe and effective tools for preventing
HIV, in pursuit of Canada’s goal to eliminate HIV as a public
health threat by 2030.° An array of PrEP and PEP options is now
available in Canada, making it possible to find prevention strat-
egies suitable for all. In this article, we provide a synopsis of the
full guideline, which is available in Appendix 1.

Scope

Our primary purpose is to support clinical decision-making in
primary care, infectious diseases, emergency medicine, sexual
health, nursing, pharmacy, and related disciplines, and to
support community workers, who play an important role in
promoting PrEP and PEP. Policy-makers and public health
groups may also use this guideline for informing policy and
improving access.

We focus on adults and adolescents, using the Canadian
Paediatric Society’s definition of adolescence as the period
between the onset of physiologically normal puberty and end-
ing when an adult identity and behaviour are accepted,
roughly corresponding to the ages of 10 to 19 years.® For guid-
ance on potential application of our PEP recommendations in
pediatrics and appropriate dose adjustments, clinicians should
consult an experienced pediatrician or pharmacist.

Recommendations

We provide 31 recommendations and 10 good practice state-
ments regarding clinical indications and recommended drug
regimens for PrEP and PEP in adults and adolescents, as well as
several implementation considerations (Table 1). Strength and
certainty of evidence are graded according to the Grading of
Recommendations, Assessment, Development, and Evaluation
(GRADE; Box 1) system.”

In this synopsis of the full guideline, we review selected
recommendations and good practice statements for PrEP and
PEP (complete list in Table 1). The full guideline is available in
Appendix 1, which also includes a review of the underlying
evidence; extensive practical advice for providing PrEP and
PEP; considerations for use in specific populations; and a
more thorough discussion of HIV epidemiology, transmission,
and testing. A visual summary of the guideline is available in
Figure 1.

Pre-exposure prophylaxis

Counselling

All sexually active adolescents and adults, and those who inject drugs,
should be counselled regarding PrEP and PEP as part of a comprehen-
sive approach to preventing HIV and other STBBIs. They should be
made aware of the excellent safety and efficacy profile of PrEP and
PEP, and how they can be accessed. This information should be framed
in a positive light to counteract the stigma and apprehension that
sometimes surround PrEP and PEP (good practice statement).

Awareness of PrEP and PEP is critical for people to access them.
Clinicians have an important role in providing evidence-based
information to people who could benefit and are encouraged to
use information in this guideline to counsel potential users on
their safety and efficacy.

Indications

It is appropriate to prescribe PrEP to adults and adolescents who
request it (good practice statement).

The impetus for PrEP initiation may come from individuals them-
selves, or from health care professionals. If individuals actively seek
out PrEP based on self-assessed HIV risk, it is appropriate to prescribe
PrEP. There are many reasons people may not disclose HIV risk behav-
iours to health care providers, including shame, medical mistrust, and
structural barriers linked to homophobia, transphobia, racism, col-
onial practices, HIV stigma, and other forms of discrimination.®® Pro-
viding PrEP to those who request it decreases such barriers. Providers
should make this safe and effective intervention available to the
widest possible array of users, rather than “gatekeeping” access.

Clinicians are encouraged to assess HIV risk (e.g., using HIV risk-
assessment tools) during routine health visits to identify people at
increased risk of HIV who would benefit from PrEP, but who do not
request it themselves, and to recommend PrEP to them (good practice
statement).

In addition to offering PrEP to people who request it, clinicians
should also actively offer PrEP to individuals in their care when risk
for HIV is identified. Many individuals underestimate their HIV risk,
and may not be aware of PrEP.1%!* Many types of health care
encounters provide opportunities to offer PrEP, including visits for
sexual health (e.g., sexually transmitted infection [STI] testing or
treatment), PEP visits, reproductive health (e.g., contraception,
pregnancy-related care, cervical cancer screening), harm reduction
services, mental health and addictions services, and primary care.
Although there is no gold-standard strategy for identifying HIV
risk, validated assessment tools exist to aid clinicians. We conducted
a systematic review of HIV risk assessment tools in adults and adoles-
cents'? and identified 27 studies published between 1998 and May
2024, which described 11 tools that may be useful to practitioners in
Canada, including 9 tools for GBM, 1 for PWID, and 1 for use in a gen-
eral adult population (Appendix 2, available at www.cmaj.ca/lookup/
doi/10.1503/cmaj.250511/tab-related-content). Overall, the tools
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performed well (area under the receiver operating characteristic
curve 0.65 to 0.8) at predicting incident HIV infection. Although
another 6 tools were identified for use in cisgender heterosexual
women, they were derived and validated among cohorts of women
in Africa. Because the dynamics of the HIV epidemic vary by region,
the applicability of these tools to Canada is very limited, even among
newcomers from Africa.

Given the multitude of similarly performing tools available
for GBM, and the relative lack of tools for other populations, the
panel did not recommend specific tools for use. Clinicians may
choose to adopt 1 of the available validated tools to help iden-
tify PrEP candidates, based on the population they serve or
programmatic considerations (e.g., feasibility of implementa-
tion within an electronic medical record system). Variables

Table 1 (part 1 of 2): Recommendations regarding the use of pre-exposure prophylaxis and postexposure prophylaxis in Canada

Recommendations

Counselling

Strength of recommendation and certainty of evidence

o All sexually active adolescents and adults, and those who inject drugs, should be

Good practice statement

counselled regarding PrEP and PEP as part of a comprehensive approach to preventing
HIV and other sexually transmitted and blood-borne infections. They should be made
aware of the excellent safety and efficacy profile of PrEP and PEP, and how they can be
accessed. This information should be framed in a positive light to counteract the stigma

and apprehension that sometimes surround PrEP and PEP.
Pre-exposure prophylaxis
Indications
e |tisappropriate to prescribe PrEP to adults and adolescents who request it.

e Clinicians are encouraged to assess HIV risk (e.g., using HIV risk-assessment tools)

during routine health visits to identify people at increased risk of HIV who would benefit

from PreP, but who do not request it themselves, and to recommend PrEP to them.

e For people suitable for PrEP for the prevention of sexually acquired HIV, whose sex
assigned at birth and gender identity (or that of their partners) are not specifically
named in the recommendations below, clinicians should follow recommendations
that align with the person’s anatomy and sexual partners.

Regimens
For all HIV-negative individuals suitable for PrEP:
® We recommend daily oral TDF/FTC 300 mg/200 mg as a PrEP option

For HIV-negative cisgender men and transgender women in whom risk of HIV acquisition
is related to sex with cisgender men:

e We recommend on-demand (2-1-1) oral TDF/FTC 300 mg/200 mg as a PrEP option
® Daily oral TAF/FTC 25 mg/200 mg may be considered as a PrEP option
® We recommend CAB-LA 600 mg as a PrEP option

For HIV-negative cisgender men in whom risk of HIV acquisition is related to
heterosexual activity:

e On-demand (2-1-1) oral TDF/FTC 300 mg/200 mg may be considered as a PrEP option
® Daily oral TAF/FTC 25 mg/200 mg may be considered as a PrEP option
e CAB-LA 600 mg may be considered as a PrEP option

For HIV-negative cisgender women in whom risk of HIV acquisition is related to
heterosexual activity:

® We recommend against using on-demand oral TDF/FTC as PrEP

® Daily oral TAF/FTC 25 mg/200 mg may be considered as a PrEP option

® We recommend CAB-LA 600 mg as a PrEP option

For HIV-negative people in whom risk of HIV acquisition is related to injection drug use:
e On-demand oral TDF/FTC as PrEP is not recommended

e Daily oral TAF/FTC 25 mg/200 mg may be considered as a PrEP option

® CAB-LA 600 mg may be considered as a PrEP option

For people using CAB-LA PrEP:

® We suggest not routinely using HIV RNA testing to screen for incident HIV infection
among people using CAB-LA PrEP

Good practice statements

Strong recommendation, high-certainty evidence

Strong recommendation, moderate-certainty evidence
Weak recommendation, high-certainty evidence

Strong recommendation, high-certainty evidence

Weak recommendation, moderate-certainty evidence
Weak recommendation, moderate-certainty evidence

Weak recommendation, moderate-certainty evidence

Strong recommendation, low-certainty evidence
Weak recommendation, low-certainty evidence

Strong recommendation, high-certainty evidence
Strong recommendation, very low-certainty evidence
Weak recommendation, very low-certainty evidence

Weak recommendation, very low-certainty evidence

Weak recommendation, moderate-certainty evidence
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common to validated tools that may prove useful in identifying  gonorrhea, chlamydia, syphilis); higher numbers of partners;
HIV risk include condomless vaginal or front hole, or anal sex use of methamphetamines or inhaled nitrates in association
outside a closed relationship; previous bacterial STIs (e.g.,  with sex; and sharing injection drug use equipment.

Table 1 (part 2 of 2): Recommendations regarding the use of pre-exposure prophylaxis and postexposure prophylaxis in Canada

Recommendations Strength of recommendation and certainty of evidence

Postexposure prophylaxis
Indications

e PEPis clinically appropriate if the source person has a substantial risk of having Good practice statements
transmissible HIV infection, and the exposure type was of higher or moderate risk.

e The exposed person should undergo baseline HIV testing (fourth-generation antigen-
antibody assay or point-of-care third-generation assay, or both) when starting PEP,
but PEP initiation should not be delayed while awaiting the result.

® PEP should not be initiated when the source person is confirmed to be HIV negative, when
the source person is of unknown HIV status but from the general population, orin the setting
of sexual exposures to people living with HIV with an undetectable viral load.

® Decisions regarding PEP in other contexts warrant case-by-case evaluation and shared
decision-making between the clinician and patient. Consultation with a specialist
experienced in this area may be helpful but should not delay initiation of PEP if
potentially indicated.

Regimens
Duration and timing

® PEP should be initiated as soon as possible after an exposure, up to a maximum of Good practice statements
72 hours afterward.

® PEP should be given for a total of 28 days.

We recommend the following regimens for use as PEP:

® Bictegravir 50 mg/TAF 25 mg/FTC 200 mg once daily Strong recommendation, low-certainty evidence
® Dolutegravir 50 mg once daily + TDF 300 mg/FTC 200 mg once daily Strong recommendation, low-certainty evidence

The following regimens may be considered for use as PEP:

e Darunavir 800 mg/cobicistat 150 mg once daily + TAF 10 mg/FTC 200 mg once daily Weak recommendation, low-certainty evidence
e Darunavir 800 mg/cobicistat 150 mg once daily + TDF 300 mg/FTC 200 mg once daily Weak recommendation, low-certainty evidence
e Darunavir 800 mg once daily + ritonavir 100 mg once daily + TAF 10 mg/FTC 200 mg Weak recommendation, low-certainty evidence
once daily
® Darunavir 800 mg once daily + ritonavir 100 mg once daily + TDF 300 mg/FTC 200 mg Weak recommendation, moderate-certainty evidence
once daily
® Dolutegravir 50 mg once daily + TAF 25 mg/FTC 200 mg once daily Weak recommendation, very low-certainty evidence
® Doravirine 100 mg/TDF 300 mg/lamivudine 300 mg once daily Weak recommendation, low-certainty evidence
® Doravirine 100 mg + TAF 25 mg/FTC 200 mg once daily Weak recommendation, very low-certainty evidence
® Raltegravir 400 mg twice daily + TDF 300 mg/FTC 200 mg once daily Weak recommendation, low-certainty evidence

We suggest not using the following regimens as PEP:

e Elvitegravir 150 mg/cobicistat 150 mg/TAF 10 mg/FTC 200 mg once daily Weak recommendation, very low-certainty evidence
® Elvitegravir 150 mg/cobicistat 150 mg/TDF 300 mg/FTC 200 mg once daily Weak recommendation, very low-certainty evidence
® Raltegravir 400 mg twice daily + TAF 25 mg/FTC 200 mg once daily Weak recommendation, very low-certainty evidence
e Rilpivirine 25 mg/TAF 25 mg/FTC 200 mg once daily Weak recommendation, very low-certainty evidence
® Rilpivirine 25 mg/TDF 300 mg/FTC 200 mg once daily Weak recommendation, very low-certainty evidence

Delivery strategies

® We suggest starter kits be available for HIV-negative individuals in whom PEP is being Weak recommendation, very low-certainty evidence
initiated.
® We suggest PEP-in-pocket be considered for HIV-negative individuals with infrequent Weak recommendation, low-certainty evidence

moderate- to high-risk exposures.

Note: CAB-LA = long-acting cabotegravir, FTC = emtricitabine, PEP = postexposure prophylaxis, PrEP = pre-exposure prophylaxis, TAF = tenofovir alafenamide, TDF =
tenofovir disoproxil fumarate.
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Box 1: Grading of Recommendations, Assessment,
Development, and Evaluation system for
recommendations and definitions’

This guideline was developed using the GRADE system, which specifies

2 categories of strength of recommendations, and 4 categories of

certainty of the evidence on which recommendations are based.

Strength of recommendations

® Strong recommendations are those for which the guideline panel is
confident that the desirable effects of an intervention outweigh
undesirable effects (or vice versa), across the range of patients for
whom the recommendation is intended. Strong recommendations
for an intervention are generally worded as follows: “the panel
recommends that the intervention be done.” Strong
recommendations against an intervention are either worded as
“the panel recommends that the intervention not be done,” if there
are compelling reasons not to pursue it, or “the intervention is not
recommended,” if a major reason for the negative recommendation
is a lack of evidence.

® Weak or conditional recommendations are actions that could be
considered, for which the panel is less confident of the balance
between desirable and undesirable consequences. Although most
individuals in this situation would want the suggested course of
action, many would not, and clinicians must recognize that
different choices will be appropriate for different individuals. Weak
recommendations for an intervention generally state that it “may

Regimens

For people suitable for PrEP for the prevention of sexually
acquired HIV, whose sex assigned at birth and gender identity (or
that of their partners) are not specifically named in the recom-
mendations in Table 1, clinicians should follow recommenda-
tions that align with the person’s anatomy and sexual partners
(good practice statement).

Most HIV infections in Canada are related to sex between cisgender
men, heterosexual activity, and injection drug use.! Most of our rec-
ommendations on PrEP regimens therefore address these modes of
transmission and populations, which have been studied in large
trials.®* However, people of all sexes and genders may benefit from
PrEP and should be actively included in programs and policies. Clin-
icians should elicit information about patients’ anatomy and sexual
partners (e.g., partners’ anatomy, partners’ gender identities, rela-
tionship type, frequency of encounters) in a culturally sensitive and
affirming manner to determine which recommendations apply.

Multiple safe and effective PrEP regimens — including daily pills,
event-based or “on-demand” pills, and long-acting injectable medi-
cations — are now available in Canada (Appendix 3, Evidence Sum-
maries, available at www.cmaj.ca/lookup/doi/10.1503/cmaj.250511/
tab-related-content). The diversity of choices renders it increasingly
possible to find suitable options for all who could benefit.

Daily oral tenofovir disoproxil fumarate/emtricitabine

For all HIV-negative individuals suitable for PrEP:

« We recommend daily oral tenofovir disoproxil fumarate/
emtricitabine (TDF/FTC) 300 mg/200 mg as a PrEP option
(strong recommendation, high-certainty evidence).

be considered,” whereas weak recommendations against an
intervention state that “the panel suggests not using” it.

Certainty of evidence
e High (starting point for randomized controlled trials): the panel is

very confident that the true effect lies close to that of the estimate
of the effect.

® Moderate: there is moderate confidence in the effect estimate. The
true effect is likely close to the estimate, but there is a possibility
that it is substantially different.

e Low (starting point for observational studies): the panel has limited
confidence in the effect estimate. The true effect may be
substantially different from the estimate.

e Very low: there is very little confidence in the effect estimate. The
true effect is likely to be substantially different from the estimate.
Good practice statements

e According to the GRADE framework, good practice statements
provide clear and actionable guidance in situations where there is
high certainty that the desirable effects of an intervention clearly
outweigh the undesirable effects, but for which the body of
supportive evidence is indirect and the collection and summary of
the evidence is considered a poor use of a guideline panel’s time
and resources.

Note: GRADE = Grading of Recommendations, Assessment, Development, and Evaluation.

Daily oral TDF/FTC is the most widely evaluated PrEP regi-
men, with high-quality studies documenting excellent
safety, efficacy, and acceptability in multiple populations,
and nearly 100% efficacy at decreasing HIV acquisition risk if
used consistently.*1° It is the only approved PrEP product
currently available in generic formulations in Canada, render-
ing it the most affordable. A meta-analysis of 10 placebo-
controlled trials showed that the frequency of adverse events
is similar to that with placebo (odds ratio [OR] 1.01, 95% con-
fidence interval [CI] 0.99 to 1.03),% although extended use can
have negative effects on kidney and bone health (Appendix 1,
Sections 6.1.5-6.1.6).

On-demand or “2-1-1” oral tenofovir disoproxil fumarate/
emtricitabine

For HIV-negative cisgender men and transgender women in whom

risk of HIV acquisition is related to sex with cisgender men:

+  We recommend on-demand (2-1-1) oral TDF/FTC 300 mg/200 mg as a
PreP option (strong recommendation, moderate-certainty evidence).

For HIV-negative cisgender men in whom risk of HIV acquisition is

related to heterosexual activity:

+ On-demand (2-1-1) oral TDF/FTC 300 mg/200 mg may be con-
sidered as a PrEP option (weak recommendation, moderate-
certainty evidence).

For HIV-negative cisgender women in whom risk of HIV acquisition

is related to heterosexual activity:

+  We recommend against using on-demand oral TDF/FTC as PrEP
(strong recommendation, low-certainty evidence).
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HIV PrEP and PEP: 2025 guideline update

Who When

All sexually active teens + Routine health visits

and adults

- What
People who inject \ \ )
drugs » Discuss role of PrEP and PEP in preventing HIV
O » Describe how to access
« Frame information positively

PRE-EXPOSURE PROPHYLAXIS POSTEXPOSURE PROPHYLAXIS
Indications Indications
« Prescribe PrEP for all adults « Prescribe PEP to exposed patient with: umn

and teens who want it

« Moderate or high-risk exposure, and

» AssessHIVriskand « Source person with substantial risk of

Csﬁgr\?v?jlgdbzaiﬁiio people having transmissible HIV infection — 0
« Do not prescribe PEP if: [ ®
Recommended regimens* + Source person is HIV negative
« Multiple safe and effective » Source person has unknown
options are available for all HIV status and not from a high-prevalence
HIV-negative individuals population
suitable for PrEP « Patient had a sexual exposure to partners
« Preferred regimens differ living with HIV with undetectable
by population viral load

Duration and timing
« Initiate PEP as soon as possible,

within 72 hours after exposure 72
« Order baseline HIV testing for exposed

patient but do not delay PEP

+ Give PEP for 28 days

h

Recommended regimens*

Note: PEP = postexposure prophylaxis, « Coformulated bictegravir /

PrEP = pre-exposure prophylaxis tenofovir alafenamide / emtricitabine, or
* See guideline and appendices for specific . . .
recommendations, strength of recommendations * DO|UtegraV| r plu's Fengfow r dISOpI’OXIl

and certainty of evidence, and decision-making fumarate / emtricitabine

and implementation resources (www.cmaj.ca/- . . . .
lookup/doi/10.1503/cmaj.250511L) « Multiple alternative options available

Figure 1: Summary of the guideline recommendations. See Related Content tab for accessible version.
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For HIV-negative people in whom risk of HIV acquisition is related

to injection drug use:

« On-demand oral TDF/FTC as PrEP is not recommended (strong
recommendation, very low-certainty evidence).

For cisgender men and transgender women in whom HIV risk is
related to sex with cisgender men, “on-demand” oral TDF/FTC —
in which the medication is used only around the time of antici-
pated sexual exposures — is another strongly recommended PrEP
option, based on high-quality clinical trials?**? and real-world
effectiveness studies.?*% This regimen is also nicknamed “2-1-1”
PrEP because it involves a loading dose (2 tablets) of TDF/FTC
taken 2 to 24 hours before sex, followed by 1 tablet daily for
48 hours after the last pre-sex dose (i.e., 1 tablet 24 hours after the
loading dose, and a final tablet 24 hours later). If another sexual
exposure occurs during those 48 hours, the user should continue
taking 1 tablet every 24 hours until 2 doses after the last exposure.
If sexual activity resumes within a week, then the pre-exposure
loading dose can be reduced to only 1 tablet rather than 2.

On-demand TDF/FTC should not be used in people with active
hepatitis B because of the risk of hepatitis flares during treatment
interruption, or among those who may have difficulty adhering to
the dosing regimen (Appendix 1, Section 6.2.2). Because there are
no clinical data to support its use for preventing injection-related
and vaginal HIV acquisition, we also do not recommend on-demand
TDF/FTC in other populations, except in cisgender men who have
insertive sex with cisgender women, for whom data can be extrapo-
lated from GBM because of the shared risk of penile HIV acquisition
(Appendix 1, Section 5.2.2). Transgender women using feminizing
hormones who consider this regimen should be counselled about
drug-drug interactions (Appendix 1, Section 6.2.5). Considerations
that may be helpful in choosing between daily and on-demand oral
TDF/FTC PrEP are provided in Appendix 1, Table A6.

Daily oral tenofovir alafenamide/emtricitabine

For HIV-negative cisgender men and transgender women in whom

risk of HIV acquisition is related to sex with cisgender men:

« Daily oral tenofovir alafenamide/emtricitabine (TAF/FTC)
25 mg/200 mg may be considered as a PrEP option (weak
recommendation, high-certainty evidence).

For HIV-negative cisgender men in whom risk of HIV acquisition is

related to heterosexual activity:

» Daily oral TAF/FTC 25 mg/200 mg may be considered as a PrEP
option (weak recommendation, moderate-certainty evidence).

For HIV-negative cisgender women in whom risk of HIV acquisition

is related to heterosexual activity:

» Daily oral TAF/FTC 25 mg/200 mg may be considered as a PrEP
option (weak recommendation, low-certainty evidence).

For HIV-negative people in whom risk of HIV acquisition is related

to injection drug use:

» Daily oral TAF/FTC 25 mg/200 mg may be considered as a PrEP
option (weak recommendation, very low-certainty evidence).

In the DISCOVER trial, daily oral TAF/FTC PrEP had noninferior
efficacy at preventing HIV acquisition compared with daily oral
TDF/FTC among GBM and transgender women who have sex with
men (incidence rate ratio [IRR] 0.47, 95% Cl 0.19 to 1.15).27%8
Tenofovir alafenamide/emtricitabine was associated with fewer
adverse effects on bone mineral density and renal biomarkers,
but greater weight gain (+1.7 kg v. +0.5 kg at 96 wk, p < 0.0001)
compared with TDF/FTC, possibly linked to the weight-suppressive
effect of TDF. Tenofovir alafenamide/emtricitabine may thus be
preferred in people with kidney problems or osteoporosis. How-
ever, lack of a generic version means it is more costly, and not
currently publicly reimbursed in most jurisdictions.

Efficacy data on daily oral TAF/FTC in heterosexual cisgender
women from the PURPOSE-1 trial were disappointing (IRR 0.84,
95% CI 0.55 to 1.28 compared with background HIV incidence).?
However, because these findings were driven by low adherence
(odds of HIV were much lower in women with medium and high
versus low adherence; OR 0.11, 95% CI 0.01 to 0.49), because daily
oral TDF/FTC is highly effective in this population, and because the
pharmacokinetics of TAF in the female genital tract are favourable
for protection,® TAF/FTC can be considered as PrEP in this group
after risks and benefits have been discussed. Similarly, despite the
lack of trial data, TAF/FTC may be considered in PWID after risks
and benefits have been discussed, based on clinical trial evidence
showing efficacy of daily oral TDF alone in this setting® and
favourable pharmacokinetic and pharmacodynamic modelling.®
On-demand TAF/FTC as PrEP is not currently recommended for
any other populations because of the lack of published data.

Long-acting injectable cabotegravir

For HIV-negative cisgender men and transgender women in whom

risk of HIV acquisition is related to sex with cisgender men:

« We recommend long-acting injectable cabotegravir (CAB-LA)
600 mg as a PrEP option (strong recommendation, high-certainty
evidence).

For HIV-negative cisgender men in whom risk of HIV acquisition is

related to heterosexual activity:

« Long-acting CAB 600 mg may be considered as a PrEP option
(weak recommendation, moderate-certainty evidence).

For HIV-negative cisgender women in whom risk of HIV acquisition

is related to heterosexual activity:

« We recommend CAB-LA 600 mg as a PrEP option (strong
recommendation, high-certainty evidence).

For HIV-negative people in whom risk of HIV acquisition is related

to injection drug use:

« Long-acting CAB 600 mg may be considered as a PrEP option
(weak recommendation, very low-certainty evidence).

Long-acting CAB is an injectable integrase strand transfer inhib-
itor (INSTI) approved by Health Canada in 2024 as PrEP. Adminis-
tration involves a 600 mg injection in the ventrogluteal muscle,
followed by a second 600 mg dose injected 1 month later, then a
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600 mg dose injected every 2 months. An optional 28-day lead-in
of daily oral CAB 30 mg can be used to ensure tolerability but is
not required, because clinical trials have not shown advantages
of this strategy (Appendix 1, Section 5.2.4.1).

Long-acting CAB had superior HIV prevention efficacy over
daily oral TDF/FTC among GBM and transgender women in the
HIV Prevention Trials Network (HPTN) 083 trial (hazard ratio
[HR] 0.34, 95% CI 0.18 to 0.62),** and among cisgender women
in Africa in HPTN 084 (HR 0.12, 95% CI 0.05 to 0.31).>* These
results are largely explained by the ability of CAB-LA to over-
come the suboptimal adherence observed in the TDF/FTC arm.
Long-acting CAB has a favourable adverse event profile com-
pared with TDF/FTC. Injection-site reactions are the most com-
mon adverse effect, but are mostly mild, decline substantially
over time, and rarely lead to product discontinuation (0% to
2.4% in HPTN 083 and 084).

Because it also has high acceptability and could be useful for
marginalized populations in whom adherence to pills is challeng-
ing, CAB-LA PrEP is another strongly recommended PrEP option
for preventing sexually acquired HIV. Although clinical data are
lacking, CAB-LA can be considered for use in preventing HIV
related to injection drug use if careful monitoring and follow-up
can be assured (based on extrapolation from the HPTN 083 and
084 trials),*>** because there is no definitive reason to believe it
would not be efficacious in this setting. People who inject drugs
may also be at risk for sexually acquired HIV and may be appro-
priate candidates for CAB-LA on that basis.

Medication costs and logistical considerations related to
injection administration (e.g., training personnel, scheduling
injections) must be considered before use. All users should be
counselled about the small risk of clinical failure despite on-time
injections and the need to use another HIV prevention modality
(e.g., oral PrEP) for 1 year after discontinuation, starting
2 months after the last injection, if at continued HIV risk, because
subtherapeutic drug levels may persist for a year or more, poten-
tially resulting in drug resistance if the person acquires HIV dur-
ing that time (Appendix 1, Section 5.2.4.2).

Documentation of HIV seronegativity

Documentation of HIV seronegativity using the most sensitive
locally available assay is essential shortly before PrEP initiation
and should be repeated every 3 months for people on oral PrEP,
and with every injection (every 2 months) for those on CAB-LA.
In Canada, the most sensitive locally available assays are usually
a fourth-generation HIV antigen-antibody test, although in
some remote regions, a point-of-care third-generation assay
could be used while waiting for results of laboratory-based test-
ing. A detailed discussion of HIV testing modalities appears in
Appendix 1, Section 3.3.

We suggest not routinely using HIV RNA testing to screen for inci-
dent HIV infection among people using CAB-LA PrEP (weak recom-
mendation, moderate-certainty evidence).

Although PrEP is extremely effective, breakthrough infections do
occur, albeit rarely. In addition, any form of PrEP can delay the

timing and detection of HIV seroconversion when standard HIV
serology is used. This phenomenon is more pronounced with
CAB-LA, and can lead to clinically relevant resistance mutations,
prompting the United States Centers for Disease Control and Pre-
vention guideline to propose that regular HIV testing on PrEP be
done using HIV RNA testing.3® However, emerging data suggest
that routine HIV RNA testing has low positive predictive value,
with false-positive results sometimes prompting delays in PrEP
administration.®%” The panel thus thought that the potential
benefits of HIV RNA screening in the context of CAB-LA PrEP do
not outweigh the potential disadvantages, and that cost, accept-
ability, and feasibility do not support routine use.

Clinical considerations

The panel’s suggested clinical evaluations and practical advice
for providing PrEP are summarized in Table 23-% and Box 2.3841-43
Appendix 1 contains additional detail regarding use of PrEP in
specific contexts (i.e., transitioning to PrEP from PEP; chronic
hepatitis B; renal, bone, and metabolic disease; pregnancy and
breastfeeding or chestfeeding; and gender-affirming hormone
use).

As part of a comprehensive STBBI prevention package, vac-
cination for hepatitis A, hepatitis B, human papillomavirus,
and mpox should be offered in accordance with national
guidelines.®424 Regular screening for bacterial STls is indi-
cated at follow-up according to the types of sexual activity
reported, although the ideal frequency of screening for gonor-
rhea and chlamydia in GBM is debated.* Regular screening for
hepatitis C, renal function, and pregnancy (as appropriate) are
also advised.

Postexposure prophylaxis
Indications

Postexposure prophylaxis is clinically appropriate if the source per-
son has a substantial risk of having transmissible HIV infection,
and the exposure type was of higher or moderate risk (good prac-
tice statement).

The exposed person should undergo baseline HIV testing (fourth-
generation antigen-antibody assay or point-of-care third-generation
assay, or both) when starting PEP, but PEP initiation should not be
delayed while awaiting the result (good practice statement).

Postexposure prophylaxis should not be initiated when the source
person is confirmed to be HIV negative, when the source person is
of unknown HIV status but from the general population, or in the
setting of sexual exposures to people living with HIV with an
undetectable viral load (good practice statement).

Decisions regarding PEP in other contexts warrant case-by-case
evaluation and shared decision-making between the clinician and
patient. Consultation with a specialist experienced in this area
may be helpful but should not delay initiation of PEP if potentially
indicated (good practice statement).

CMAJ | December 1,2025 | Volume 197 | Issue 41

E1381



Table 2: Suggested clinical evaluation of people initiating and continuing pre-exposure prophylaxis

Every 2-3 Every 3-4 Every 12
Evaluation Baseline 30 days months months months
Laboratory evaluation
HIV testing* X Xt
Hepatitis Aimmunity (hepatitis A IgG)t
Hepatitis B screen (surface antigen, surface antibody, core X
antibody)tt
Hepatitis C screen (HCV antibody or HCV RNA)§ X
Screening for gonorrhea and chlamydia¥| X
(urine nucleic acid amplification test, throat and rectal swabs
for culture or nucleic acid amplification; test anatomic sites
depending on type of sexual activity reported)
Syphilis serology¥ X
Creatinine X**
Pregnancy test (as appropriate) X
Clinical evaluation
Symptoms of HIV seroconversion X X
PrEP adherence X X
Indication for PrEP X X
Use of other HIV and STI prevention strategies (e.g., vaccines, X X
condoms)
Screening for coexisting mental health conditions and refer if X X

needed

Note: CAB-LA = long-acting injectable cabotegravir, FTC = emtricitabine, HCV = hepatitis C virus, IgG = immunoglobulin G, PrEP = pre-exposure prophylaxis, STI = sexually

transmitted infection, TAF = tenofovir alafenamide, TDF = tenofovir disoproxil fumarate.

*Preferred HIV test is a fourth-generation antibody-antigen combo assay, but rapid third-generation point-of-care assays may be used while waiting for results of
laboratory-based testing. People with signs or symptoms of acute HIV should also undergo HIV RNA or pooled nucleic acid amplification test. Testing should be done

every 2 months in people using CAB-LA, and every 3 months in those on oral PrEP.

THepatitis A and B testing is suggested in people of unknown status because vaccine should be initiated in unvaccinated individuals at increased risk*® (Appendix 1,

Section 6.1.9, available at www.cmaj.ca/lookup/doi/10.1503/cmaj.250511/tab-related-content). Those who remain nonimmune to hepatitis B virus should be considered
for annual rescreening.

THepatitis B testing is suggested in people of unknown status because individuals with chronic active hepatitis B should be managed in consultation with an expert on
hepatitis B virus, according to a Canadian guideline.*

§People with no history of HCV infection should undergo HCV antibody testing; those with previous resolved (cured) infection should be screened with HCV RNA testing.
YPeople with diagnosed STlIs should be offered standard therapy and follow-up as per local guidelines.* See further comments on gonorrhea and chlamydia screening
frequency in Appendix 1, Section 6.1.9.

**Creatinine monitoring recommendations depend on PrEP regimen and renal function. For TDF/FTC-based PrEP, people at low risk of renal dysfunction should be tested

every 6 months (definitions in Appendix 1, Section 6.1.5) and every 3 months otherwise; for TAF/FTC, testing should be done every 6-12 months.

Risk of HIV acquisition depends on the likelihood the source has
transmissible HIV infection, and the biological risk of HIV trans-
mission based on exposure type. Clinicians should combine
these considerations, using the framework in Table 3, to decide
whether PEP is needed. Baseline HIV testing of the exposed per-
son is important to confirm HIV seronegativity, and because indi-
viduals seeking PEP often belong to populations with high rates
of pre-existing undiagnosed HIV.*

Assessment of whether the source has transmissible HIV
must draw on local and national epidemiology (Appendix 1,
Table A3) if individual-level details are unknown. Exposures to
people living with HIV with undetectable viral load (serum HIV
RNA < 200 copies/mL) confer no risk of sexually transmissible
HIV (the “undetectable equals untransmittable” [U = U] princi-
ple).*-* If the source person is known, laboratory testing or

review of medical records may be helpful but should be
undertaken only with that person’s consent.

The biological risk of transmission varies by exposure type. The
panel agrees with international scientific consensus that the per-act
risk of HIV transmission through sexual contact with a person who
has transmissible HIV is low, in absolute terms, at less than 2%.%°
The absolute risk through blood-borne exposures is also low (with
the exception of a blood transfusion containing HIV, which would
not be expected in Canada). However, when determining whether
an exposed person should use PEP, it is helpful to differentiate
between categories of risk for different exposure types, which the
panel has labelled as “higher,” “moderate,” or “low” in Appendix 1,
Table A7. These terms are intended for clinical decision-making
only, and the panel condemns efforts to apply this framework to the
unjust criminalization of people living with HIV.
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Box 2: Practical advice for providing pre-exposure prophylaxis

Sexual history-taking

® Adetailed sexual history should be collected in a nonjudgmental, sex-
positive way, covering partners, practices, and protection strategies

HIV testing at baseline and follow-up

* Afourth-generation HIV antigen-antibody combination test is
generally preferred

® Point-of-care tests may also be considered as they provide
immediate results, but only when serology can also be performed
for confirmation

e Clinical assessment for signs and symptoms of acute HIV infection
should be performed at each visit

® HIV RNA testing may be considered in people who are not yet taking
PrEP, owing to its enhanced sensitivity

® Testingis indicated every 3 months on oral PrEP and with each
injection (every 2 months) on CAB-LA

Managing suspected HIV seroconversion in PrEP users

e PrEP failure can occur rarely, owing to poor adherence, circulating
drug resistance, and other factors

® Suspected seroconversion should be managed urgently in
consultation with an HIV specialist

Renal monitoring

e Daily TDF/FTC is not advised when eGFR is < 60 mL/min; TAF/FTC is
not advised when eGFR is < 15-30 mL/min

® People on TDF/FTC PrEP at low renal risk (i.e., €GFR > 90 mL/min;
age <50 years; no diabetes, hypertension, or renal disease) should
undergo serum creatinine monitoring every 6 months

e People on TDF/FTC with renal risk factors should undergo
creatinine monitoring every 3 months

® People on TAF/FTC may undergo serum creatinine monitoring
every 6-12 months

Bone health

® Bone densitometry is not routinely advised unless indicated as per
Osteoporosis Canada guideline®

e TDF/FTC PrEP may be considered in people with low bone mass
or osteoporosis after risks and benefits have been discussed;
non-TDF-based regimens should be prioritized in this setting
when possible

® People on TDF/FTC should be counselled on calcium and vitamin D
intake and weight-bearing exercise

Metabolic health

e PrEP users should be counselled about the possibility of weight
gain, particularly on TAF/FTC and CAB-LA

® People on TAF-based regimens should be considered for annual
lipid monitoring

Injection-site reactions

® Most CAB-LA recipients experience mild or moderate ISRs, including
pain and tenderness lasting a median of 3 days; management

involves reassurance and supportive care. Injection-site reaction
decrease over time

Sexually transmitted infections and viral hepatitis

e Laboratory screening for syphilis, gonorrhea, and chlamydia is
suggested at baseline and every 3-4 months, from all exposed body
sites, with appropriate therapy for any identified infections

® Hepatitis A, B, and C serologies should be performed at baseline, with
vaccination for hepatitis A and B for nonimmune individuals and annual
repeat screening for hepatitis B and C for those who remain susceptible*

® Vaccination for human papillomavirus and mpox should be
provided as per national guidelines**
Frequency of follow-up

® We suggest initial follow-up at 1 month to repeat HIV testing, assess
tolerability, and reinforce counselling messages, with clinical
follow-up every 3-4 months thereafter

Reproductive health considerations
® Routine testing for pregnancy is warranted as applicable
Counselling

® PrEP clinical encounters should include assessments and
counselling regarding other STBBI prevention strategies, syndemic
mental health conditions, harm reduction strategies, potential drug
toxicities, and adherence

PrEP use in specific populations
People with chronic HBV

e People with chronic active hepatitis B should be offered TDF- or
TAF-containing PrEP if therapy for HBV is also required

¢ Regular HBV DNA monitoring (every 3-6 mo) while on PrEP is suggested

e People discontinuing PrEP who did not initially meet HBV treatment
indications should undergo ongoing monitoring of HBV DNA and
ALT to determine when HBV therapy is indicated

People with previous PEP use

® People receiving PEP for sexual and needle-sharing exposures
should be offered routine transition to PrEP

® HIVserologic testing can be undertaken before PEP completion
with immediate transition to PrEP after completion of the PEP
course. Subsequent HIV serologic testing at 4 weeks and then every
2-3 months (depending on PrEP regimen) is suggested

People using gender-affirming hormones

e Standard PrEP regimens may be used without concern forimpact
on feminizing hormones

® People using feminizing hormones should be counselled about
potential impact on on-demand PrEP levels (i.e., lowering them)

® People using masculinizing hormones should be offered standard
PrEP regimens, although data on drug interactions are limited,
particularly for CAB-LA

People who are pregnant or breast- or chestfeeding
e Standard TDF PrEP can be offered.

e Use of TAF or CAB-LA PrEP should be undertaken only after
counselling and through shared decision-making, given the very
limited data for use in this setting

Adolescents

e Adherence support interventions may be of particular value among
adolescents.

® Non-TDF/FTC PrEP regimens may be preferred, to minimize adverse
impacts of TDF on bone mineral density during this period of peak
bone development

Note: ALT = alanine aminotransferase, CAB-LA = long-acting injectable cabotegravir, eGFR =
estimated glomerular filtration rate, FTC = emtricitabine, HBV = hepatitis B virus, ISR = injection-
site reaction, PEP = postexposure prophylaxis, PrEP = pre-exposure prophylaxis, STBBI =
sexually transmitted and blood-borne infection, TAF = tenofovir alafenamide, TDF = tenofovir
disoproxil fumarate.
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Table 3: Summary of indications for HIV postexposure prophylaxis*

Blood or body fluid
on compromised skin
or mucosa, bites

Status of source person Percutaneoust

HIV-positive and viral load Initiate PEP
>200 copies/mL or

HIV status unknown but from
high-prevalence population

(see Appendix 1, Table A3)

Appendix 1)

HIV-positive with viral load
<200 copies/mL (see full guideline in

Appendix 1) Appendix 1)

HIV status unknown and from Do not initiate PEP

general population

Confirmed HIV negative Do not initiate PEP

Note: PEP = postexposure prophylaxis.

Case-by-case decision Initiate PEP
(see full guideline in

Case-by-case decision Case-by-case decision Do not initiate PEP
(see full guideline in

Do not initiate PEP§

Do not initiate PEP

Exposure type

Insertive or
receptive anal or
vaginal sex}

Performing
oral sext

Receiving
oral sext

Case-by-case decision Do not initiate PEP
(see full guideline in
Appendix 1)

Do not initiate PEP Do not initiate PEP

Do not initiate PEP§ Do not initiate PEP§ Do not initiate PEP§

Do not initiate PEP Do not initiate PEP Do not initiate PEP

*Appendix 1 is available at www.cmaj.ca/lookup/doi/10.1503/cmaj.250511/tab-related-content.
TPercutaneous exposures refer to injuries where there is meaningful exposure to blood; trivial or superficial exposures and exposures to other body fluids are not

included here.

1“Sex” refers to sexual exposures where barrier precautions (e.g., condoms) fail or are not used.
§When assessing a survivor of sexual assault, it is reasonable to offer PEP except in cases where the perpetrator is unlikely to have transmissible HIV.

Regimens
Duration and timing

Postexposure prophylaxis should be initiated as soon as possible
after an exposure, up to a maximum of 72 hours afterward (good
practice statement).

Postexposure prophylaxis should be given for a total of 28 days
(good practice statement).

Although there are no data on adult humans regarding the maxi-
mum time threshold after which PEP no longer offers protective
benefit, animal models show a gradient of prevention benefit,
with no transmission events among animals treated within
24 hours of exposure, only partial protection among those
treated at 72 hours, and no benefit if initiation was delayed
beyond 72 hours.>*>* Animal models have further demonstrated
a decreased risk of seroconversion when PEP was administered
for 28 compared with 10 days or 3 days.* These findings form the
basis for the global standard of care that PEP be initiated as soon
as possible within 72 hours after exposure and last for 28 days,
and are supported by pharmacokinetic modelling data.>

Strongly recommended regimens

We recommend the following regimens for use as PEP:

« Bictegravir 50 mg/tenofovir alafenamide 25 mg/emtricitabine
200 mg once daily (strong recommendation, low-certainty evidence).

« Dolutegravir 50 mg once daily plus tenofovir disoproxil
fumarate 300 mg/emtricitabine 200 mg once daily (strong
recommendation, low-certainty evidence).

While noting that all PEP use is off label in Canada, the panel rec-
ommends dolutegravir or bictegravir (both INSTI agents), in
combination with tenofovir-based backbones, as PEP. Dolutegra-
vir with TDF/FTC (or with TDF/lamivudine, a coformulation not
available in Canada) PEP has been evaluated among more than
1000 people across 5 observational studies.>®-%° Bictegravir/TAF/
FTC PEP has been evaluated in 259 people across 4 observational
studies.>®5"6162 Whereas the completeness of outcome reporting
varied across studies, for both regimens, no HIV seroconversions
were reported; adherence to all 28 days of PEP was high (86.2%
to 90% in the dolutegravir studies and 90.4% to 99% in the bicte-
gravir studies); discontinuation owing to tolerability concerns
was rare at about 1%; and moderate and severe adverse events
appeared to be rare. Compared with alternatives, both regimens
cause few drug-drug interactions and have a high genetic barrier
to resistance, suppressing HIV even in the presence of common
resistance mutations such as M184V/I (which compromises FTC
and may arise in people in whom PrEP was ineffective). Both
regimens can be used in pregnancy (Appendix 1, Section 8.2.7).%

Choosing between dolutegravir- and bictegravir-based regi-
mens can be based on preferences and pragmatic consider-
ations related to drug availability, cost, pill burden, and
pharmacologic considerations (Appendix 1, Table A9). Although
drug interactions with these regimens are few, slight differences
may dictate which to prescribe. Administration of INSTI-based
PEP should be separated from oral medications containing poly-
valent cations (e.g., cation-containing antacids, iron, calcium) to
avoid chelation and reduced absorption of the INSTI.

Other regimens
Many other PEP regimens may be considered, providing
flexibility (e.g., allowing regimen switches as needed) when
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clinicians are limited by drug availability, costs, drug inter-
actions, idiosyncratic drug intolerances, or other factors
(Table 1). Appendix 1 contains details on these regimens
(Section 7.6.3), regimens that are not recommended (Section
7.6.4), and antiretroviral agents that are not recommended
as part of a PEP regimen (e.g., abacavir, nevirapine, efavi-
renz; Section 7.6.5).

Delivery strategies

We suggest starter kits be available for HIV-negative individuals in
whom PEP is being initiated (weak recommendation, very low-
certainty evidence).

We suggest PEP-in-pocket be considered for HIV-negative individ-
uals with infrequent moderate- to high-risk exposures (weak rec-
ommendation, low-certainty evidence).

A common practice when dispensing PEP medications is to
initially provide a partial supply or “starter pack or kit,” enabling
prescribers to reassess the need for PEP when baseline labora-
tory results become available, modify therapy in cases of drug
intolerance or resistance and, ultimately, limit drug costs and
toxicities by preventing unnecessary use. The medication costs
for starter kits must be borne by the delivering institution (e.g.,
emergency department). Providing access to a full 28-day supply
at initial presentation is associated with fewer PEP refusals and
superior PEP completion rates than with providing a starter kit,*
so the former is appropriate when the indication for PEP is
clearly established and medication access is not a concern. How-
ever, starter kits may improve PEP access by facilitating timely
PEP initiation by nonexperts (e.g., emergency, primary care,
prison and community pharmacy settings) and before insurance
coverage is in place; hence, the panel advises that institutions
make them available and consider coupling them with a pre-
scription to avoid missed doses if follow-up is delayed.

A variation on PEP implementation is the proactive provi-
sion of a 28-day PEP prescription to be used in the event of a
potential HIV exposure (e.g., condomless anal or vaginal sex
with a partner of unknown HIV status, needlestick injury during
work abroad); the individual can then self-initiate the medica-
tions if and when needed.® Variously known as PEP-in-pocket
(PIP), PEP on-demand, or self-start PEP,%-%7 this modality is
best suited to people who decline PrEP and have infrequent,
unanticipated, high-risk HIV exposures. Such individuals should
be thoroughly counselled on how to assess HIV risk (Table 3)
and instructed to initiate PEP as soon as possible, but no later
than 72 hours, after exposures. This strategy appears safe,
effective, and acceptable to users in studies using a variety of
drug regimens.>®8%667 People considering PIP should be coun-
selled on the range of available PrEP strategies, for which the
volume and quality of data are considerably greater.

Clinical considerations
The panel’s suggested clinical evaluations and practical advice
for providing PEP are summarized in Table 434 and Box 3.

Appendix 1 contains additional detail regarding specific popu-
lations (adolescents, people using gender-affirming hormones,
those with chronic kidney disease, people with suspected
acute HIV infection, PrEP users, people with hepatitis B, people
who are pregnant or breast- or chestfeeding, and sexual
assault survivors).

Methods

This guideline is an initiative of CIHR Pan-Canadian Network for HIV
and STBBI CTN+. This project was supported by CIHR and in-kind
support from the CTN+, along with unrestricted educational grants
from Gilead Science and ViiV Healthcare for publication costs. We
followed the GRADE system of recommendation development,®
and our methodology and reporting adheres with Appraisal of
Guidelines for Research and Evaluation Il (AGREE 11).%°

Composition of participating groups

We assembled a panel of 18 experts on HIV PrEP or PEP from
across Canada, seeking geographic, demographic, and disciplin-
ary diversity (co-chairs D.H.S.T. and M.W.H.). The panel com-
prised expertise in infectious diseases (4 panellists), primary
care (2), emergency medicine (1), internal medicine (1), adoles-
cent medicine (1), pharmacy (3), nursing (1), public health (2),
knowledge translation (1), and implementation science (1),
along with a community representative (1). Indigenous, Black,
and other racialized and sexual minority perspectives were
meaningfully represented within both the lived experiences and
professional expertise of panel members.

To solicit additional community input, we conducted online
consultation meetings with 7 national or regional organizations
representing key populations affected by the HIV epidemic in
Canada, and 2 professional societies representing Canadian HIV
pharmacists and nurses, in mid 2023 (Appendix 1, Table Al). We
requested general input on the guideline scope and processes,
along with community perspectives on important health out-
comes relevant to PrEP and PEP.™

Selection of priority topics

Drawing on the feedback from our consultations, the panel
jointly developed the guideline PICO (Population, Intervention,
Comparator, Outcome) questions (Appendix 1, Box Al) and
determined which health outcomes to prioritize through voting
(Appendix 1, Section 2.1).

Literature review and quality assessment

To compile evidence, we conducted a systematic review of
published clinical trials and cohort studies about HIV PrEP and
another about HIV PEP. Key PrEP outcomes considered were
HIV incidence, adherence, toxicity, and drug resistance; key
PEP outcomes were HIV seroconversion, PEP regimen comple-
tion, moderate or severe adverse events, and discontinuations
because of adverse events. A health science librarian assisted
with these searches using MEDLINE, Embase, and CINAHL,
from July 2017 (when the search that informed the previous
iteration of our guideline ended) to June 2024. We conducted a
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Table 4: Suggested baseline and follow-up evaluations for postexposure prophylaxis

Test

HIV testing*
Hepatitis Aimmunity (hepatitis A 1IgG)t
Hepatitis B screent,} (surface antigen, surface antibody, core antibody)

Hepatitis C screen (HCV antibody)$§

Screening for gonorrhea and chlamydia (urine NAAT, throat and rectal swabs
for culture or NAAT; anatomic sites should be tested depending on type of

sexual activity reported)
Syphilis serology¥
ALT**

Serum creatinine**

Pregnancy testing (if appropriate)

Baseline Week 4-6 Week 12
X Xtt Xtf
X
X X8§§
X X§
X Xqq
X Xq9q Xqq
X
X
X

Note: ALT = alanine aminotransferase, HBC = hepatitis B virus, HCV = hepatitis C virus, 1gG = immunoglobulin G, NAAT = nucleic acid amplification, PEP = postexposure

prophylaxis, PrEP = pre-exposure prophylaxis, STI = sexually transmitted infection.

*Preferred HIV test is a fourth-generation antigen-antibody assay, but rapid third-generation point-of-care assays may be used while waiting for results of laboratory-
based testing. Those with signs or symptoms of acute HIV should also undergo HIV RNA or pooled NAAT test.

THepatitis A and B testing is recommended in people of unknown status because vaccine should be initiated in unvaccinated individuals at increased risk* (see Appendix 1,
Section 8.1.3, available at www.cmaj.ca/lookup/doi/10.1503/cmaj.250511/tab-related-content).

tPeople with chronic active HBV should be referred for HBV care as per local guidelines.*

§People with no history of HCV infection should undergo HCV antibody testing, and the final time point for testing should be 6 months after exposure; consideration can
be given to HCV RNA screening at 3-6 weeks after exposure as well. Those with previous resolved infection should be screened with HCV RNA testing and the final time

point for testing can be 3-12 weeks after exposure.

Y People diagnosed with concurrent STI during PEP should be offered standard therapy and follow-up as per local guidelines.*

**ALT may be helpful but may not be essential in choosing a PEP regimen. After baseline evaluation of liver and renal function, ongoing monitoring is needed only if
abnormalities are identified and in people who develop signs or symptoms of organ dysfunction or medication-related adverse effects.

TTimmediate transition to PrEP should be considered for people at ongoing risk of HIV acquisition.

tfRepeating HIV serology at 6 months after exposure should be considered if HCV infection was acquired from the exposure.

§§Hepatitis B testing may be indicated if non-immune at baseline, as recommended by Canadian immunization guidelines.

Y9 Repeat STI testing should be considered at follow-up as clinically indicated; note that syphilis testing may be particularly important at 4-6 weeks as it requires

2-4 weeks for an antibody response to develop.

**ALT may be helpful but may not be essential in choosing a PEP regimen. After baseline evaluation of liver and renal function, ongoing monitoring is needed only if
abnormalities are identified and in people who develop signs or symptoms of organ dysfunction or medication-related adverse effects.

third systematic review of the same databases from January
1980 to May 2024 to identify HIV risk assessment tools in adults
and adolescents, in order to guide clinicians in identifying can-
didates for PrEP.1?

Two research staff independently screened abstracts,
screened publications, and extracted data, with disagree-
ments resolved through consensus. Two panel members
(D.H.S.T. and D.Y.) reviewed extracted data. We evaluated the
quality of studies using the Cochrane Collaboration’s Risk of
Bias 2 (RoB 2) instrument for randomized controlled trials,”>"™
and the Newcastle-Ottawa Scale for observational studies.™

We also invited a guest speaker to present to the panel find-
ings from a scoping review on values and preferences related to
HIV PEP.™

Development of recommendations and good practice
statements

We convened 13 online meetings between January and
August 2024 (cumulative total of 26 hours) to review evidence
and formulate recommendations using a formal evidence-to-
decision-making framework that considered 10 domains,
including desirable and undesirable effects, certainty of evi-
dence, resource use, feasibility, acceptability, and equity
(Appendix 1, Figure Al) for each PICO question. We aimed to

achieve consensus, but used voting in rare instances when
necessary, with a two-thirds majority required to finalize deci-
sions. Based on these judgments, the panel then formulated a
strong or weak (or conditional) recommendation, either for or
against the specific intervention (Box 1); details of the
evidence-to-decision-making process are outlined in Appendix 4
(available at www.cmaj.ca/lookup/doi/10.1503/cmaj.250511/
tab-related-content). Good practice statements were ori-
ginally drafted by the co-chairs, based on their existing know-
ledge of the literature, and then discussed and finalized dur-
ing panel meetings. Panellists were also divided into
16 writing groups of 2 to 4 members to compose guideline
text; the co-chairs further refined the text.

External review

To solicit feedback from the HIV community in Canada, we
partnered with the Canadian AIDS Treatment Information
Exchange (CATIE) to conduct an English- and a French-
language webinar for the Canadian HIV community in Sep-
tember 2024. We shared a draft of the full guideline online
via the CATIE website and via email dissemination to our
professional networks, with an accompanying feedback sur-
vey from December 2024 to January 2025. We further solicited
feedback from endorsing professional organizations, including
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Box 3: Practical advice for providing postexposure

prophylaxis

Screening for sexual assault

® Providers undertaking initial assessment for PEP should distinguish
between consensual and nonconsensual exposures and refer to
sexual assault services accordingly

Baseline HIV testing

® When considering or initiating PEP, baseline HIV status should be
determined using a fourth-generation antigen-antibody
combination test

e Where available, an HIV point-of-care test can also be included, but
should not replace the standard serology test

Additional laboratory testing

e Evaluation should include evaluation for relevant STBBIs (syphilis,
gonorrhea, chlamydia, and hepatitis A, B, and C for those with
sexual exposures; hepatitis B and C for those with parenteral
exposures), with appropriate subsequent management

e Baseline renal and hepatic testing, as well as a complete blood count
and differential, may help to identify signs of acute HIV infection, viral
hepatitis, or renal dysfunction that might affect regimen choice

e Ongoing laboratory monitoring of complete blood count and
biochemistry during PEP is advised only for people with baseline
laboratory abnormalities, or in those who develop signs or
symptoms of organ dysfunction or medication-related adverse
effects during therapy

Counselling

® Baseline counselling should address how to take PEP, missed-dose
management, potential drug toxicities, medication adherence, and
strategies to reduce forward transmission (e.g., barrier precautions
for sexual activity with regular partners, avoiding blood and body
fluid donation)

® Follow-up counselling should address other STBBI prevention
strategies, syndemic mental health conditions, and harm reduction
strategies

Adherence support

e Interventions to support PEP adherence may include patient
counselling, education, medication reminders, behavioural
feedback and reinforcement, peer support, follow-up telephone
calls or text messages, and minimization of out-of-pocket expenses

Follow-up HIV testing

e Follow-up HIV testing should be performed using a fourth-
generation assay at 4-6 weeks after exposure (shortly after
completion of PEP), in conjunction with testing for other STBBIs
and a potential transition onto PrEP (Appendix 1, Section 8.1.6)

e Final testing should be done 12 weeks after exposure (8 wk after
completion of PEP)

the Canadian Association of Emergency Physicians, the
Canadian Association of Nurses in HIV/AIDS Care, the Canad-
ian HIV and Viral Hepatitis Pharmacists Network, and the
Canadian Public Health Association. Feedback was con-
sidered by the panel, and multiple suggestions (primarily
related to inclusion of additional explanatory information
and use of inclusive language) were incorporated into the
draft guideline, based on panel consensus. All panel mem-
bers critically reviewed and approved the final document.

® People who are exposed but do not take PEP should also undergo
follow-up testing, 8 weeks after exposure

Stopping PEP early

® PEP can be stopped early if the source tests HIV negative using a
fourth-generation assay

® PEP can be stopped early if the source is living with HIV and found
to have an undetectable viral load (< 200 copies/mL) in the setting
of sexual exposures; for nonsexual exposures, discontinuation can
be considered based on shared decision-making

e |f>72 consecutive hours of PEP have been missed, discontinuation
of PEP can be considered

Transitioning from PEP to PrEP

e After completion of PEP, transition onto PrEP should be suggested
to PEP users at ongoing risk for HIV

® Repeat HIV testing at 4-6 weeks after exposure can facilitate
timely transition

PEP use in specific populations

People with chronic HBV

® People with chronic active hepatitis B should be monitored with
liver enzymes at baseline and then at PEP completion (4-6 wk) after

exposure to ensure there is no hepatitis flare with discontinuation
of TDF- or TAF-containing PEP

® People discontinuing PEP who did not initially meet HBV treatment
indications should undergo ongoing monitoring of HBV DNA and
ALT to determine when HBV therapy is indicated, with an
appropriate care provider, particularly if they are not transitioned
to TDF- or TAF-based PrEP

People with chronic kidney disease

e People with CKD can receive TDF- (eGFR > 60 mL/min), or TAF-
based PEP (eGFR > 15 mL/min). For people with eGFR < 15 mL/min
who are not on dialysis, regimen selection should be based on
expert advice

People using gender-affirming hormones

e Standard PEP regimens may be used without concern for impact on
feminizing hormones

People who are pregnant or breast- or chestfeeding

e Standard TDF/FTC and TAF/FTC-based PEP regimens can be offered

People who are on PrEP

® People who experience an exposure meeting criteria for PEP during a
period of PrEP interruption (no use of daily PrEP for at least 3 consecutive

days, or no use of on-demand PrEP for exposure in question) should be
offered 1 of the standard recommended PEP regimens

Note: ALT = alanine aminotransferase, CKD = chronic kidney disease, eGFR = estimated
glomerular filtration rate, HBV = hepatitis B virus, PEP = postexposure prophylaxis, PrEP =
pre-exposure prophylaxis, STBBI = sexually transmitted and blood-borne infection, TAF =
tenofovir alafenamide, TDF = tenofovir disoproxil fumarate.

Management of competing interests

To manage potential competing interests, we followed the
Guidelines International Network principles,”™ including using
standardized forms to document conflicts of interest from all
panel members at the beginning (January 2024), midpoint
(July 2024), and end (March 2025) of the guideline develop-
ment process. Panel members with direct financial competing
interests did not participate in final discussions about the
direction and strength of recommendations. The co-chairs
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(D.H.S.T. and M.W.H.) and project coordinator (S.0.0.) jointly
oversaw this process.

Funders had no influence on the guideline process or
development of recommendations. In particular, funding for
publication costs was sought after the draft recommendations
were developed.

Implementation

Medication costs have been a barrier to PrEP and PEP implemen-
tation, as public funding varies widely by jurisdiction. Limited
data exist for the cost-effectiveness of PEP, but multiple studies
from industrialized-world settings show that PrEP is cost effect-
ive when used in populations with high HIV incidence, although
definitions of “high risk,” model assumptions, and time horizons
vary among studies.” In some studies, cost-effectiveness was
dependent on generic drug pricing, good adherence, or the
absence of risk compensation.”™ Until there is universal access for
all in Canada, with no out-of-pocket costs, information about
PrEP and PEP medication coverage will be compiled and
updated periodically by the Canadian HIV and Viral Hepatitis
Pharmacists Network at https://hivclinic.ca/drug-information/
drug-reimbursement-information/.

Both PrEP and PEP should be part of a combination prevention
strategy that includes behavioural interventions (e.g., condoms, ster-
ile injecting equipment, risk reduction counselling), biomedical
interventions (e.g., treatment of people living with HIV; testing, treat-
ment and prevention of STIs) and attention to syndemic conditions
that contribute to HIV risk (e.g., depression, substance use, housing
instability) as appropriate. Because lack of PrEP and PEP awareness
among key populations and clinicians is a common barrier to imple-
mentation, public health officials, professional societies, and other
trusted authorities should play leadership roles in promoting these
strategies in collaboration with community organizations and track-
ing uptake in conjunction with HIV surveillance data.

Health systems should strive to engage a broad number
and range of clinical providers in PrEP and PEP delivery,
including family physicians and other specialists, nurses,
nurse practitioners, and pharmacists, where provincial
scope of practice allows, or under appropriate delegation
of responsibility. Nonprescribing health care and service
providers should be encouraged to have a role in PrEP and
PEP delivery, including clinical monitoring, screening and
management of STIs, counselling on risk reduction, and
adherence support.

Updates to this guideline are planned when a new PrEP or
PEP product obtains Health Canada regulatory approval, and
will be posted together with implementation and auditing
tools (as they are developed) at www.ctnplus.ca/guidelines.

Other guidelines

An important difference from the previous 2017 Canadian guide-
line* is our explicit inclusion of self-identified HIV risk as an indica-
tion for PrEP initiation. Our recommendations on PrEP regimens
emphasize the diversity of PrEP choices now available, incorpor-

ating newer regimens and expanding recommendations on some
regimens beyond what has been demonstrated in clinical trials,
based on panel deliberations. We have also abandoned previous
distinctions between occupational and nonoccupational PEP (for
which the core principles of intervention are similar), because the
previous distinction overlooked sex work as a form of occupa-
tional sexual exposure and invited stigma for sexual- and drug-
related exposures occurring in the context of voluntary practices.

Our recommendations are broadly consistent with current
guidelines from other industrialized-world settings, including the
United States,®” United Kingdom,”®"™ Europe,®® and Australia,®%
regarding both PrEP and PEP. Notably, the Australian guideline
uniquely recommends only 2-drug PEP for lower-risk exposures;®
we adopted the majority global position that 3-drug PEP
regimens simplify prescribing, maximize efficacy, and increase
the likelihood that rare individuals with undiagnosed baseline HIV
infection receive a fully active regimen. Other modest differences
among guidelines are discussed in Appendix 1, Section 10.

Gaps in knowledge

Our PrEP recommendations were constrained by the lack of clin-
ical data for on-demand PrEP and TAF/FTC in populations other
than GBM and transgender women, and on CAB-LA for PWID.
Safety and efficacy data on PrEP for transgender men and other
gender-diverse individuals are also relatively lacking. There are
also few data describing use of approved regimens in Indigenous
people, racialized groups, and PWID. Data gaps also include the
optimal HIV screening strategy during PrEP (particularly for CAB-
LA), management of the CAB-LA PrEP pharmacokinetic tail, opti-
mal timing of PEP initiation, potential for shorter durations of PEP,
and strategies for transitioning PEP users to PrEP. Implementation
research is needed on raising population awareness in a stigma-
free fashion, and engaging more health care providers to maximize
access, acceptability, feasibility, and efficiency.

Limitations

Although diverse in many ways, our panel did not have representa-
tives from all regions of Canada. We also lacked representation
from such specialties as obstetrics and gynecology, and mental
health and addictions medicine. We plan to integrate expertise
from such disciplines into future guideline updates. We focused on
adults and adolescents, to the exclusion of pediatrics, for whom
some clinical issues may differ. The timing of our work meant that
recent developments related to lenacapavir PrEP are not directly
addressed, although future updates will include this literature.

Conclusion

A range of safe and effective PrEP and PEP options are now avail-
able in Canada. People at risk of HIV acquisition, as well as
diverse clinical, social service, and community-based providers,
should be supported in advancing the broader uptake of these
tools, which are integral to Canada’s efforts to eliminate HIV as a
public health threat.

E1388

CMAJ | December 1,2025 | Volume 197 | Issue 41



References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Canada’s progress towards ending the HIV epidemic 2022. Ottawa: Public
Health Agency of Canada; modified 2024 Dec. 16. Available: https://www.
canada.ca/en/public-health/services/publications/diseases-conditions/
canada-progress-towards-ending-hiv-epidemic-2022.html (accessed 2025
Feb. 15).

Estimates of HIV incidence, prevalence and Canada’s progress on meeting the
90-90-90 HIV targets, 2020. Ottawa: Public Health Agency of Canada; modified
2022 July 25. Available: https://www.canada.ca/en/public-health/services/
publications/diseases-conditions/estimates-hiv-incidence-prevalence-canada
-meeting-90-90-90-targets-2020.html (accessed 2024 Jan. 19).

Popovic N, Yang Q, Archibald C. Trends in HIV pre-exposure prophylaxis use in
eight Canadian provinces, 2014-2018. Can Commun Dis Rep 2021;47:251-8.

Tan DHS, Hull MW, Yoong D, et al. Canadian guideline on HIV pre-exposure prophy!-
axis and nonoccupational postexposure prophylaxis. CMAJ 2017;189:E1448-58.

Government of Canada’s sexually transmitted and blood-borne infections
(STBBI) action plan 2024-2030. Ottawa: Public Health Agency of Canada; modi-
fied 2024 Mar. 1. Available: https://www.canada.ca/en/public-health/services/
publications/diseases-conditions/sexually-transmitted-blood-borne-infections
-action-plan-2024-2030.html#a7.3 (accessed 2024 Nov. 19).

Age limits and adolescents. Paediatr Child Health 2003;8:577-8.

Schiinemann H, Brozek J, Guyatt GH, et al. GRADE handbook for grading quality
of evidence and strength of recommendations; 2013.

Qiao S, Zhou G, Li X. Disclosure of same-sex behaviors to health-care providers
and uptake of HIV testing for men who have sex with men: a systematic review.
Am J Mens Health 2018;12:1197-214.

Pearce LA, Homayra F, Dale LM, et al. Non-disclosure of drug use in outpatient
health care settings: Findings from a prospective cohort study in Vancouver,
Canada. Int J Drug Policy 2020;84:102873.

Cox J, Apelian H, Moodie EEM, et al. Use of HIV pre-exposure prophylaxis
among urban Canadian gay, bisexual and other men who have sex with men: a
cross-sectional analysis of the Engage cohort study. CMAJ Open 2021;
9:E529-E538.

Pico-Espinosa OJ, Hull M, Gaspar M, et al. Disjuncture between self-perceived
and clinically assessed risk of HIV among gay, bisexual, and other men who
have sex with men in Ontario and British Columbia, Canada. BMC Public Health
2023;23:1133.

0o MM, Rudd P, Shukalek C, et al. Diagnostic performance of HIV risk assess-
ment tools for identifying pre-exposure prophylaxis candidates: a systematic
review and meta-analysis. EClinicalMedicine 2025;88:103487.

Chou R, Spencer H, Bougatsos C, et al. Preexposure prophylaxis for the preven-
tion of HIV: updated evidence report and systematic review for the US Prevent-
ive Services Task Force. JAMA 2023;330:746-63.

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;387:53-60.

Grant RM, Lama JR, Anderson PL, et al. Preexposure chemoprophylaxis for HIV
prevention in men who have sex with men. N Engl J Med 2010;363:2587-99.

Grant RM, Anderson PL, McMahan V, et al. Uptake of pre-exposure prophylaxis,
sexual practices, and HIV incidence in men and transgender women who have
sex with men: a cohort study. Lancet Infect Dis 2014;14:820-9.

Baeten JM, Donnell D, Mugo NR, et al. Single-agent tenofovir versus combina-
tion emtricitabine plus tenofovir for pre-exposure prophylaxis for HIV-1 acqui-
sition: an update of data from a randomised, double-blind, phase 3 trial.
Lancet Infect Dis 2014;14:1055-64.

Thigpen MC, Kebaabetswe PM, Paxton LA, et al. Antiretroviral preexposure
prophylaxis for heterosexual HIV transmission in Botswana. N Engl J Med
2012;367:423-34.

Peng P, Su S, Fairley CK, et al. A global estimate of the acceptability of pre-
exposure prophylaxis for HIV among men who have sex with men: a systematic
review and meta-analysis. AIDS Behav 2018;22:1063-1074.

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

Molina JM, Capitant C, Spire B, et al. On-demand preexposure prophylaxis in
men at high risk for HIV-1 infection. N Engl J Med 2015;373:2237-46.

Molina JM, Charreau I, Spire B, et al. Efficacy, safety, and effect on sexual

behaviour of on-demand pre-exposure prophylaxis for HIV in men who have
sex with men: an observational cohort study. Lancet HIV 2017;4:e402-10.

23.

24,

25.

26.

27.

28.

29.

30.

31

32.

33.

34,

35.

36.

37.

38.

40.

41.

42.

Molina JM, Ghosn J, Assoumou L, et al. Daily and on-demand HIV pre-
exposure prophylaxis with emtricitabine and tenofovir disoproxil (ANRS
PREVENIR): a prospective observational cohort study. Lancet HIV 2022;
9:e554-62.

Wang H, Wang Z, Huang X, et al. Association of HIV preexposure prophyl-
axis use with hiv incidence among men who have sex with men in China: a
nonrandomized controlled trial. JAMA Netw Open 2022;5:e2148782.

Mugo NR, Hong T, Celum C, et al. Pregnancy incidence and outcomes among
women receiving preexposure prophylaxis for HIV prevention: a randomized
clinical trial. JAMA 2014;312:362-71.

Noret M, Balavoine S, Pintado C, et al. Daily or on-demand oral tenofovir diso-
proxil fumarate/emtricitabine for HIV pre-exposure prophylaxis: experience
from a hospital-based clinic in France. AIDS 2018;32:2161-9.

Mayer KH, Molina JM, Thompson MA, et al. Emtricitabine and tenofovir alafen-
amide vs emtricitabine and tenofovir disoproxil fumarate for HIV pre-exposure
prophylaxis (Drosoph Inf ServCOVER): primary results from a randomised, double-
blind, multicentre, active-controlled, phase 3, non-inferiority trial. Lancet
2020;396:239-54.

Ogbuagu O, Ruane PJ, Podzamczer D, et al. Long-term safety and efficacy of
emtricitabine and tenofovir alafenamide vs emtricitabine and tenofovir diso-
proxil fumarate for HIV-1 pre-exposure prophylaxis: week 96 results from a
randomised, double-blind, placebo-controlled, phase 3 trial. Lancet HIV
2021;8:397-407.

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,
391:1179-92.

Thurman AR, Schwartz JL, Cottrell ML, et al. Safety and pharmacokinetics of a
tenofovir alafenamide fumarate-emtricitabine based oral antiretroviral regi-
men for prevention of hiv acquisition in women: a randomized controlled trial.
EClinicalMedicine 2021;36:100893.

Choopanya K, Martin M, Suntharasamai P, et al. Antiretroviral prophylaxis for
HIV infection in injecting drug users in Bangkok, Thailand (the Bangkok
Tenofovir Study): a randomised, double-blind, placebo-controlled phase 3
trial. Lancet 2013;381:2083-90.

Garrett KL, Chen J, Maas BM, et al. A pharmacokinetic/pharmacodynamic
model to predict effective HIV prophylaxis dosing strategies for people who
inject drugs. J Pharmacol Exp Ther 2018;367:245-51.

Landovitz RJ, Donnell D, Clement ME, et al. Cabotegravir for HIV prevention in
cisgender men and transgender women. N Engl J Med 2021;385:595-608.

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;399:1779-89.

Eshleman SH, Fogel JM, Halvas EK, et al. HIV RNA screening reduces integrase
strand transfer inhibitor resistance risk in persons receiving long-acting
cabotegravir for HIV prevention. J Infect Dis 2022;226:2170-80.

Landovitz RJ, Delany-Moretlwe S, Fogel JM, et al. Features of HIV infection in
the context of long-acting cabotegravir preexposure prophylaxis. N Engl J Med
2024;391:1253-6.

Landovitz R, Gao F, Fogel JM, et al.; the HPTN 083 Study Team. Performance
characteristics of HIV RNA screening with long-acting injectable cabotegravir
(CAB-LA) pre-exposure prophylaxis (PrEP) in the multicenter global HIV Pre-
vention Trials Network 083 (HPTN 083) Study. Munich: HIV Prevention Trials
Network; 2024.

Canadian immunization guide. Ottawa: Public Health Agency of Canada; modi-
fied 2024 Nov. 29. Available: https://www.canada.ca/en/public-health/
services/canadian-immunization-guide.html (accessed 2024 Dec. 13).

Coffin CS, Fung SK, Ma MM. Management of chronic hepatitis B: Canadian
Association for the Study of the Liver consensus guidelines. Can J Gastroenterol
2012;26:917-38.

Canadian guidelines on sexually transmitted infections. Ottawa: Public Health
Agency of Canada; 2025 Aug. 12. Available: https://www.canada.ca/en/public
-health/services/infectious-diseases/sexual-health-sexually-transmitted-infections/
canadian-guidelines.html (accessed 2024 Dec. 10).

Morin SN, Feldman S, Funnell L, et al. Clinical practice guideline for manage-
ment of osteoporosis and fracture prevention in Canada: 2023 update. CMAJ
2023;195:E1333-E1348.

Summary of National Advisory Committee on Immunization (NACI) Statement

of July 24, 2024: updated recommendations on human papillomavirus (HPV)
vaccines. Can Commun Dis Rep 2024;50:419-25.

CMAJ | December 1,2025 | Volume 197 | Issue 41

E1389



43.

4,

45.

46.

47.

48.

49,

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

Forbes N, Montroy J, Salvadori MI, et al. An Advisory Committee Statement
(ACS) National Advisory Committee on Immunization (NACI): NACI: interim
guidance on the use of Imvamune in the context of a routine immunization
program. Ottawa: Public Health Agency of Canada; 2024.

Williams E, Williamson DA, Hocking JS. Frequent screening for asymptomatic
chlamydia and gonorrhoea infections in men who have sex with men: time to
re-evaluate? Lancet Infect Dis 2023;23:€558-66.

Armishaw J, Hoy JF, Watson KM, et al. Non-occupational post-exposure pro-
phylaxis in Victoria, Australia: responding to high rates of re-presentation and
low rates of follow-up. Int J STD AIDS 2011;22:714-8.

Djiadeu P, Begum H, Sabourin S, et al. Risk of sexual transmission of HIV in the
context of viral load suppression. Can Commun Dis Rep 2023;49:457-64.

Attia S, Egger M, Muller M, et al. Sexual transmission of HIV according to viral
load and antiretroviral therapy: systematic review and meta-analysis. AIDS
2009;23:1397-404.

Rodger AJ, Cambiano V, Bruun T, et al. Sexual activity without condoms and
risk of HIV transmission in serodifferent couples when the HIV-positive partner
is using suppressive antiretroviral therapy. JAMA 2016;316:171-81.

Rodger AJ, Cambiano V, Bruun T, et al. Risk of HIV transmission through con-
domless sex in serodifferent gay couples with the HIV-positive partner taking
suppressive antiretroviral therapy (PARTNER): final results of a multicentre,
prospective, observational study. Lancet 2019;393:2428-38.

Barré-Sinoussi F, Abdool Karim SS, Albert J, et al. Expert consensus statement on
the science of HIV in the context of criminal law. J Int AIDS Soc 2018;21:€25161.

Tsai CC, Emau P, Follis KE, et al. Effectiveness of postinoculation (R)-9-(2-
phosphonylmethoxypropyl) adenine treatment for prevention of persis-
tent simian immunodeficiency virus SIVmne infection depends critically
on timing of initiation and duration of treatment. J Virol 1998;72:4265-73.

Otten RA, Smith DK, Adams DR, et al. Efficacy of postexposure prophylaxis
after intravaginal exposure of pig-tailed macaques to a human-derived retro-
virus (human immunodeficiency virus type 2). J Virol 2000;74:9771-5.

Whitney JB, Hill AL, Sanisetty S, et al. Rapid seeding of the viral reservoir prior
to SIV viraemia in rhesus monkeys. Nature 2014;512:74-7.

Tsai CC, Emau P, Follis KE, et al. Effectiveness of postinoculation (R)-9-(2-
phosphonylmethoxypropyl) adenine treatment for prevention of persis-
tent simian immunodeficiency virus SIVmne infection depends critically
on timing of initiation and duration of treatment. J Virol 1998;72:4265-73.

Zhang L, Collins S, Fox J, et al. Modelling the impact of initiation delay, dura-
tion and prior PrEP on the efficacy of post-exposure prophylaxis containing a
tenofovir/emtricitabine backbone. J Int AIDS Soc 2025;28(Suppl 1):e26454.

Billick MJ, Fisher KN, Myers S, et al. Brief report: outcomes of individuals using
HIV postexposure prophylaxis-in-pocket (“PIP”) for low-frequency, high-risk
exposures in Toronto, Canada. J Acquir Inmune Defic Syndr 2023;94:211-3.

Gan L, Xie X, Fu Y, et al. Safety and adherence of bictegravir/emtricitabine/
tenofovir alafenamide for HIV post-exposure prophylaxis among adults in
Guiyang China: a prospective cohort study. BMC Infect Dis 2024;24:565.

Clifford Rashotte M, Yoong D, Naccarato M, et al. Appropriate usage of post-
exposure prophylaxis-in-pocket for HIV prevention by individuals with low-
frequency exposures. Int J STD AIDS 2024;35:446-51.

Gantner P, Allavena C, Duvivier C, et al. Post-exposure prophylaxis completion
and condom use in the context of potential sexual exposure to HIV. HIV Med
2020;21:463-9.

McAllister JW, Towns JM, McNulty A, et al. Dolutegravir with tenofovir diso-
proxil fumarate-emtricitabine as HIV postexposure prophylaxis in gay and
bisexual men. AIDS 2017;31:1291-5.

Liu A, Xin R, Zhang H, et al. An open-label evaluation of safety and tolerability
of coformulated bictegravir/emtricitabine/tenofovir alafenamide for post-
exposure prophylaxis following potential exposure to human immuno-
deficiency virus-1. Chin Med J (Engl) 2022;135:2725-9.

Mayer KH, Gelman M, Holmes J, et al. Safety and tolerability of once daily
coformulated bictegravir, emtricitabine, and tenofovir alafenamide for post-
exposure prophylaxis after sexual exposure. J Acquir Inmune Defic Syndr
2022;90:27-32.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

7.

78.

79.

80.

81.

82.

Panel on Treatment of HIV During Pregnancy and Prevention of Perinatal
Transmission. Recommendations for the use of antiretroviral drugs during
pregnancy and interventions to reduce perinatal HIV transmission in the
United States. Washington (D.C.): Department of Health and Human Services;
2024. Available: https://clinicalinfo.hiv.gov/en/guidelines/perinatal (accessed
2024 Nov. 19).

Ford N, Venter F, Irvine C, et al. Starter packs versus full prescription of
antiretroviral drugs for postexposure prophylaxis: a systematic review. Clin
Infect Dis 2015;60(Suppl 3):5182-6.

Billick MJ, Sheps J, Bogoch II. HIV prevention with postexposure prophylaxis-
in-pocket (PIP). BMJ 2023;382:€076016.

Schechter M, do Lago RF, Mendelsohn AB, et al. Behavioral impact, acceptability,
and HIV incidence among homosexual men with access to postexposure
chemoprophylaxis for HIV. J Acquir Immune Defic Syndr 2004;35:519-25.

Fox JM, Lee MJ, Fairhead CL, et al. Self-start HIV postexposure prophylaxis
(PEPSE), to reduce time to first dose and increase efficacy. Sex Transm Infect
2023;99:367-72.

GRADE: welcome to the GRADE working group [homepage]. Available: https://
www.gradeworkinggroup.org/ (accessed 2025 Mar. 3).

Brouwers MC, Kho ME, Browman GP, et al. AGREE II: advancing guideline
development, reporting and evaluation in health care. CMAJ 2010;182:
E839-42.

Habib M, Onyegbule S, Yoong D, et al. Systematic review of PEP clinical
trials & cohort studies to inform updated Canadian Guidelines [oral
abstract]. Proceedings from the 33" Annual Canadian Conference on HIV/AIDS
Research; 2024 Apr. 25-28; London (ON). Ottawa: Canadian Association for
HIV Research; 2024.

Sterne JAC, Savovic J, Page MJ, et al. RoB 2: a revised tool for assessing risk of
bias in randomised trials. BMJ 2019;366:14898.

Flemyng E, Moore TH, Boutron |, et al. Using Risk of Bias 2 to assess results
from randomised controlled trials: guidance from Cochrane. BMJ Evid Based
Med 2023;28:260-6.

Hartling L, Hamm M, Milne A, et al. Validity and inter-rater reliability testing of
quality assessment instruments. Rockville (MD): Agency for Healthcare
Research and Quality; 2012. Report no: 12-EHC039-EF.

Auerbach JD, Malone S, Forsyth AD. Occupational post-exposure prophylaxis
among healthcare workers: a scoping review of factors affecting optimal util-
ization. J Int AIDS Soc 2024;27:€26341.

Schiinemann HJ, Al-Ansary LA, Forland F, et al. Guidelines International Net-
work: principles for disclosure of interests and management of conflicts in
guidelines. Ann Intern Med 2015;163:548-53.

Bozzani FM, Terris-Prestholt F, Quaife M, et al. Costs and cost-effectiveness of
biomedical, non-surgical HIV prevention interventions: a systematic literature
review. PharmacoEconomics 2023;41:467-80.

Tanner MR, O’Shea JG, Byrd KM, et al. Antiretroviral postexposure prophylaxis
after sexual, injection drug use, or other nonoccupational exposure to HIV
— CDC Recommendations, United States, 2025. MMWR Recomm Rep
2025;74:1-56.

Brady M, Clutterbuck D, Rodger A, et al. BASHH/BHIVA guidelines on the use of
HIV pre-exposure prophylaxis (PrEP) — consultation draft. Letchworth Garden
City (UK): British HIV Association; 2024.

Asanati K, Bhagani S, Boffito M, et al. UK Guideline for the use of HIV post-
exposure prophylaxis 2021: post consultation version, 2023 amendment.
Letchworth Garden City (UK): British HIV Association; 2023. Available:
https://www.bhiva.org/file/6183b6aa93a4e/PEP-guidelines.pdf (accessed
2024 Nov. 20).

European AIDS Clinical Society guidelines version 12.0. Brussels: European
AIDS Clinical Society; 2023. Available: https://www.eacsociety.org/guidelines/
eacs-guidelines/ (accessed 2024 Nov. 19).

Australian PreP guidelines. Sydney (AU): ASHM; updated 2025. Available:
https://ashm.org.au/resources/australian-prep-guidelines/ (accessed 2024
Nov. 19).

ASHM Australian post-exposure prophylaxis (PEP) for HIV guidelines. Sydney
(AU): ASHM; updated 2023. Available: https://ashm.org.au/resources/
australian-pep-guidelines/ (accessed 2024 July 23).

E1390

CMAJ | December 1,2025 | Volume 197 | Issue 41



Competing interests: Darrell Tan reports re-
ceiving funding from the Canadian Institutes
of Health Research (CIHR) and a Tier 2 Can-
ada Research Chair in Biomedical HIV and STI
Prevention, in support of the current manu-
script. Dr. Tan also reports receiving research
funding from Gilead Sciences, GlaxoSmith-
Kline, and Viiv Healthcare for participation in
industry-sponsored studies (all paid to insti-
tution). Mark Hull reports a contract with
Gilead LifeSciences (with institution as a par-
ticipating site in a clinical trial). Dr. Hull also
reports participating in the data safety mon-
itoring board for the M2HepPrEP study.
Jean-Guy Baril reports receiving consulting
fees and honoraria from Gilead Sciences,
Merck, and Viiv Healthcare. Joseph Cox re-
ports receiving grants from AbbVie, ViiV
Healthcare, and Gilead, and honoraria from
Gilead Sciences and Viiv Healthcare. Dr. Cox
has also received a Canadian Association of
HIV Research Health Care Professional Travel
Award. Debbie Kelly reports receiving a grant
from Gilead Sciences (paid to institution),
consulting fees from Gilead Sciences and Viiv
Healthcare, and honoraria from ViiV Health-
care. Dr. Kelly has also participated on
advisory boards for Gilead Sciences and Viiv
Healthcare. Michael Kwag reports receiving
sponsorship for annual knowledge exchange
summits in 2022, 2023, and 2024 from ViiV
Healthcare and Gilead Sciences (paid to insti-
tution), and a l-year community grant
(awarded to organization) from Viiv Health-
care for a national pre-exposure prophylaxis
mobilization project. Dr. Kwag holds a paid
role as the executive director of the
Community-Based Research Centre, a
national nonprofit that promotes the health
and well-being of people of diverse sexual-
ities and genders in Canada. Patrick O’Byrne
reports receiving research grants from the
Ontario HIV Treatment Network, the Public
Health Agency of Canada, Public Health On-
tario, and CIHR, and an honorarium from
Gilead Sciences. Caley Shukalek reports re-
ceiving research funding from the Royal
College of Physicians and Surgeons of Can-
ada, CIHR, Gilead Sciences, and Merck (paid
to institution); consulting fees from Purpose-
Med, Gilead Sciences, ViiV Healthcare, ULC,
and Merck; honoraria from Gilead Sciences
and Merck; and partial support for attending
an international meeting from Gilead
Sciences. Dr. Shukalek serves as a board
member (unpaid role) for the Amplify Net-
work, and holds stock and stock options in
PurposeMed. Ameeta Singh reports receiving
grants from CIHR (paid to institution); con-
sulting fees from Merck Canada and Gilead
Sciences; honoraria from AstraZeneca, Gilead

Sciences, and Merck Canada; and travel sup-
port from CIHR and the CIHR Pan-Canadian
Network for HIV and STBBI Clinical Trials Re-
search. Tatiana Sotindjo reports receiving
honoraria from Gilead Sciences and ViiV
Healthcare. Cécile Tremblay reports receiv-
ing grants from the National Institutes of
Health, CIHR, Fonds de recherche du Québec,
Gilead Science, ViiV Healthcare, and Merck
(paid to institution); royalties from UptoDate;
consulting fees from Gilead Science, ViiV
Healthcare, Merck, AstraZeneca, Moderna,
Pfizer, AbbVie, Medicago, and Novovax; and
honoraria from Merck, Gilead Sciences, ViiV
Healthcare, AstraZeneca, GlaxoSmithKline,
Pfizer, and Sanofi. Dr. Tremblay has also par-
ticipated on data safety monitoring boards
for Colcorona, Dalcor, and Hesperidin, and
held board of director roles with the Canad-
ian Academy of Health Sciences and the
College des médecins du Québec. Deborah
Yoong reports receiving honoraria from Viiv
Healthcare for participating in advisory
boards, and serves as a member of the On-
tario Advisory Committee on HIV/AIDS. No
other competing interests were declared.

This article has been peer reviewed.

Affiliations: Division of Infectious Diseases
(Tan, Onyegbule) and MAP Centre for Urban
Health Solutions (Tan, Onyegbule, Ajiboye),
St. Michael’s Hospital, Toronto Ont.; Depart-
ment of Medicine (Hull), University of British
Columbia, Vancouver, BC; CATIE (Canadian
AIDS Treatment Information Exchange)
(Arkell), Toronto, Ont.; Clinique de médecine
urbaine du Quartier latin and CHUM (Centre
hospitalier de I’Université de Montréal)
(Baril); Direction régionale de santé publique,
Centre intégré universitaire de santé et de
services sociaux du Centre-Sud-de-I'lle-de-
Montréal (Cox, Lambert), Montréal, Que.;
Department of Family Practice, Faculty of
Medicine (Harris), University of British
Columbia, Vancouver, BC; School of Phar-
macy (Kelly), Memorial University of New-
foundland, St. John’s, NL; Community-Based
Research Centre (Kwag), Vancouver, BC;
School of Nursing, University of Ottawa
(O’Byrne), Ottawa, Ont.; Department of
Emergency Medicine (O’Donnell), St. Paul’s
Hospital, Vancouver, BC; Cumming School of
Medicine (Shukalek), University of Calgary,
Calgary, Alta.; Division of Infectious Diseases,
Department of Medicine (Singh), University of
Alberta, Edmonton, Alta.; Department of
Pediatrics, Division of Pediatric Infectious
Disease, Division of Adolescent Health and
Medicine (Sotindjo), University of British
Columbia, Vancouver, BC Children’s Hospital,
Vancouver, BC; Leslie Dan Faculty of Phar-

macy (Swidrovich), University of Toronto,
Toronto, Ont.; Centre de recherche du Centre
hospitalier de I’Université de Montréal
(Tremblay), Montréal, Que.; Department of
Pharmacy (Yoong), St. Michael’s Hospital,
Toronto, Ont.

Contributors: All of the authors contributed
to the conception and design of the work, and
the acquisition, analysis, and interpretation of
data. Darrell Tan drafted the manuscript. All of
the authors revised it critically for important
intellectual content, gave final approval of the
version to be published, and agreed to be
accountable for all aspects of the work.

Content licence: This is an Open Access article
distributed in accordance with the terms of the
Creative Commons Attribution (CC BY-NC-ND
4.0) licence, which permits use, distribution
and reproduction in any medium, provided
that the original publication is properly cited,
the use is noncommercial (i.e., research or edu-
cational use), and no modifications or adapta-
tions are made. See: https://creativecommons.
org/licenses/by-nc-nd/4.0//.

Endorsements: This guideline has been
endorsed by the Canadian Association of
Emergency Physicians, the Canadian Association
of Nurses in HIV/AIDS Care, the Canadian HIV
and Viral Hepatitis Pharmacists Network, and
the Canadian Public Health Association.

Funding: This work was supported by grants
from CIHR, with in-kind support from the CIHR
Pan-Canadian Network for HIV and STBBI
Clinical Trials Research. Publication costs
were offset by unrestricted educational grants
from Gilead Science and Viiv Healthcare.
Funders had no influence on the guideline
process or development of recommendations.

Acknowledgements: The authors acknow-
ledge that they live and work on the tradi-
tional territories of many Indigenous Peoples
across Turtle Island. The authors acknow-
ledge the contributions of Maryam Habib,
Rija Khalid, Teruko Kishibe, David Lightfoot,
Myo Minn Oo, Monica Rudd, and Jessie Tu to
the systematic reviews underlying this
guideline. The authors also acknowledge
Jesse Dame for participation in early stages
of guideline development, Judith Auerbach
for her insights on values and preferences
regarding postexposure prophylaxis, and
Nancy Santesso for providing methodologic
advice on using the Grading of Recommenda-
tions, Assessment, Development, and Evalu-
ation system approach to guideline
development.

Correspondence to: Darrell Tan,
darrell.tan@gmail.com

CMAJ | December 1,2025 | Volume 197 | Issue 41

E1391



