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Novotel, 45 The Esplanade, Toronto (Champagne Room)

Introduction

The 16" annual HIV Pharmacy Education day was centered on illustrating the pharmacists’ role in HIV care
and prevention with a clinical case-based approach. This event was held as a stand-alone education event.
The Agenda included a plenary followed by two case scenarios, with a focus on treatment in the morning
and prevention in the afternoon. Brief summaries are provided in this report.

Linda opened the day with a Land Acknowledgment and thanked all the partners and sponsors:
e Support: Ministry of Long-Term Care, HIV and Hepatitis Programs, and The Ontario HIV Treatment
Network
e Planning committee: Linda Robinson, Sue Gill, Deborah Yoong, Alice Tseng and Pierre Giguere
e Sponsors: Gilead, ViiV Healthcare and Merck

First Plenary: Pre/Post Natal Care Update

Speaker: Dr. Mona Loufty is an ID Specialist at Maple Leaf Medical Clinic and a Professor and Clinician
Scientist at Women’s College Hospital and University of Toronto. She founded the Women and HIV
Research Program at the Women'’s College Research Institute, with a particular focus on pre-conception,
pregnancy, parenthood, access to care, stigma, and women’s and sexual and reproductive health.

Practical cases review
Case #1: 34YO African woman, diagnosed with HIV in 2015, referred for pregnancy planning
— on TDF/FTC + DRV 800 mg/rtv 100 mg OD; VL<40 copies/mL and CD4=203 cells/L
— has been trying to get pregnant for 2y; low CD4 count might be causing fertility issues?
— send for quick referral to a Toronto Fertility Clinic where she did IVF!
— got pregnant in 2020: had a baby girl (HIV negative) whom she formula fed
— switched treatment to BIC/FTC/TAF; doing well and generally medically stable
— got pregnant again in 2023 and is due in 2024
Patient wants to change her treatment to a single tablet regimen and wants to breastfeed her baby:
what would you recommend?

Case #2: 39YO woman living with HIV since 2003

1IVF in ON for women <43YO: everything covered, besides the hormonal treatment. Patient will get only
1 retrieval but can then receive as many embryo transfers as there were retrieved.



— presented with Pneumocystis jiroveci Pneumonia & esophageal candidiasis at diagnosis
— put on ABC/3TC OD + LPV/r BID at diagnosis, then switched to ABC/3TC + ETV 400 mg OD in 2007
— got pregnant in 2014 with a baby boy (HIV negative) whom she formula fed
— son diagnosed with autism: community felt it was because of formula and ARV
— got pregnant again in 2022 with a baby girl (HIV negative) whom she breastfed
— complex pregnancy management linked to complex medical history: PCOS; T2D; Hypertension;
Obesity treated by laparoscopic gastric bypass; Postpartum depression
— other medications: Metformin 500 mg BID; Labetalol switched to Telmisartan/Amlodipine;
Ferrous fumarate + IV Iron infusions; Vitamin B12 1000 mcg OD; Escitalopram 20 mg OD
— trouble with oral ARV adherence in 2023: VL=60 copies/mL
— switched to LA CAB/RPV (HepB negative; no medication history issue; Clade B virus)
— got pregnant in 2024
Patients wants to breastfeed this baby as well: what would you recommend? Would you keep her on
CAB/RPV and, if so, switch to q1lmonth? Or switch to an oral regimen and, if so, which one?

Dr. Mona’s CAB/RPV checklist:
1. Hep B status: Hep B surface Ab positive/Hep B negative
2. ARV history: CAB/RPV resistance associated mutations or INSTI/NNRTI mutations;
3. Virus subtype: CAB/RPV perform worse in subtype A1A6 virus (mostly found in Russia)
(high BMI is not considered an issue anymore, based on clinical practice)

Context

Prenatal Care & HIV

All pregnant people living with HIV should be on ART and start ASAP (medical emergency)

Supported by data from French Perinatal Cohort (following the most parents/infants): no transmission
between 2000 and 2017 in women undetectable before and throughout during and at delivery.

Recommended regimen: 2 NRTIs + Integrase Inhibitor (or Boosted PI/NNRTI as alternatives)
Presentation based on American DHHS Guidelines (updated annually) as Canadian SOGC Guidelines not
on Open Access and are not updated regularly. Useful general statement from SOGC Guidelines: Women
living with HIV should generally continue to follow established regimens in pregnancy. There are
uncommon situations where antiretroviral switching is indicated following specialist review. There are
often risks when switching regimen in pregnancy (e.g. side effects, adherence challenges) so preference
is to not switch unless contraindication.

DHHS Guidelines recommendations (as of 31 Jan 2024) for regimens:
e Preferred: acceptable toxicity and ease of use; pregnancy specific PK data to guide dosing
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https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/perinatal-hiv/guidelines-perinatal.pdf

e Insufficient data: pregnancy specific PK/safety data too limited, i.e. 2 drugs regimens
Note: may be appropriate to continue using them if patient fully suppressed and well tolerated,
with potentially additional virologic monitoring

INSTI regimens

DTG/3TC
DTG/RPV - DOR
= CAB+RPVLA

e Not recommended: concerns with safety or PK data (e.g. EVG/c: 80%/90% concentration
reduction during pregnancy)

INSTI regimens
EVG/c/TDF/FTC +  DRV/c = NVYP
EVG/c/TAF/FTC . ATV/C » ETR
« PV

BIC/FTC/TAF moved from insufficient data to alternative in 2024 because of recent PK studies in

pregnancy and its safety of use:

— Al BIC C24 remained above the BIC protein-adjusted ECys, despite an AUCq,, reduction of 49% and 56%
in the 2" and 3™ trimesters (Powis et al., CROI 2023).

—  BIC Cirougn levels remained above the BIC protein-adjusted ECqgs, despite an unbound AUC:,, reduction
of 41% in the 3™ trimester, which is not considered clinically significant (Zhang et al., IAS 2023).

— APRZ N=539; rate of congenital anomalies=4.27%

DTG confirmed to be safe to use during pregnancy:

— APR: N=1052; rate of congenital anomalies=3.33%

— Tsepamo study in Botswana: increased rate of neural tube defect with DTG (4 cases; rate=0.94%) in
2018 but concern has gone away over time as 2022 update reported same rate as for the non-DTG
group (rate=0.11%) (Zash et al. AIDS 2022).

CAB+RPV LA added in the insufficient data category in 2023 and recommendations were revised in 2024:

— 2023: shared care decision making with the patient; fine to use with more frequent biologic testing.

— 2024: if switching regimen, stop injections 1 year before conception to ensure drugs are fully
eliminated. In patient with poor adherence history to oral drugs, switch may be associated with

2 Antiretroviral Pregnancy Registry (APR): will report the rate of congenital anomalies if more than 200
cases have been recorded for a drug; rate is then compared to the Metropolitan Atlantic Congenital Defect
Program (MACDP) and the Texas Birth Defect Registry (TBDR), which serve to represent the general
population. A rate<4.5% is considered consistent with the general population.



https://www.croiconference.org/wp-content/uploads/sites/2/posters/2023/IMPAACT_PHARMACOKINETICS_AND_VIROLOGIC_15Feb23-133209845782009090.pdf
https://www.google.com/url?sa=t&source=web&rct=j&opi=89978449&url=https://www.askgileadmedical.com/docs/conference/Zhang_IAS2023_Pharmacokinetics,%2520safety%2520and%2520efficacy%40pdf&ved=2ahUKEwjW2snI25uKAxUqCTQIHRB5EIgQFnoECBsQAQ&usg=AOvVaw0wKxZvkJTkrzaGf7e9K78y
https://www.aidsmap.com/news/aug-2022/rate-neural-tube-defects-no-higher-dolutegravir
https://www.apregistry.com/

increased risk of viral rebound and NNRTI resistance due to lack of adherence to a new oral regimen,
so shared care decision making with patient is recommended (case series Coleman et al. AIDS 2022).

— PBPK modeling of CAB LA and RPV LA in pregnancy showed similar PK as in non-pregnant adults
(Atoyebi et al, CROI 2022; Atoyebi et al. HIV Glasgow 2022).

CAB-LA now approved for PrEP and shown to be highly effective in women. Studies support that it can be

continued during pregnancy:

— No difference in maternal and pregnancy outcomes when compared to FTC/TDF PO (Delany-
Moretlwe. AIDS 2024).

— No drug concentration issue as Cirough remained far above the 1C90 target (Marzinke et al. AIDS 2024).

Postnatal Care & HIV - Infant Feeding
DHHS Guidelines from 2019/21 did not recommend breastfeeding, which changed in 2023:
e people on ART with a consistently suppressed viral load should be counseled on both
breastfeeding and formula feeding;
e only formula feeding eliminates HIV transmission risk;
o fully suppressive ART during pregnancy and breastfeeding decreases HIV transmission risk during
breastfeeding to less than 1%.

Past Canadian recommendations were also against breastfeeding but changed in 2022 with CPARG
consensus:

e exclusive formula feeding is the recommended method;

e free formula should be made available for the 1** year (e.g. The Teresa group in Ontario);

e all parents should benefit from detailed, comprehensive, multidisciplinary counselling (by adult
ID, Ped ID and prenatal providers) on infant feeding options and risk;

e if parent meeting criteria (adherent to treatment) choses to breast/chestfeed, frequent
monitoring is recommended;

e breast/chestfed infant should receive prophylaxis triple therapy?® and get tested monthly;

e Child Protection Services does not need to be contacted.

Literature around the risk of HIV transmission through breastmilk is changing:

— Risk estimated at 6m used to be 1.08% (2016 WHO Guideline) but relied on older studies conducted
in Africa with less effective ART and no evidence of viral suppression (Bispo, JIAS 2017).

— PROMIISE trial estimated risk to be 0.3% at 6m and 0.7% at 12m, whether mother on ART or infant on
ARV (Flynn et al., JAIS 2018). Update on the 2 cases of transmission that happened in the mother on
ART group showed that one was not virally suppressed at time of transmission and the other was

virally suppressed but had adherence challenges (Flynn et al., JAIS 2021). Latter case is why we can’t
say there is O risk of HIV transmission through breastfeeding.

3 While Canada recommends 3 drugs for infant ARV prophylaxis, most other countries give only 1 or 2
drugs, and some none (e.g., Switzerland).


https://journals.lww.com/aidsonline/citation/2022/07010/the_risks_associated_with_stopping_injectable.20.aspx
https://www.croiconference.org/wp-content/uploads/sites/2/posters/2022/CROI2022_Poster_686.pdf
https://hivglasgow.org/wp-content/uploads/2023/01/P209_Atoyebi.pdf
https://programme.aids2024.org/Abstract/Abstract/?abstractid=12420
https://programme.aids2024.org/Abstract/Abstract/?abstractid=12420
https://programme.aids2024.org/Abstract/Abstract/?abstractid=12032
https://utppublishing.com/doi/10.3138/jammi-2022-11-03
https://utppublishing.com/doi/10.3138/jammi-2022-11-03
https://teresagroup.ca/index.php/what-we-do/infant-formula-program/
https://iris.who.int/bitstream/handle/10665/246260/9789241549707-eng.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC5467610/
https://pmc.ncbi.nlm.nih.gov/articles/PMC5825265/
https://pmc.ncbi.nlm.nih.gov/articles/PMC8434954/

— Recent North America multisite study (including 3 Toronto Cases Series) reported no transmission in
breastfeeding mothers, most on ART prior to pregnancy and undetectable at delivery (Levison et al,
CID 2023; Nashid et al, JPIDS 2020).

Case follow-up
Case #1: Decided to not change her regimen, supported and counselled her on breastfeeding (with referral
to SickKids). Patient gave birth to a 2" baby girl and breastfed for 8 months.

Case #2: Took a person-centered shared care approach: patient worried about oral medication adherence
and wants to stay on CAB+RPV LA. Haven’t decided yet on dosing but will probably stay on g2.

CAB+RPV LA isn’t preferred/alternative regimen in pregnancy so would be acceptable to switch regimen.
However, would also be acceptable to keep it to limit exposure to multiple drugs: since it has such a long
half-life, switching to oral regimen will result in infant being exposed to 5 different drugs.

For injection schedule, while drug concentration of many ARVs decrease in pregnancy, including for
CAB/RPV, it has been shown to be higher in women. Monthly dosing is not recommended in the
Guidelines, injection can be kept at g2 during pregnancy and more frequent VL testing can be considered.

Note: See Canadian HIV Pregnancy Planning Guidelines for tools on pregnancy planning — to be updated
in 2025. To know more about Mona’s counselling around breastfeeding, see the CATIE video.

Case Scenario 1: Treating Heavily Treatment Experienced Newcomers to Canada
Speaker: Linda Robinson

Context

HIV viruses can be very different around the world, depending on different drugs and situations they have
been exposed to. A durable regimen relies on an adherent host and a drug with good PK for the known
virus subtype. Pharmacofragility happens when insufficient pressure is put on virus, which leads to
mutations and therefore resistance. While HIV can be kept at bay by being constantly exposed to enough
drugs, this also leads to mutations and resistance building. ART resistance isn’t going anywhere.

High income countries have access to very efficient regimens with high genetic barriers to resistance and
forgiving PK if adherence challenges. This allowed Rapid Start to develop (i.e. start someone on ART at
diagnosis before resistance testing). It also leads to modern treatments being ranked based on risk of
failure and resistance building. People living with HIV advocate from themselves and are concerned about
regimens strength and durability.

Changes are also happening in low income countries: i.e. Africa, 2018-2019, rolled out TLD in both
treatment naive and experienced patients (1 pill a day regimen (TDF/3TC/DTG) with high genetic barrier
to resistance). Higher resistance levels than anticipated were observed, leading WHO recommendations
for more viral load surveillance and resistance testing to follow prevalence and patterns. This is due to
patients being put on TLD without baseline resistance testing or knowing ART history.



https://pubmed.ncbi.nlm.nih.gov/37078712/
https://pubmed.ncbi.nlm.nih.gov/37078712/
https://academic.oup.com/jpids/article/9/2/228/5310347?login=false
https://www.hivpregnancyplanning.com/
https://www.youtube.com/watch?v=31e_P_jy5GY
https://www.who.int/publications/i/item/9789240086319

SIV and HIV phylogenetic tree is complex and keeps evolving, with many different clades and subtypes,
some of which develop resistance more easily. In Canada in 2021, 1/3 of people who tested positive for
HIV where migrants, which is more than 16% higher than in 2020. In Montreal, an increase in positive
cases is largely due to migrants coming from countries where HIV is highly endemic.

Case example
40YO0 man, refugee from Rwanda with language barrier (EN speaking):
— received an HIV+ test in Dec 2023 in Saskatoon and referred to HIV care in Jan 2024
— claims it is a new infection and had a negative test result in 2021
— VL=308,000 copies/mL; CD4=319 cells/L; no HLAB*5701
— not on ART upon arrival and start postponed until TB status update (treatment impacts ART
choice)
What would you recommend as treatment and how would you go about it?

Genotyping test conducted and showed growing mutations, which means virus has probably been
exposed to ART in the past, possibly insufficiently strong since coming from a low-income country.

Clade C/Non R5 Tropic

Viral Load On intake: 308,000 4 weeks later: 524,000

NRTI 41L/wt ,70E/wt, 184V, 215NFY/wt  41L, 184V, 215Y
219R/wt

NNRTI 98wt/G, 103wt/N, 225H, 90G, 225H

Pl None None

1l 138EK, 140AG, 147GS, 148QR, 138K,140A,147G,148R,155H
155HN

Stanford database revealed high resistances in all drug categories and across all INSTI, which is unheard
of. Resistance analysis showed 148R mutation common to all of them and resistance to all INSTl increased

when combining 148R with other mutations, except for BIC. If first thought was to start patient on
CAB+RPV LA, this shows the importance to really analyze mutations to avoid setting patient up for failure.

Drug resistance interpretation: RT Drug resistance interpretation: IN
MRTI Mutations: MALL < KTOE - MLBAV < T215Y - KI19R INSTI Major Mutatians: E138K » G140A = 5147G - QL4AR - N1SSH
NNRTI Mutations: AS8G - KIO3N - P2ISH INSTI Adessary MULAtDOME: Hone
RT Dther Mutations: Mane 1N Other Mutations: None
Mucléoside Reverse Transcriptase Inhibitors Hi Ide Reverse rip Inhibitors Intagrase Strand Transfer Inhibitors
abacavir (ABC) High-Lawl Resistance doraviring (DOR) Intermediate Resistance Bletegravir (BIC) High-Level Resistanoe
ridovudine [AZT) High-Lewel Resistance efavirens [EFV] Hiigh-Level Resistance cabategravir (CAB) High-Level Resistance
emtricitabing [FTC) High-Lewel Resistance etravirine (ETR] Potential Low-Level Resistance delutegravir (DTG) High-Level Resistanoe
lamivudine (3TC) High-Leve! Resistance nevirapine (HVF] High-Level Resistance shvitegravir (EVG) High-Level Resistance
tenofevir (TOF) Intermediste Resistance rilpivirine (RPV) Lenw-Level Resistance Faltegravr (RAL) High-Level Resistanoe

No resistance to PI, so regimen decided as follow:

— started on DRV/r + TDF/FTC once daily in February, as well as oral lead in for LEN (Capsid

Inhibitor - using a new class for a high resistance profile)

— 2 weeks later, added LEN sc gébm

—  VL=129 copies/mL in March

— added FTR BID (Attachment Inhibitor — works completely differently than the others)
Later removed FTR and patient remained virally suppressed. Ongoing talk about removing LEN as well
and keeping only boosted Pl regimen.


https://hivdb.stanford.edu/

Takeaways

Fear of disclosure

Can be hard for migrants to disclose HIV status and/or full treatment history, out of fear of being
deported/build unattractive profile for immigration. Language barrier also makes it very difficult to have
an accurate history. Guaranteeing confidentiality in the clinic helps open up the conversation.

Treatment decision considerations:
e Today’s mutations (if detectable viral load)
e Previous mutations (from available genotypes)
e Treatment history (help predict mutations prior to genotyping)
e Online calculator: Stanford University HIV Drug Resistance Database

Pay attention to newcomers
Several cases reported of new migrants having resistance testing showing breakthroughs, likely related
to sub-therapeutic levels of second generation Integrates Inhibitors.

Case Scenario 1: ART after CAB+RPV LA failure
Speaker: Pierre Giguere

Context

CAB+RPV LA is the first long-acting IM ART. While it has great virologic success overall, it also has a small

proportion of virologic nonresponse with background noise of resistance not attributed to adherence*:

— FLAIR Week 124: virologic outcomes at week 96 and 124 were 86.6% success/3.2% nonresponse and
80.2% success/14.8% nonresponse.

Risk factors for CAB+RPV LA failure

2 models developed (Orkin et al., CID 2023):

— From FLAIR, ATLAS, ATLAS-2M; N=1651; 1.4% confirmed virologic failure over more than 3y; incidence
rate = 0.54 case per 100PY, i.e. will take up to 2y to see 1 case in 100 patients.

— Model #1 identified 3 baseline factors: preexisting resistance to CAB+RPV; subtype A6/A1 (but mostly
A6); BMI>30 kg/m?2. Analysis showed significant risk of failure when patient has 2 or more baseline
factors. However, difficult in clinic to do A6 genotype.

— Model #2 identified 2 baseline factors and considered drug concentration: preexisting resistance to
CAB+RPV; subtype A6/A1; model-predicted low initial CAB trough and low initial RPV trough. Analysis
showed significant risk of failure when patient has 3 or more baseline factors.

— Drug concentration and BMI are correlated and therefore both models gave similar results: Positive
Predictive Value around 20% for both models, i.e. using these models will avoid virologic failure in 1
out of 5 cases and 4 out of the 5 cases would have been fine on CAB+RPV LA.

4 Adherence is most of the time responsible for treatment failure in oral regimens.


https://hivdb.stanford.edu/
https://pmc.ncbi.nlm.nih.gov/articles/PMC10654860/

Case example
Woman from Ethiopia:
— 2016, arrived in Canada: EFV/FTC/TDF; VL<40 copies/mL; CD4=891 cells/L — stable but
complaining about dizziness
— 2017: switched to DTG/ABC/3TC; VL<40 copies/mL — stable but planning to get pregnant (risk of
neural tube defect with DTG)
— 2019: switched to RPV/FTC/TDF; VL<20 copies/mL; CD4=937 cells/L — stable but wanted to switch
to long-acting injectable
— Sep 2022: switched to CAB+RPV LA —complaining about pain related to injections more than usual
— Jan 2023 (2™ follow-up visit): asked to switch back to oral regimen and, incidentally, also had
detectable viral load (VL=3120 copies/mL; CD4=476 cells/L) — started on BIC/FTC/TAF and
genotype testing
— Mar 2023: resistance profile test results came back with K101E (susceptible to RPV, resistant to
EFV and NVP); 148R (low level resistance to BIC and DTG, resistant to RAL EVG)
— Apr 2023: VL<20 copies/mL; CD4=818 cells/L — stable
What would you do: change the regimen base on the resistance profile or leave it as is?

In patients coming from low to middle income countries where the past history isn’t known, a study

supports offering CAB+RPV LA (Kityo et al, Lancet ID 2024):

— In Uganda, Kenya, South Africa, pragmatic switch in suppressed patients, stable on oral therapy, no
history of virologic failure and without knowing baseline genotype testing results: about 97% virologic
success Whether patients kept on their oral regimen or switched to CAB+RPV LA. However, both
groups had about 15% of resistance to CAB and to RPV.

This supports that positive predictive value of resistance testing is not 100% and offering CAB+RPV LA in

these patients might still be an effective strategy.

Clinical trials identified several mutations responsible for CAB and RPV resistance®, with crossed

resistances for other drugs:

— NNRTI resistance: high level resistance to RPV with Y188L, M230M/L mutations; intermediate with
K101E, E138A/K, Y181C; crossed resistance for DOR and ETR.

— INSTI resistance: L74l, N155H, Q148R, R263K, E138K, G118R mutations associated with CAB
resistance; crossed resistance for DTG and BIC.

Studies have examined the effects of INSTI and NRTI resistance-associated mutations:

— Different mutations have different effects on medications; 1°* generation INSTI tend to be lot more
impacted than 2™ generation; BIC effect usually preserved in vitro (Smith et al, Retrovirology 2018).

— Edmonton Cohort (N=50): more than 90% patients on BIC/FTC/TAF and with several NRTI resistance-
associated mutations remained virally suppressed after 18m (Shafran et al, HIV Med. 2023).

— Taiwan Cohort (N=72): very low rate of viral rebound with BIC/FTC/TAF in patients with NRTI
resistance-associated mutations (Tsai et al, IJID 2023).

5> Specific clade can only be known once treatment fails as cannot amplify virus when suppressed.


https://pubmed.ncbi.nlm.nih.gov/38821073/
https://link.springer.com/article/10.1186/s12977-018-0420-7
https://pubmed.ncbi.nlm.nih.gov/35973753/
https://www.sciencedirect.com/science/article/pii/S1201971222005975

— Viking Study: DTG twice daily showed better results than once daily in patients with RAL treatment
failure and achieved rapid and sustainable viral suppression, i.e. some INSTI can still have efficacy in
patient with INSTI resistance-associated mutations (Eron et al, JID 2013).

Takeaways

Very little clinical data is available on strategy to adopt for treatment after CAB+RPV LA failure as it is
uncommon (1-2%). Some information found in clinical trial reports showed that decisions based on
genotypes and next regimens were Pl-based. In general, the outcomes were good (i.e. virally suppressed).

5 cases of CAB+RPV treatment failure happened at The Ottawa Hospital (6-12m on average):

Clade |BMI Treatment VL @ VL @ Cab | Resistance Treatment | Last FU
kg/m2 | before CAB CAB failure Associated mutation | post CAB VL
start at CAB/RPV failure | failure
-

A 31 DTG/RPV 32,5 1290 90l 138K, BFTAF 31 3 months

InSTI
<20 3120 101E 148R BFTAF <20 18 months

7

RPV/FTC/TAF

103N 148K
AG 30 DTG/ABC/3TC <20 91300 138G, 741, BFTAF <20 15 months
230L 138E/K,
140A/G,
148k/Q/
R, 230R/S

€ 25 BIC/FTC/TAF <20 9340 181C, 138K BFTAF <20 11 months
221Y 148R

101E,
181C,
190A

. D 29 DTG/ABC/3TC <20 1280 98G, 118R BFTAF <20 6 months

For all of them, same strategy of switching to BIC/FTC/TAF resulted in virally suppressed/well controlled.
However, the cost of treatment failure should be kept in mind as more of these cases have been
happening.

PSG Networking
Speaker: Sue Gill

Keep in touch with other pharmacists working in HIV through different platforms:
e Ontario HIV Professional Specialty Group (PSG), Ontario specific
e Canadian HIV/AIDS Pharmacists Network (CHAP), pan-Canadian

We encourage you to join CHAP: Listserv for pharmacists to share cases; new Guidelines put out in 2024;
regular Newsletters, and regular CHAP Chat webinars.

PSG wants to grow and is looking for new members for the Annual Education Day organizing committee
(especially from outside the GTA), as well as volunteers to help set up a Listserv. An email from the OHTN
will be sent, asking people in the PSG network to consent for their email to be added to the Listserv, and
giving them the option to refer people.


https://academic.oup.com/jid/article/207/5/740/1078540
https://hivclinic.ca/pharmacy-org/ontario-hiv-professional-specialty-group/
https://hivclinic.ca/chap-home/
https://journals.sagepub.com/doi/10.1177/17151635241267350

Second Plenary: Canadian PEP and PrEP® Guidelines Update
Speaker: Deborah Yoong

At the time of this presentation, the Guidelines were still in draft form.

The pharmacist’s role
Pharmacists have an important role in HIV prevention and care — see Practice Guidelines (Tkachuk et al.,
CPJ 2024). By intervening at the top of the cascade, pharmacists can prevent all the rest from happening:

*PrEP and PEP - | Persons testing negative
*Prevention of vertical for HIV who remain at
o transmission risk for HIV may benefit |
+Provision of harm reduction from prevention services
supplies .
sPharmacy-based HIV testing
*Provision of and counselling on home tests
=Referral to testing services
U=U/TasP |

Partners of people «Referral to outreach services
with HIV experiencing =Promotion of culturally safe, trauma-informed,
treatment and person-centred care
interruptions or "
‘T'“' & may ‘”:‘-‘ﬁ' « ART regimen selection,
rom 1”9_“9'“ on counselling, drug coverage
services = Screening and managing DOMs

>

Re-engage people with . "
HIV who have been lost Achievement .::.:?::::;:mlr?wanm
1o follow-up & of o\ / e aging
o ] ; Viral Suppression « Changing ART
Re-initiate | = Transitions of care
treatment |

Treatment Interruptions |
Treatment Failures

Because of their ubiquitous nature, pharmacists can interact with patients and have multiple
opportunities to intervene: increase awareness around PrEP/PEP; HIV testing; linkage to care (start PrEP;
deliver PEP; switch from one to the other); and the usual individual counselling and monitoring.

PrEP and PEP implementation should engage a broad range of healthcare providers and novel models of
care (e.g. online) to increase awareness and access.

Guidelines development process
The panel includes 18 individuals from across the country, from different disciplines and groups. In
addition, consultations were/are being held to gather feedback.

Decisions are made based on the GRADE methodology: ABCD for the evidence certainty (using PICO to
frame clinical questions) and 123 for the recommendation type (linked to evidence but also to resource
use, equity, effects, etc.).

Risk of HIV transmission is evaluated based on the likelihood the source has transmissible HIV (using
population prevalence for unknown status) and the type of exposure. Compared to previous Guidelines,
there is no evidence of increased risk transmission from people living with HIV who are undetectable but

6 PrEP stands for pre-exposure prophylaxis and PEP for post-exposure prophylaxis.
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https://journals.sagepub.com/doi/10.1177/17151635241267350
https://journals.sagepub.com/doi/10.1177/17151635241267350

with an STI. It is unknown if U=U applies in percutaneous exposures (e.g. needlestick) because of cell-
associated virus. For sexual exposure, the window of transmission remains 24-72h.

Pharmacists’ roles:

Risk assessment: sexual history

Testing: INSTI testing kits approved for Point-of-Care testing and at-home testing; 3" generation
tests and 99% accurate 3m after exposure. Laboratory testing uses 4™ generation test and >99%
accurate 42d after exposure. Ongoing monitoring to be done by laboratory testing, not INSTI test,
as PrEP and PEP can delay development of detectable antibodies.

Acute HIV infection: asking about symptoms

Pre-exposure prophylaxis (PrEP)
Who to prescribe PrEP to?

Person requesting it: “It is reasonable to prescribe HIV PrEP to adults and adolescents who request
it.” Revised approach to avoid gatekeeping PrEP and increase access, recognizing that not
everyone is comfortable disclosing their risk.

Person screened by healthcare provider: “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.” Many people are not aware
of PrEP, or underestimate their risk, the goal is to offer it to more people to avoid missed
opportunities. No gold standard for which tool to use to assess HIV risk, clinicians can use
whatever fits their setting.

Recommended regimens

Many new drugs have come out for PrEP since 2017. A systematic review of all PrEP trials was conducted
and showed efficacy and safety profile of daily oral TDF/FTC is well established in all populations. In
comparison:

e On-demand TDF/FTC (2-1-1) has similar side effects rates.

e Daily oral TAF/FTC has similar efficacy and side effects rates; renal and bone profile are more
favorable (reversable) and metabolic less favorable.

e CAB-LA shows better efficacy; similar side effects rates, injection site reactions.

Daily oral TOF/FTC | 2-1-1 oral TOF/FTC | Daily oral TAF/FTC | Injectable CAB-LA

GBM* + Strong Strong Weak Strong

transgender women  recommendation recommendation recommendation recommendation

who hawve sex with  fior [Grade 14) for (Grade 1A)* for (Grade 24) for (Grade 14)

men

Heterosexual Strong Weak Strong

cisgender women recommendation recommendation recommendation
for (Grade 1A) against (Grade 2B) for (Grade 14)

Heterosexual Strong Weak Weak Weak

cisgender men recommendation recommendation recommendation recommendation
for (Grade 1A) for (Grade 2B) for (Grade 2B) for (Grade )

People who inject Strong Weak
drugs recommendation recommendation
far (Grade 1A) against (Grade 2¥)

*GBM = Gay, bizexual and ather men who have sex with men
favoid in those with active HBY and among thoze who may have difficulty adhering to the dosing regimen
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Rational for strong recommendation against:
e On-demand TDF/FTC only studied in GBM and transwomen who have sex with men, not enough
data available to know if dose is enough for ciswomen and people who inject drugs.
e Not enough data on use of CAB-LA in people who inject drugs.
Recommendations might change for specific populations/settings: hepatitis B, renal issue/bone loss,
pregnancy, drug interactions, adherence issue, cost limitations (TDF/FTC would be the less costly because
of the generic, especially on demand).

Monitoring
Pharmacists have a role in informing people about the various options available, as well as in monitoring:
e Adherence: dosing schedule and refill intervals.
e Renal function: TDF/FTC: every 3 to 6m; TAF/FTC: every 6 to 12m; CAB-LA: every 12m.
e Drug interactions: UGT inducer with CAB-LA and check with prescriber as needed.
e HIV testing: every 3m for oral therapy and 2m for injectable.
e Symptoms: if acute HIV infection suspected, connect with prescriber to suppress virus as soon as
possible to avoid resistance from developing.
e Discontinuation: test 8w after stopping oral PrEP.

When discontinuing CAB-LA, oral PrEP should be taken for 1y after stopping the injections to avoid Long-
acting Early Viral Inhibition (LEVI) syndrome: because of very long half-life, CAB-LA may delay detection of
HIV seroconversion. Also associated with INSTI cross-resistance.

Guidelines suggests not routinely using HIV RNA testing to screen for incident HIV infection on CAB-LA as
virus suppressed to such a low amount, test would not able to pick up on it and positivity will be delayed.

Post-exposure prophylaxis (PEP)

Who to prescribe PEP to?

Notion of non-occupational (sex/injection drug) Vs. occupational PEP (healthcare) was dropped as only
setting changes but principle remains the same.

Exposure type
Status of source person  fEintel ST
LIRS RV TEINEL RSl Higher/moderate risk Megligible risk Low risk
INITIATE PEP IMITIATE PEP GEMERALLY DO NOT CASE-BY-CASE DECISION
INITIATE PEP
Loy risk Na risk Mo risk Lawe risk
CASE-BY-CASE DECISION DO MOT INITIATE PEP DO MOT INITIATE PEP CASE-BY-CASE DECISION
Megligible risk Megligible risk Megligible risk Megligible risk
GEMERALLY DD MOT GEMNERALLY DO MOT GEMERALLY DO NOT GEMERALLY DO MOT
INITIATE PEF INITIATE PEF INITIATE PEP INITIATE PEF
Mo risk Na risk Mo risk Mo risk
DO MOT INITIATE PEP DD NOT INITIATE PEP DO NOT INITIATE PEP DO NOT INITIATE PEP




In cases of moderate to higher risk of HIV transmission, PEP should be given for 28d and within 72h after
exposure. When risk is negligible or exposure happened more than 72h ago, PEP should not be given. For
low risk exposure, a case-by-case evaluation and shared decision making is recommended.

The recommendations are based on observational data only, not randomized control trials. No certainty
that PEP is even efficient past 24h after exposure. 72h window refers to sexual exposure rather than
percutaneous, i.e. right into the bloodstream.

Recommended regimens
Systematic review of literature was conducted and recommendations made based on adherence (i.e. rates
of therapy completion, side effects and discontinuation due to side effects).

Strong recommendation for Weak recommendation for Weak recommendation
against
BIC/TAF/FTC DTG + TAF/FTC EVG/TDF/FTC/cobi
/DTG + TDF/XTC RAL +TDF/FTC EVG/TAF/FTC/cobi
[ DOR/TDF/3TC RAL +TAF/FTC
DOR + TAF/FTC RPV/TDF/FTC
DRV/r + TDF/FTC RPV/TAF/FTC
DRV/r +TAF/FTC
DRV/cobi + TDF/FTC
DRV/cobifTAF/FTC

.'h'I'C= lamivudine ar smtricitabine
Regimens under strong recommendation could be suitable for wide use in the general population while
weak recommendation may not be. Classification based on acceptability and feasibility rather than lack of
efficiency (e.g. multiple pills, interactions, pregnancy, taken with food, coverage, etc.).

In case of imperfect PrEP use, strong recommendation regimens would be maintained because of their
high genetic barrier to developing resistance. However, Pl-based regimen recommended in the context of
CAB-LA PrEP.

Implementation
Guidelines suggest:

e Starter Kits available in community for all individuals in whom PEP is initiated, followed by
prescription for completion to allow modification based on needs/toxicity. This increases access
and avoids delays. However, studies show risk of decreased PEP completion rate.

e PEP-in-pocket (PIP — prescription given in advance for self-initiation) can be considered for
individuals with infrequent moderate to higher-risk exposures. This enhances autonomy and
decreases barriers and delays to access first dose. Should be coupled with risk of exposure
counselling.

Monitoring

Monitoring relies on adherence, side effects, interactions and testing (12w after exposure and 8w after
PEP completion). High risk individuals should be encouraged to see provider for PrEP.
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Case Scenarios 2: PrEP in Community Practice

Speaker: Kishan Rana, Pharmacist at the PrEP Clinic

Several tools are available to reduce HIV transmission: PrEP, PEP, U=U, and condoms. As per current
guidelines, PrEP is recommended for Men who have Sex with Men (MSM) and transwomen who have
unprotected anal sex, people in serodiscordant relationships with a detectable partner and who have
unprotected front-hole/anal sex; and people who inject drugs, especially if sharing injection
paraphernalia. In Canada, most people seen in community are MSM and transwomen.

Many reasons for people to not want PrEP. How to overcome barriers and increase access in community:
e Address stigma: create safer spaces for queer and trans folks; offer anonymous testing when
clients don’t want to share this information with their family doctor.

e Increase provider availability: create an interprofessional team with physician, pharmacists, NPs,

etc.; make providers available for non-insured patients such as newcomers.

e Help with cost: pharmacists can help find financial assistance.

e Optimize timing: completely remote and in-person services available across Ontario; Rapid Start

(same day negative rapid test for HIV and PrEP prescription) when needed.

Available PrEP options: |Prug
Regimen Daily: On-Demand (2-1-1): | 1 tab PO daily 1 injection IM every
1 tab PO daily 2 tabs PO 2-24 hours month for 2 months,
before sex, then 1 then 1 injection every
q24h until 2 days 2 months
after sex Optional:oral lead-in
Indication cis/trans folks MSM anal sex cis/trans folks
Efficacy up fo 99% at least 86% up to 99% at least 99%*
Adverse headache, N/V/D, headache, N/V/D, headache, N/V/D, ISR, headache,
Effects |eGFR, |BMD limited |eGFR/BMD | limited |eGFR/BMD, | limited N/V/D, mood
tlipids changes
Drug limit drugs that can Advisable to limit P-gp inducers (St. UGT1A1/9 inducers
Interactions | impair eGFR (e.g. drugs that can impair | John's Wort, (anticonvulsants,

Missed
Doses

NSAIDs)

Daily:
Take as soon as
remembered

If restarting, then 7
days before new anal
sex or 21 days before
new front-hole sex

eGFR (e g NSAIDs)

On-Demand (2-1-1):
Stratify risk by type of
sexual encounter
(oral < front-hole <
anal < blood)

If high risk, then
recommend PEP
within 72 hours of
encounter from ER

anticonvulsants,
antimycobactenal)

Take as soon as
remembered

If restarting, then 7
days before new anal
sex

antimycobacterial)

Each dose must be
+/- 7 days of target
date

If missing by >7
days, then start oral
bridge within +/- 7
days of target date. 2
months max.

Maintenance dose
resumed if <1 month
late, initiation doses
restarted if >1 month
late

Cost

Covered by ODB and
most insurances,
~250$/m

Covered by ODB and
most insurances,
~250$/30 pills

Covered by some
private insurances,
~ 800$/m

Not covered by most
Insurance yet,
~1000$/m
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FTC/TDF most used option: flexible, can be used in most people, lower cost (generic available). Side effects
of oral PrEP include kidney function testing; product Monographs also mention bone density risk but not
often tested as low risk and reversible upon discontinuation. Interactions mainly related to risk over
kidney function (i.e. anti-inflammatories OTC).

When taken daily, PrEP offers 99% protection against sexually transmitted HIV. If patient does not wait
the full 7 days, option to increase protection to 80% by taking 2 pills as soon as possible and continuing
with daily dose. On-demand dosing is only used for planned sexual encounters. If unplanned high-risk
sexual encounter and/or if patient doesn’t take their PrEP on time, can refer for PEP within 72h. PEP-in-
pocket should be a shared decision between provider and patient.

If patient doesn’t have coverage, they can apply for:
e Trillium: people who do not qualify for ODB and insurance not covering for 100% of the drugs
(particularly useful for high cost drugs); application can be filled online.
e CoPay Cards: pharmaceutical companies’ patient support program help pay for cost difference on
brand name drug; providers can help patients sign up for ViiV’s and Gilead’s programs.

LA-CAB has been heavily anticipated by community:
e Advantages: no need for daily dosing so easier on adherence, no Gl side-effects, no kidney
function monitoring.
e Drawbacks: HIV testing every 2m instead of 3m, not referred in Clinical Guidelines yet, hesitations
in regards to implementation, lack of coverage, 1y of oral PrEP after discontinuation.

i 2
interdisciplinary approach at PrEP clinic: How to get Injectable Prep?

d NPS (prescription; injeCtion) Step 1 Step 2 Step 3 Step 4
e pharmacists (counselling) PY o PY ° PY

Pharmacist:
1. Gathers list of potentially missed drugs/supplements
2. Counsels on missed doses, side effects, drug interactions
3. Applies for copay card
4, Dispense oral bridge and injection prescriptions

Case Scenarios 2: GLP1-agonists for weight management
Speaker: Alice Tseng

Weigh gain with ART is common: clinic database study from Toronto General Hospital showed that 23%
of ART-naive patient (n=399) had 210% weight gain at 1y, associated with demographic factors but not
regimen type.
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https://www.viivsupports.ca/
https://descovy.mymaxsupport.ca/personal-information

GLP-1 RAs have multiple sites of action and therefore broad effects, not limited to weight loss. When used

for obesity, weight loss effect can be similar to bariatric surgery (Is the weight over - Brown, CROI 2024).

Also showed good results in people living with HIV:

— Observational cohort study showed that people lost on average 6.5kg, those with BMI240 lost
significantly more, ART regimen did not impact weigh loss degree (Haidar et al., AIDS 2024).

— Retrospective cohort study had 44% participants with 25% weight loss and significantly associated
with higher BMI at baseline and absence of diabetes (Nguyen et al., CID 2024).

Other effects of GLP-1 RAs in people living with HIV:
— Decrease markers of inflammation or immune activation associated with cardiovascular disease,
independently of weight loss amount (Eckard et al., CROI 2024).

— Reduction in muscle volume but preserved physical function, can be compensated by high protein
diet and resistance training (Ditzenberger et al., CROI 2024).

— Reduction in intrahepatic triglyceride (IHTG), in 30% of cases associated with complete resolution of
metabolic dysfunction-associated steatotic liver disease (MASLD) (Lake et al., Ann Intern Med. 2024).

Lipohypertrophy, a side effect of older antiretroviral regimens, is a fat accumulation that changes the body
shape. Not only cosmetically disfiguring and stigmatizing, but also associated with cardiovascular and
metabolic complications.

Only treatment used to be Tesamorelin: growth hormone-releasing hormone analogue. Studies showed
decrease of visceral fat (18%), hepatic fat and trunk-to-appendicular fat ratio (Russo et al., AIDS 2024) but
no change in BMI or subcutaneous fat. However, only available in the US.

GLP-1 RAs could be used to treat lipohypertrophy associated with ARV: hypothesis few years ago (Culha
et al.,, Med. Hy. 2016) but recent randomized double-blind trial with Semaglutide 1mg SC weekly, involving
people without diabetes who have been on ARV for >10y, showed significant reductions in weight and
BMI, as well as in visceral (>30%), subcutaneous and total abdominal fat, and total body, trunk and limb
fat. No difference in outcomes linked to ART regimen and no significant differences in adverse events
(Eckard et al., Lancet D&E 2024).

In the past, fat deposits that were surgically removed would come back. While GLP-1 RAs seem twice as
efficient compared Tesamorelin, many questions remained: would higher dosing be more efficient
(Semaglutide 2.4mg weekly dose now approved); are effects different based on type of weight gain; what
happens when stopped; what effects on areas where fat is already lacking; etc.

In terms of potential drug interaction, some pharmacodynamics effect to keep in mind: GLP-1 RAs
decrease gastric emptying rates and Gl motility, which can affect gastric pH and can impact gastric pH
dependent drugs, such as some ART (e.g. RPV). Viral load monitoring should be considered.

Ontario limiting access to GLP-1 RAs: currently in Limited Use for T2D and not available for weight loss.
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https://www.croiwebcasts.org/console/player/52113
https://journals.lww.com/aidsonline/abstract/2024/03150/weight_loss_associated_with_semaglutide_treatment.11.aspx
https://academic.oup.com/cid/article-abstract/79/4/978/7631407?redirectedFrom=fulltext&login=false
https://www.croiconference.org/wp-content/uploads/sites/2/posters/2024/798.pdf
https://www.croiconference.org/wp-content/uploads/sites/2/posters/2024/799.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC11210743/
https://pubmed.ncbi.nlm.nih.gov/38905488/
https://www.sciencedirect.com/science/article/abs/pii/S0306987716303954?via%3Dihub
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