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Abbreviations

Ab Antibody

Ag Antigen

ART Antiretroviral treatment

CAB-LA Cabotegravir long-acting

EDS Exceptional drug status

FTC Emtricitabine

HBV Hepatitis B virus

HIRI-MSM  HIV Incidence Risk Index for MSM

HIV Human immunodeficiency virus

INSTI Integrase strand transfer inhibitors

LEVI Long-acting early viral Inhibition

MEPP Manitoba Extended Pharmacare Program
MSM Men who have sex with men

nPEP Non-occupational post-exposure prophylaxis
POCT Point of care test

PrEP Pre-exposure prophylaxis

PWID People who inject drugs

RNA Ribonucleic acid

STBBI Sexually transmitted and blood borne infections
STI Sexually transmitted infections

TDF Tenofovir disoproxil fumarate



1. General Information

HIV pre-exposure prophylaxis (PrEP) is a highly effective pharmacologic method of
preventing HIV infection when taken as prescribed. It is intended for individuals who test
negative for HIV but remain at ongoing high risk of acquiring the virus. PrEP works by
preventing HIV from replicating in the body, which means its effectiveness depends on
consistent adherence to the prescribed regimen.

PrEP should be used as part of a comprehensive HIV prevention strategy that also
includes the care and treatment of individuals living with HIV (“treatment as prevention”)
and additional risk reduction approaches. Together, these measures aim to reduce or
eliminate new HIV infections among people who are HIV-negative.

There are HIV PrEP medication options that are covered under the Manitoba Extended
Pharmacare Program (MEPP) https://www.gov.mb.ca/health/pharmacare/mepp.html for
eligible individuals. See the Manitoba Enhanced Pharmacare Program Drug List,
available at: https://www.gov.mb.ca/health/pharmacare/profdocs/mepp-drug-list.pdf.

The effective date and specific provincial eligibility criteria for coverage of PrEP drug
regimes are in a Manitoba Drug Benefits and Interchangeability Formulary Bulletin
(https://www.gov.mb.ca/health/mdbif/bulletins.html).

2. Drug Regimes for PrEP

In Manitoba, PrEP is available with no cost coverage under the MEPP for:

e Oral PrEP - prescribed as daily continuous prophylaxis

o Medication is a daily fixed drug combination tablet of tenofovir disoproxil
fumarate (TDF) 300 mg + emtricitabine (FTC) 200mg taken orally daily.

o Available as generic or brand name Truvada™ (coverage under MEPP is up
to the cost of generic formulations). Oral PrEP should be taken daily as
prescribed to generate sufficient levels of the drug within the blood and
tissues to prevent replication of the virus and establishment of infection.

o This regimen may be considered for all HIV-negative individuals who are
otherwise eligible for PrEP.

On-demand oral HIV PrEP: The 2025 Canadian Guideline on HIV pre-and
postexposure prophylaxis’ only recommends consideration of this option for
cisgender men and transgender women in whom HIV risk is related to sex with
cisgender men (see HIV PrEP Eligibility Criteria below). On-demand (2-2-1) HIV
PreP using TDF/FTC 300 mg / 200 mg involves taking two tablets, two to 24
hours before HIV risk activity, then one tablet daily until 48 hr after the last risk
activity.



https://www.gov.mb.ca/health/pharmacare/mepp.html
https://www.gov.mb.ca/health/pharmacare/profdocs/mepp-drug-list.pdf
https://www.gov.mb.ca/health/mdbif/bulletins.html

e Injectable PrEP - intramuscular cabotegravir long-acting (CAB-LA) 600 mg

©)

Administration involves a 600 mg injection in the ventrogluteal muscle,
followed by a second 600 mg dose injected 1 month later. Subsequent 600
mg doses are injected once 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.’

As of May 2026, only available as brand name Apretude™.

Note: Cabenuva™ (cabotegravir 600mg and rilpivirine 900mg) should not be
used in place of Apretude™, as it includes an additional antiretroviral (ART)
drug in addition to CAB-LA, and is meant for the treatment of HIV.

CAB-LA has been shown to have superior HIV prevention efficacy over daily
oral TDF/FTC in clinical trials which is largely explained by the ability of CAB-
LA to overcome the suboptimal adherence observed with daily oral PrEP. See
Section 4 for additional information on precautions and considerations.

This regimen may be considered for all HIV-negative individuals who are
otherwise eligible for PrEP.

3. HIV PrEP Eligibility Criteria

Individuals who are HIV-negative and meet the following EDS Part 2 criteria are eligible
to access MEPP coverage for HIV PrEP2.

Eligibility (EDS Part 2 Criteria):

A. MSM (Men Who Have Sex with Men), Trans Women and Gender Diverse People

Condomless anal sex within the last 6 months and any of:

o Infectious syphilis or bacterial STI (gonorrhea or chlamydia) in the past 12
months

o nPEP (non-occupational HIV post-exposure prophylaxis) more than once

o Ongoing sexual relationship with HIV-positive partner(s) with substantial
risk of transmissible HIV (e.g. viral load >40 copies/mL*) or HIV status
unknown but from a higher risk population, (e.g. MSM, persons who inject
drugs [PWID])

o HIRI-MSM risk score = 11 (HIV Incidence Risk Index for MSM; see
Appendix A: HIRI-MSM risk assessment tool)?



e Gender diverse people are included in the eligibility criteria as incorrect
assumptions can be made about the sexual practices of individuals.

2025 Canadian HIV PrEP Guideline Recommendations:

e Daily oral PrEP TDF/FTC 300 mg/200 mg - Strong recommendation with high certainty evidence
e On-demand (2-1-1) oral TDF/FTC 300 mg/200 mg - Strong recommendation, moderate-certainty
evidence

e Long-acting injectable cabotegravir (CAB-LA) 600 mg - Strong recommendation, high-certainty
evidence

¢ Not indicated for those in a monogamous relationship with a single partner
with no or negligible risk of having transmissible HIV (e.g. HIV negative, HIV
positive but virus suppressed with viral load < 40 copies/mL*, or HIV status
unknown but risk profile similar to the general population?).

B. Heterosexual People

e Recommended for the HIV-negative person with ongoing exposure to HIV-
positive partner(s) involving condomless vaginal or anal sex, where the HIV-
positive partner(s) has a substantial risk of having transmissible HIV (i.e. not
on or not adherent to antiretroviral treatment).

e Consider PrEP for the HIV-negative person in similar situations where the

HIV-positive partner(s) has a lower, but non-negligible risk of transmissible
HIV:

o viral load detectable (>40 copies/mL*) or

o viral load usually undetectable* but concomitant STI present at time of
exposure (recognizing that undetectable viral load gives a very low
likelihood of transmission, but the presence of an STl may increase the
presence of virus in ulcers® or at mucosal surfaces), or

o HIV status unknown, but from a high-prevalence population - MSM,
PWID, countries with high HIV prevalence (see UNAIDS AIDS info.
http://aidsinfo.unaids.org).



http://aidsinfo.unaids.org/
https://www.cmaj.ca/content/197/41/E1374

2025 Canadian HIV PrEP Guideline Recommendations:

e Daily oral PrEP TDF/FTC 300 mg/200 mg - Strong recommendation with high certainty evidence.
e On-demand (2-1-1) oral TDF/FTC 300 mg/200 mg
e For HIV-negative cisgender men in whom risk of HIV acquisition is related to heterosexual
activity:
= may be considered as a PrEP option - Weak recommendation, moderate-certainty
evidence.
e For HIV-negative cisgender women in whom risk of HIV acquisition is related to
heterosexual activity:
= recommend against using on-demand oral TDF/FTC as PrEP - Strong
recommendation, low-certainty evidence.
e Long-acting CAB 600 mg:
e For HIV-negative cisgender men in whom risk of HIV acquisition is related to heterosexual
activity:
= may be considered as a PrEP option - Weak recommendation, moderate-certainty
evidence.
e For HIV-negative cisgender women in whom risk of HIV acquisition is related to
heterosexual activity:
= recommended as a PrEP option - Strong recommendation, high-certainty evidence.

¢ Not indicated for those in a monogamous relationship with a single partner
with no or negligible risk of having transmissible HIV (e.g. HIV negative, HIV
positive but virus suppressed with viral load < 40 copies/mL*, or HIV status
unknown but risk profile similar to the general population.

C. PWID (People Who Inject Drugs)

e PrEP may be considered when there is ongoing or anticipation of ongoing
sharing of injection drug use paraphernalia (needles, syringes, spoons, foil,
cotton filters etc.) with a person with a non-negligible risk of HIV infection:

o Detectable viral load* or
o HIV status unknown but from a high-prevalence population - MSM, PWID,
countries with a high HIV prevalence.

2025 Canadian HIV PrEP Guideline Recommendations:

e Daily oral PrEP TDF/FTC 300 mg/200 mg - Strong recommendation with high certainty evidence.

e On-demand (2-1-1) oral TDF/FTC 300 mg/200 mg — Not recommended - Strong recommendation,
very low-certainty evidence.

e Long-acting injectable cabotegravir (CAB-LA) 600 mg - weak recommendation, very low-certainty
evidence. 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.



https://www.cmaj.ca/content/197/41/E1374
https://www.cmaj.ca/content/197/41/E1374
https://www.cmaj.ca/content/197/41/E1374
https://www.cmaj.ca/content/197/41/E1374

*For the purposes of this document, an undetectable viral load is defined by 2 sequential
measurements of HIV viral load < 40 copies/ml as the result on at least 2 occasions separated
in time by four to six months.

Note: For people whose HIV acquisition risk, sex assigned at birth, and gender identity (or that
of their partners) are not specifically named in the recommendations above, clinicians should
follow recommendations that align with the persons anatomy and sexual partners."

4. CAB-LA Precautions and Considerations

4.1 Risk of Significant Delay on Timing and Detection of HIV
Seroconversion

Long-acting Early Viral Inhibition (LEVI) syndrome is a phenomenon that can occur
when a person acquires HIV while using long-acting injectable cabotegravir (CAB-LA)
for pre-exposure prophylaxis (PrEP). The drug partially suppresses viral replication, so
the infection does not follow the typical acute HIV course, resulting in low or
intermittently detectable viral loads and delayed or fluctuating antibody responses
(seroconversion may be delayed or reversed). Although rare in occurrence, it can result
in long delays in diagnosis and development of resistance to integrase strand transfer
inhibitor (INSTI) medications.

Screening for HIV infection using an HIV RNA test has been proposed for CAB-LA as it
could allow earlier detection of infection. However, the 2025 Canadian Guidelines'’
recommend that the potential benefits of using HIV RNA screening in the context of
CAB-LA PrEP did not clearly outweigh the potential disadvantages such as cost,
acceptability, and feasibility.

4.2 Risk of Drug Resistance with Use of CAB-LA in Undiagnosed
HIV-1 Infection and Testing Recommendations

Individuals must be tested for HIV-1 infection prior to initiating CAB-LA and should be
tested for HIV-1 infection with each subsequent injection. Testing should use the most
sensitive locally available assay (i.e. 4th generation HIV 1/2 antibody/ antigen [Ab/P24
Ag] and may include point of care tests while waiting for results of laboratory-based
testing).

If acute HIV infection is suspected (e.g. seroconversion symptoms which include
lymphadenopathy, fever, malaise, or a maculopapular eruption), order both HIV
serology and HIV viral load testing.

Note: Always indicate the reason for the HIV test on the lab requisition as “PrEP” to
ensure it is processed.



Since INSTIs are a cornerstone of HIV therapy, drug resistance has the potential to
significantly limit treatment options.

If HIV is diagnosed while on CAB-LA:

« Stop injections immediately — do not give further doses.

e Inform the patient promptly and arrange urgent referral to the Manitoba HIV Program
Healthcare Providers - Manitoba HIV Program.

o Contact the HIV Program team on the same day and complete the Manitoba HIV
Program Referral Form (note clearly that the patient was receiving PrEP and which
regimen).

4.3 Importance of Adherence to CAB-LA Dosing Schedule

Individuals should be counselled to strictly adhere to the recommended dosing schedule
for CAB-LA to reduce the risk of HIV-1 acquisition and the potential development of
resistance. Notwithstanding this recommendation, CAB-LA may still be considered for
use in populations where there are connections to care but uncertain treatment
adherence if the individual or population health benefit is perceived to outweigh the
potential resistance risk. Plans should be in place for follow-up care prior to initiation.

4.4 Long-acting Properties of CAB-LA and Implications for
Discontinuation

Residual concentrations of cabotegravir injection may remain in the systemic circulation
of individuals for prolonged periods (up to 12 months or longer). If LA-CAB is to be
discontinued and the individual remains at risk for HIV acquisition, resumption of an
alternate PrEP regimen for at least 48 weeks is recommended. People who discontinue
CAB-LA and acquire HIV during this one-year ‘tail’ period are at increased risk for
developing resistance to INSTIs.

5. Prescribing PrEP and Ongoing Care

Refer to the Canadian guideline on HIV pre- and postexposure prophylaxis: 2025
update’ for clinical guidance.

Any licensed Manitoba prescriber (e.g. Physicians, Nurse Practitioners, Registered
Nurse Authorized Prescribers for Sexual and Reproductive Health) can prescribe PrEP.
Prescribers should be knowledgeable about the management of STBBI and of PrEP
and be responsible for the ongoing care of these clients for HIV PrEP.


https://mbhiv.ca/healthcare-providers/

Prior to PrEP Initiation

e Prescribers should ensure that clients meet the provincial eligibility (EDS Part 2)
criteria established in the Manitoba Drug Benefits and Interchangeability Formulary
Bulletin (https://www.gov.mb.ca/health/mdbif/bulletins.html) as outlined in the above
HIV PrEP Eligibility Criteria. The HIV PrEP prescription must state “meets EDS.”

e Documentation of HIV seronegativity is essential shortly before PrEP initiation, as
well as with each subsequent visit.

e Assess for contraindications or cautions such as renal or hepatic impairment, low
bone mineral density, HBV infection, potential drug-drug interactions, current or
planned pregnancy (refer to product monograph and recommendations in the 2025
Canadian HIV PrEP Guidelines").

e Order baseline laboratory testing and review the need for ongoing laboratory
monitoring with each visit. Refer to the 2025 Canadian HIV PrEP Guidelines’ for
additional detail regarding use of PrEP in specific contexts (i.e., clinical evaluation,
transitioning to PrEP from PEP; chronic hepatitis B; renal, bone, and metabolic
disease; pregnancy and breastfeeding or chestfeeding; and gender-affirming
hormone use).

¢ Review PrEP medication options.

e Provide education, including:

o early symptoms of HIV infection;
o adherence requirements — dosing, testing, and clinical evaluation;
o barriers to adherence and potential supports;

potential adverse effects to monitor;

o If CAB-LA, advise that additional medication required on discontinuation.

e Review harm reduction strategies to further reduce risk of HIV transmission.

e Organize the follow-up schedule to ensure client is willing and aware of importance
of adherence.

e Contact information should be collected/reviewed at each visit to facilitate recall
reminders for the next scheduled dose.

o


https://www.gov.mb.ca/health/mdbif/bulletins.html

6. Key Differences Between Oral and Injectable PrEP
Regimes

1,6-18

Oral PrEP TDF/FTC

Injectable PrEP CAB-LA

Minimum age and
weight guidance

Safety and effectiveness in in those <18
years have not been established.

For adults and adolescents =212 years and =35
kg.

HIV testing
recommendations

When ordering HIV
testing for the
purpose of PrEP
monitoring, note
the reason for test
as “PrEP” on the
lab requisition.

Complete 4t generation HIV 1/2 antibody/
antigen (Ab/P24 Ag) test prior to starting,
again at 30 days, and every 3 months
thereafter. Point of care testing (POCT)
should only be used in addition to serology
for baseline or monitoring purposes.

People who use CAB-LA for PrEP can have
ambiguous HIV test results if HIV is acquired
during its use. In Manitoba, the
recommendation is 4" generation HIV 1/2
antibody/ antigen (Ab/P24 Ag) for baseline,
again at 30 days, and every two months
thereafter.

POCT should only be used in addition to
serology for baseline or monitoring purposes.

If a person is suspected to have acquired HIV
(for example seroconversion symptoms) while
on CAB-LA or during the discontinuation
period, viral load testing is recommended in
addition to HIV 1/2 antibody/ antigen (Ab/P24

Ag).

Baseline and
clinical
monitoring

Monitoring should take into consideration the unique medical needs of the individual. STBBI
screening at baseline and every 3-4 months (hepatitis B and C screening annually or more
frequent if high risk of acquisition). Order additional laboratory monitoring (e.g. chemistry
specific to PrEP regime) as recommended in the 2025 Canadian HIV PrEP Guidelines

https://www.cmaj.ca/content/197/41/E1374.

Lead in period/
initiation doses

e Nolead in required

e Start daily TDF/FTC

e Consider initiating therapy with a
double dose of TDF/ FTC, followed by
daily dosing, may help achieve
protective levels sooner.

e Follow up after the first 30 days of
treatment.

e Two initiation injections are required at
month one and month two.
e Subsequent infections are once every two

months

e Follow up after the first 30 days of
treatment.

e Optional 30-day oral lead in to confirm
tolerance.

Ongoing care

Follow up appointments every three months
for ongoing testing and monitoring.

Follow up appointments every two months for
injections and ongoing testing and monitoring.

Missed/ delayed
dose

Avoid missed doses as much as possible.

If missed dose < 12 hours, take as soon as
possible.

If > 12 hours has passed, take next dose as
regularly scheduled.

Best if within 7 days of scheduled dose

If 2" (initiation) injection missed (see

product monograph for specific

recommendations on oral bridging and

injection timing):

e Review if CAB-LA appropriate for use

e If >2 months since last dose: restart with
initiation dosing schedule (monthly
injections x2).

If continuation injections missed (see

product monograph for specific

recommendations on oral bridging and

injection timing):

o Review if CAB-LA appropriate for use.

9
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1,6-18

Oral PrEP TDF/FTC

Injectable PrEP CAB-LA

e If >3 months since last dose: restart with
initiation dosing schedule (monthly
injections x2).

Side effects

*Many of these side
effects tend to be
mild and self-
resolve with
continued use*

See product monograph:

e Most common include headache,
abdominal pain, weight loss, diarrhea,
dizziness, fatigue, mild allergic reaction,
nausea and vomiting, sinusitis, skin
rash.

See product monograph:

e Most common: injection site reactions
(pain, redness swelling)

e Hypersensitivity reactions

o Weight gain

e Cases of hepatotoxicity, presenting as
serum transaminase elevations, have been
reported.

e Depressive disorders (including
depression, depressed mood, major
depression, suicidal ideation, suicide
attempt) have been reported.

Discontinuation

e Continue for at least 2 days in
cisgender MSM or 7-28 days after last
HIV risk exposure for other populations.

e HIV testing eight weeks after
discontinuation.

e See product monograph for
considerations related to hepatitis B
infection.

CAB-LA drug levels decline slowly (“long tail”).
« Ideally, cover with oral PrEP (TDF/FTC)
starting 2 months after last injection, for 12
months after last injection if HIV risk continues.
* HIV tests every 3 months during this period.
 HIV testing eight weeks after discontinuation
of oral PrEP.

Contraindications
and precautions

See product monograph regarding:

e Unknown or positive HIV status

e Hypersensitivity to any components of
the product.

e Patients should be evaluated for the
presence of HBV infection prior to
initiating treatment.

o Exacerbations of hepatitis B may occur
after discontinuation among patients
with chronic HBV infection.

See product monograph regarding:

e Unknown or positive HIV status

e Hypersensitivity to cabotegravir or to any
components of the product.

e Cabotegravir tablets and injection are
contraindicated with strong inducers of
UGT1A1 or UGT1AS9, such as
anticonvulsants and rifampin.

e The concomitant use of CAB-LA and other
drugs may result in reduced drug
concentration of CAB-LA (see product
monograph for drug interactions and
dosing recommendations).

Pregnancy &
breastfeeding

TDF/FTC has a long track record of safety
in pregnancy.

e Limited safety data in pregnancy/
breastfeeding. Pregnancy was a
contraindication to inclusion for current
CAB-LA trials, however 63 pregnancies
occurred among people receiving CAB-LA
in the HPTN 084 study, and no known
adverse pregnancy outcomes were
recorded.

e Use in pregnancy only if the potential
benefits outweigh the potential risks to the
fetus.

e An Antiretroviral Pregnancy Registry has
been established to monitor pregnancy
outcomes in people exposed during
pregnancy.

e Consider the long half-life of the injection
in patients planning to conceive.

10
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https://www.uptodate.com/contents/search
https://medinfo.gsk.com/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/15d50040-ca2b-4028-a008-f5d376b0f6f1/15d50040-ca2b-4028-a008-f5d376b0f6f1_viewable_rendition__v.pdf?medcommid=MED--US-9536&product=Cabotegravir_injection+%28HIV+PrEP%29&contentType=full-letter
https://medinfo.gsk.com/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/15d50040-ca2b-4028-a008-f5d376b0f6f1/15d50040-ca2b-4028-a008-f5d376b0f6f1_viewable_rendition__v.pdf?medcommid=MED--US-9536&product=Cabotegravir_injection+%28HIV+PrEP%29&contentType=full-letter
https://medinfo.gsk.com/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/15d50040-ca2b-4028-a008-f5d376b0f6f1/15d50040-ca2b-4028-a008-f5d376b0f6f1_viewable_rendition__v.pdf?medcommid=MED--US-9536&product=Cabotegravir_injection+%28HIV+PrEP%29&contentType=full-letter
https://medinfo.gsk.com/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/15d50040-ca2b-4028-a008-f5d376b0f6f1/15d50040-ca2b-4028-a008-f5d376b0f6f1_viewable_rendition__v.pdf?medcommid=MED--US-9536&product=Cabotegravir_injection+%28HIV+PrEP%29&contentType=full-letter
https://www.thelancet.com/journals/lanhiv/article/PIIS2352-3018(24)00310-2/fulltext
https://www.thelancet.com/journals/lanhiv/article/PIIS2352-3018(24)00310-2/fulltext
https://www.cda-amc.ca/sites/default/files/cdr/complete/SR0479_complete_Truvada_Aug-26-16.pdf
https://www.cda-amc.ca/sites/default/files/cdr/complete/SR0479_complete_Truvada_Aug-26-16.pdf
http://bccfe.ca/hiv-pre-exposure-prophylaxis-prep
http://bccfe.ca/hiv-pre-exposure-prophylaxis-prep

8. Appendix - HIRI-MSM Risk Assessment Tool

The HIV Incidence Risk Index for MSM (HIRI-MSM)3 has not been validated in
Manitoba, and its performance characteristics are unknown in our population.

Question | Question Response Score

Number

1 How old are you today? (years) < 18 years 0

18-28 years 8
29-40 years 5
41-48 years 2
= 49 years 0

2 How many men have you had sex with in the last 6 >10 men 7

months? 6-10 men 4
0-5 men 0

3 How many of your male sex partners were HIV > 1 positive partner 8

positive? 1 positive partner 4
< 1 positive partner 0

4 In the last 6 months, how many times did you have = 1 times 10
receptive anal sex (you were the bottom) with a man | 0 times 0
without a condom?

5 In the last 6 months, how many times did you have 5 or more times 6
insertive anal sex (you were the top) with a man who | 0-4 times 0
was HIV positive?

6 In the last 6 months, have you used Yes 5
methamphetamines such as crystal or speed? No 0

7 In the last 6 months, have you used poppers (amyl Yes 3
nitrate)? No 0

Total Score: (Add the scores in the right-hand column.)

13




