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Outline

} Focus on PrEP(Pre- Exposure Prophylaxis)
1 Little talk on PEP (Post - Exposure Prophylaxis)

1 Review of guidelines and recommendations
for initiation and follow up




Key Points

1. HIV Pre- Exposure Prophylaxis ( PrEB is an
effective strategy for reducing HIV infection in
high risk individuals.

2. HIV PrEPinvolves a combination of medications
as well as regular follow up  testing for HIV,
STls, and side effects of medication.

3. HIV PrEPappears to be a safe harm reduction
strategy .

4. Access to HIV PrEPis a major barrier .

Lack of knowledgeable prescribers and  affordable
medications .




Key Points

5. There are Canadian Guidelines published
In 2017 (updated in 2018) on HIV PreP
and PEP.
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Background

} HIV Is a disease of major importance

1 Despite increased testing and improved
treatments, incidence of HIV continues to
INncrease.

BHighest risk group is MSM

} Condoms are not enough
Blnconsistent
BNeed more radical approach 6 PrEP?




Supplementary Table 1. Epidemiology of HIV in Canada, 2014°

Classification Estimated number of incident Estimated number of people living
infections with HIV
Point Range, | Percentage | Point Range, Percentage
estimate n % estimate n %
Exposure category
MSM 1396 990- 54.3 37230 31000- | 49.3
1800 43500
MSM-PWID 65 40-90 2.5 2400 1800- 3.2
3000
PWID 270 1380- 10.5 11560 9500- 15.3
360 13600
Heterosexual/non- 481 330- 18.7 12340 10000- 16.3
endemic 630 14600
Heterosexual/ 358 250- 13.9 11360 9300- 15.0
endemic 470 13400
Other <20 610 400-800 | 0.8
Sex
Female 595 440- 23.2 16880 13800- | 22.4
750 20000
Male 1975 1550- 76.8 58620 48200- | 77.6
2400 69000
Ethnicity
Aboriginal 278 200- 10.8 6850 5500- 9.1
360 8200
Non-Aboriginal 2292 1700- 89.2 68650 57000- | 90.9
2900 80300
Total 2570 1940- 100 75500 ©3400- 100
3200 87600
* Adapted from**




Background

1 Randomized placebo controlled trials have
shown that daily oral Pre- exposure
prophylaxis ( PrEP with tenofovir - emtricitbine
(Truvada ) reduces the risk of HIV infection

BStudies have looked at heterosexuals, MSM, and
IVDUS

BUsed placebo to avoid confounding bias due to risk
compensation

1 Benefit could be counteracted by risk
compensation in users of PrEP




Case

+ 50 yo MSM with history of multiple partners
with unprotected oral and anal sex

1 No significant PMHXx
; No Medications/Allergies
} Wants to know more about  PreP?




Rationale to support PrEP

1 Multiple Studies have shown the benefit of
PrEPwith Truvada
BProud
Blpergay
Blprex

} Reported as 92 - 99% decrease In risk of
acquiring HIV infection

p—



PrEP

v HIV PrEPis about risk reduction for HIV

1 PrEPIs 2 parts:

1) ART 0 Medications
2) Follow up appointments & STI testing

p—



Benefits

+ Reduction in risk of acquiring HIV when taken

BStill no cure for HIV

BHIV is life changing & medication costs, medical
VISIts, stigma

1 Tenofovir also has activity against Hep B for
patients with chronic Hep B




Risk

1 Generally well tolerated

BSide effects include nausea, flatulence and
headache

1 Risk of elevated creatinine and decreased
BMD
BNo Increase In fracture risk
BUse of TAF would remove these risks

1 Not used long enough for  PrEPto identify
potential long term adverse effects




Resistance

1 May acquire resistant virus

1 Development of resistance is uncommon in
clinical trials

1 Adherence is important to prevent infection
and subsequent development of resistance
B- regular HIV screening important
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KEY POINTS

® Pre-exposure prophylaxis (PrEP) involving daily tenofovir
disoproxil fumarate/emtricitabine 300/200 mg, taken orally, is a
highly effective strategy for reducing the risk of HIV acquisition
in adults who are at high, ongoing risk of infection.

® |ngay, bisexual and other men who have sex with men with frequent
exposures, an on-demand regimen may also be considered.

® Nonoccupational postexposure prophylaxis (nPEP) involving
28 days of antiretroviral medications is an effective strategy for
reducing the risk of HIV acquisition from a recent (within 72 h)
incident of moderate or high-risk exposure to HIV.

® PrEP and nPEP should be part of a combination prevention
strategy that includes behavioural interventions, such as
condoms and counselling on risk reduction.



Table 1: Categories of risk that a person has transmissible

HIV infection?*

Risk Examples

Substantial « HIV positive and viremic (i.e., viral load >
40 copies/mL)

« HIV status unknown, but from a population
with high HIV prevalence compared with the
general population (e.g., men who have sex
with men, people who inject drugs)

Low but nonzero HIV positive and believed to have a viral load
<40 copies/mL; with concomitant sexually
transmitted infection present at the time of

exposure.

Negligible or none Confirmed HIV negative

HIV positive with confirmed viral load
<40 copies/mL and no known sexually
transmitted infections present at time of
exposure

« HIV status unknown, general population

L ————




Supplementary Table 2. HIV Incidence Risk Index for MSM (HIRI-MSM)?

Question Question Response Score

number

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

18-28 years ot
29-40 years 5
41-48 years 2
249 years 0

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

months? 6-10 male partners 4
0-5 male partners 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 & months, how many times did you have 1 or more times 10
receptive anal sex (you were the bottom) with a man 0 times 0
without a condom?

5 In the last & 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

® Reproduced from *°. Add down entries in right-hand column to calculate total score.




Table 2: Risk of HIV transmission per act by exposure type

from an HIV-positive source®

Estimated risk

Level Exposure type per act, %

High Anal (receptive) 1.38 (1.02-1.86)
Needle sharing 0.63(0.41-0.92)

Moderate Anal (insertive) 0.11 (0.04-0.28)
Vaginal (receptive) 0.08 (0.06-0.11)
Vaginal (insertive) 0.04 (0.01-0.14)
Oral sex (giving) Precise estimates not

Oral sex (receiving) available

Oral-anal contact
Sharing sex toys

Blood on compromised skin

\\\\\




Box 2: Summary of recommendations
Pre-exposure prophylaxis (PrEP)
Indications

Men who have sex with men (MSM)

PrEP is recommended for MSM (strong recommendation; high quality of evidence) and
transgender women (strong recommendation; moderate quality of evidence), who report
condomless anal sex within the last six months and who have any of the following:

Infectious syphilis or rectal bacterial sexually transmitted infection (STI), particularly if
diagnosed in the preceding 12 months;

« Recurrent use of nonoccupational postexposure prophylaxis (nPEP) (more than once);

* Ongoing sexual relationship with HIV-positive partner with substantial risk of
transmissible HIV; or

+ High-incidence risk index (HIRI)-MSM risk score = 11 (Appendix 1, supplemental Table 2).

PrEP is not recommended in the context of a stable closed relationship with a single partner
with no or negligible risk of having transmissible HIV (strong recommendation; moderate
quality of evidence).

Heterosexual exposure

We recommend PrEP for the HIV-negative partner in heterosexual serodiscordant
relationships reporting condomless vaginal or anal sex where the HIV-positive partner has a
substantial risk of having transmissible HIV (strong recommendation; high quality of evidence).

PrEP may be considered for the HIV-negative partner in heterosexual serodiscordant
relationships reporting condomless vaginal or anal sex, where the HIV-positive partner
has a low but non-negligible risk of having transmissible HIV (weak recommendation;
moderate quality of evidence).

People who inject drugs (PWID) exposure

® PrEP may be considered for PWID if they share injection drug use paraphernalia with a
person with a non-negligible risk of HIV infection (weak recommendation; moderate quality
of evidence).

Regimens

We recommend the following regimen for use as PrEP: tenofovir disoproxil fumarate/
emtricitabine (TDF/FTC) 300/200 mg once daily (strong recommendation; high quality
of evidence).

As an alternative, TDF/FTC 300/200 mg administered “on demand” (two pills taken together
2to 24 hours before first sexual exposure, followed by one pill daily until 48 hours after last
sexual activity) may be considered in MSM (weak recommendation; high quality of evidence).

Nonoccupational postexposure prophylaxis

Indications

We recommend nPEP for HIV-negative individuals who present no later than 72 hours after
an exposure that is moderate or high risk for HIV transmission with a person who has a
substantial risk of having transmissible HIV (strong recommendation; low quality of evidence).
NnPEP can be considered for HIV-negative individuals who present no later than 72 hours
after an exposure that is moderate or high risk for HIV transmission with a person who has a
low but non-negligible risk of having transmissible HIV (weak recommendation; low quality
of evidence).

We recommend beginning nPEP as soon as possible after an exposure, up to a maximum
of 72 hours afterward (strong recommendation; very low quality of evidence).

Regimens
® The following are recommended as first-line regimens for nPEP:

« One TDF/FTC tablet daily, taken orally, and raltegravir 400 mg twice daily, taken
orally, for 28 days (strong recommendation; high quality of evidence); or

One TDF/FTC tablet daily, taken orally, and dolutegravir 50 mg daily, taken orally, for
28 days (strong recommendation; low quality of evidence); or

One TDF/FTC tablet daily, taken orally, and darunavir 800 mg daily + ritonavir 100 mg
daily, taken orally, for 28 days (strong recommendation; high quality of evidence).
* When the indication for nPEP is clearly established, the full course of PEP may be

dispensed from the outset, rather than providing a starter pack (weak recommendation; high-
quality evidence).
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Box 3: A health systems approach to pre-exposure
prophylaxis (PrEP) and nonoccupational postexposure
prophylaxis (nPEP)**

® PrEP and nPEP should be part of a combination prevention
strategy that includes behavioural interventions (e.g., condoms,
counselling on risk reduction, partner reduction), biomedical
interventions (e.g., treatment of HIV-positive partners, testing
and treatment of sexually transmitted infection [STI]) and
attention to syndemic conditions that may predispose people to
increased risk-taking behaviour (e.g., depression, substance use).

® Health systems should ensure the availability of other harm
reduction interventions for people who inject drugs, including
programs that distribute sterile equipment for drug use and
medication-assisted treatments for substance use disorders.

® Health systems should strive to engage a broad number and range of
qualified clinical providers in initiating and providing follow-up for
PrEP and nPEP, including family and specialist physicians, 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 play roles in PrEP and nPEP delivery, including clinical
monitoring, screening and management of STls, counselling on risk
reduction and adherence support.

® Medications for nPEP should be readily available in emergency
departments, as well as certain clinics (e.g., STl clinics and those
serving at-risk populations) where they are likely to be needed
urgently.

® PrEP and nPEP providers should be prepared to provide rapid
referrals to HIV care for those who test HIV positive during initial
assessment or follow-up for PrEP or nPEP.

® HIV-negative people at risk of HIV acquisition, including those
who have condomless vaginal or anal sex and people who inject
drugs, should be counselled about and considered for PrEP.

*Afull discussion and rationale for these statements are provided in Appendix 1.
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® Health systems should strive to engage a broad number and range of
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practice allows, or under appropriate delegation of responsibility.
Nonprescribing health care and service providers should be
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urgently.

® PrEP and nPEP providers should be prepared to provide rapid
referrals to HIV care for those who test HIV positive during initial
assessment or follow-up for PrEP or nPEP.

® HIV-negative people atrisk of HIV acquisition, including those
who have condomless vaginal or anal sex and people who inject

drugs, should be counselled about and considered for PrEP.
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Box 4: Practical advice for providing HIV pre-exposure prophylaxis (PrEP)

Initial evaluation and monitoring for PrEP

HIV testing at baseline and follow-up

® Forall people in whom PrEP is being considered or continued, HIV-negative status should be confirmed shortly before every initial or
follow-up prescription is provided. This confirmation should involve a laboratory-based fourth-generation assay (or alternative if this is

unavailable; Appendix 1, supplemental Table 4). Confirmation of HIV status should further include evaluation for signs or symptoms
suggestive of acute HIV infection (Appendix 1, supplemental Box 1) within the last 12 weeks.

If acute HIV infection is suspected, additional laboratory evaluation with an HIV RNA nucleic acid amplification test (if available) or repeat
fourth-generation assay 7 to 21 days later is suggested, and PrEP should be deferred or suspended until results are received.

Renal monitoring

® Underlying kidney disease should be ruled out before PrEP is started, using a urinalysis and serum creatinine. The estimated glomerular
filtration rate should be > 60 mL/min for use of PrEP.

Bone health

® Routine dual-energy x-ray absorptiometry to assess bone mineral density is not advised unless otherwise indicated according to Osteoporosis
Canada guidelines at baseline or during PrEP use.

® PrEP may be considered in people with low bone mass or osteoporosis after the risks and benefits have been discussed with them.
Sexually transmitted infections and viral hepatitis

® Laboratory screening for sexually transmitted infections is suggested at baseline and at each quarterly follow-up visit, 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 repeat
serologic screening every 12 months for those who remain hepatitis B unvaccinated and hepatitis C uninfected.

Frequency of follow-up

® We suggest follow-up clinical and laboratory evaluation after 30 days and every three months thereafter (Table 3).
® Each PrEP prescription should be for no more than three months, with no automatic refills.

Pregnancy screening

® We suggest pregnancy screening in people of child-bearing potential using PrEP every three months.

Counselling

® PrEP clinical encounters should include assessments and counselling regarding strategies for reducing risk of HIV infection, syndemic
conditions, potential drug toxicities and adherence to medication.

Adherence support

® [nterventions to support adherence to medication should be discussed at the time that PrEP is begun, actively monitored at every follow-up
patient encounter and tailored to the individual patient.

® Specific interventions 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.

PrEP discontinuation
® We suggest that PrEP be continued for 2 to 28 days after the last HIV exposure.

® Upon PrEP discontinuation, we advise subsequent follow-up HIV testing using a laboratory-based fourth-generation assay when available, or
alternative (Appendix 1, supplemental Table 4), at up to eight weeks afterwards.

Special populations
Hepatitis B infection

® |f tenofovir disoproxil fumarate/emtricitabine (TDF/FTC) PrEP is prescribed in a person with chronic hepatitis B infection, appropriate
monitoring for hepatitis B virus should be performed in accordance with hepatitis B treatment guidelines, if necessary in consultation with a
qualified practitioner with experience in treating the virus.

® When considering PrEP discontinuation, the need for ongoing therapy for hepatitis B virus should be assessed. If PrEP is discontinued and no
other therapy for hepatitis B virus is used, monitoring for a flare of the condition is advised.

Pregnancy and breastfeeding
® TDF/FTC PrEP may be considered during pregnancy and breastfeeding after the benefits and risks have been discussed with the patient.
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Table 3: Suggested evaluation at baseline and during pre-exposure prophylaxis

Assay type Baseline 30d Q3 mo Q1l2mo
Laboratory evaluation

HIV testing* X X X

Hepatitis Aimmunity (hepatitis A total antibody)t X

Hepatitis B screen (surface antigen, surface antibody, core antibody)t1 X Xt
Hepatitis C antibody X X
Screening for gonorrhea and chlamydia$§ X 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 X

Complete blood count X

Creatinine X X X

Urinalysis X

Pregnancy test (as appropriate) X X

Clinical evaluation

Symptoms of HIV seroconversion X X X

PrEP adherence X X

Indication for PrEP X X

Use of other HIV and STI prevention strategies X X

Presence and management of syndemic conditions X X

Note: PrEP = pre-exposure prophylaxis, STl = sexually transmitted infection.

*Preferred HIV test is a 4th-generation antibody/antigen combo assay. Those with signs or symptoms of acute HIV should also undergo HIV RNA or pooled nucleic acid amplification
test.

tHepatitis A and/or B vaccine should be initiated in unvaccinated individuals. Those who remain nonimmune to hepatitis B virus should be rescreened annually.

tIndividuals with chronic active hepatitis B should be managed in consultation with an expert on hepatitis B virus according to Canadian guidelines.

§Individuals who have STIs should be offered standard therapy and follow-up as per local guidelines.




Supplementary Table 3.

Current Diagnostic Assays for detection and monitoring of HIV infection®

(guantitative)

Diagnostic Test Target Window Period” | Comments
Detected
3rd generation assay | HIV lgG, 1gM 22 (19, 25) days
antibodies
3rd generation HIV 1gG, IgM 32 (28, 38) days Optional, additional test for initial
point-of-care assay antibodies screening where available
4th generation assay | HIV IgG, IgM 18 (16, 24) days Recommended baseline assay for
antibodies; individuals seeking PrEP or nPEP.
HIV p24 Repeat test in 7-21 days may help
antigen identify acute HIV infection if HIV RNA
test unavailable.
HIV pooled NAAT HIV RNA 7-10 days Use pooled or individual HIV RNA for
(gualitative) the evaluation of suspected acute HIV
HIV viral load HIV RNA 10 days infection, when available

a Adapted from 162,246,247

® Median (Interquartile range, if known)




Testing - Baseline

r HIV

1 Hepatitis A serology (  19G)

} Hepatitis B serology (Hep B SAg, SAb, Core
Ab)

+ Hep C screen (serology, or viral load if
previously treated)

1 Screening for Gonorrhea & Chlamydia 0 NAAT
all sites If applicable (include throat and
rectum)

1 Syphilis serology (EIA/RPR)




Testing - Continued

1 Routine Bloodwork
BCBC
BCreatinine
BUrinalysis
BPregnancy test (as appropriate)
1 Clinical assessment
BSymptoms of HIV seroconversion
Blndication for PreP
BUse of other HIV/STI prevention strategies
BPresence and management of syndemic conditions




Testing - 30 days

1 HIV testing
1 Creatinine

+ Clinical Evaluation
BSymptoms of HIV seroconversion
Blndication for PreP
BPreEPadherence
BAny noted side effects of PreP
BUse of other HIV/STI prevention strategies
BPresence and management of syndemic conditions




Testing - g3 months

} Lab testing
BHIV
B Screening for Gonorrhea & Chlamydia 6 NAAT x3
B Syphilis screen
B Creatinine & Urinalysis
B Pregnancy test (as appropriate )
B Consider Hep C and Hep B (if non - immune) testing yearly

1y Clinical Evaluation

B Symptoms of HIV seroconversion

B Indication for PreP

B PrEPadherence

B Any noted side effects of PrgP

B Use of other HIV/STI prevention strategies

B Presence and management of syndemic conditions
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Hepatitis Aimmunity (hepatitis A total antibody)t X

Hepatitis B screen (surface antigen, surface antibody, core antibody)t1 X Xt
Hepatitis C antibody X X
Screening for gonorrhea and chlamydia$§ X 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 X

Complete blood count X

Creatinine X X X

Urinalysis X

Pregnancy test (as appropriate) X X

Clinical evaluation

Symptoms of HIV seroconversion X X X

PrEP adherence X X

Indication for PrEP X X

Use of other HIV and STI prevention strategies X X

Presence and management of syndemic conditions X X

Note: PrEP = pre-exposure prophylaxis, STl = sexually transmitted infection.

*Preferred HIV test is a 4th-generation antibody/antigen combo assay. Those with signs or symptoms of acute HIV should also undergo HIV RNA or pooled nucleic acid amplification
test.

tHepatitis A and/or B vaccine should be initiated in unvaccinated individuals. Those who remain nonimmune to hepatitis B virus should be rescreened annually.

tIndividuals with chronic active hepatitis B should be managed in consultation with an expert on hepatitis B virus according to Canadian guidelines.

§Individuals who have STIs should be offered standard therapy and follow-up as per local guidelines.




Table 4: Risk assessment for beginning nPEP initiation*

Likelihood that Risk from exposure type
source person has (from Table 2)
transmissible HIV

(from Table 1) High or moderate Low
Substantial Initiate nPEP nPEP not required
Low Consider nPEP nPEP not required
Negligible or none nPEP notrequired  nPEP not required

Note: nPEP = nonoccupational postexposure prophylaxis.
*Combining risk arising from exposure type and probability that the source has
transmissible HIV to determine when to initiate nPEP.



Drug categoryt

Two nucleoside
reverse
transcriptase
inhibitors

Third drug

NOT recommended

Preferred

TDF/FTC 300/200 mg PO once daily
(strong recommendation; low quality
of evidence)

Darunavir 800 mg PO once daily +
ritonavir 100 mg PO once daily
(strong recommendation; high quality
of evidence)

or

Dolutegravir 50 mg PO once daily
(strong recommendation; low quality
of evidence)

or

Raltegravir 400 mg PO twice daily
(strong recommendation; high quality
of evidence)

Abacavir, didanosine, efavirenz, nevirapine, stavudine

Table 5: Nonoccupational postexposure prophylaxis regimens: preferred and alternate agents*

Alternate

Zidovudine/lamivudine 300/150 mg PO twice daily (weak recommendation; low quality
of evidence)

or

TDF 300 mg PO once daily + lamivudine 300 mg PO once daily (weak recommendation;
low quality of evidence)

Atazanavir 300 mg PO once daily + ritonavir 100 mg PO once daily (weak
recommendation; low quality of evidence)

or

Darunavir/cobicistat 800/150 mg PO once daily (weak recommendation; very low quality
of evidence)

or

Elvitegravir/cobicistat 150/150 mg (coformulated with TDF/FTC 300/200 mg) PO once daily
(weak recommendation; low quality of evidence)

or

Lopinavir/ritonavir 800/200 mg PO once daily (weak recommendation; strong quality of
evidence)

or

Raltegravir HD 1200 mg PO once daily (weak recommendation; very low quality of evidence)

Note: FTC = emtricitabine, nPEP = nonoccupational postexposure prophylaxis, PO = per os (orally), TDF = tenofovir disoproxil fumarate.

* A thorough medication history (including prescription drugs, supplements, herbal preparations) should be taken before selecting an nPEP regimen because of the potential for
drug-drug interactions.

TA complete nPEP regimen includes two nucleoside reverse transcriptase inhibitors plus a third drug.







