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Objectives

« Provide an overview of the evidence of long-acting
injectables

« Implementation challenges of the roll-out of LA
injectables

« Practical guide to administration of LA CAB/RPV




Epidemiological update
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South Africa has made remarkable progress
Inequalities continue to drive HIV in South
Africa

HIV prevalence remains high

Slow progress towards 95-95-95 targets

HIV remains an important cause of mortality
Improving the quality of life beyond HIV
suppression




Successes and challenges

@ Successes

* Reduction in HIV incidence Linkage to ART care
* Treatment as prevention
« U=U
* Vertical transmission

*  Treatment- >5 mil PLHIV

* TLD transition

« Men, children, key pops
Viral suppression

*  Pregnant women

« Children

+ Adolescent boys and men
HIV-related deaths

« AHD

« NCD
Optimised treatment regimens

*  Optimised regimens for children
* Shorter TPT/anti TB regimens

* Viral suppression and retention in people taking ®

treatment

* Declines in TB incidence and HIV-related

. Data issues
mortality

*  “Normal” lifespan of PLHIV on ART

Health workforce issues



Evolution of HIV Treatment
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The “Fourth 90”

0 0 90% 90%
, 90% 90% Virally Good health-
Diagnosed On treatment suppressed related quality of

life



Technology for Drug Delivery

Long-acting depot
injections

Microneedle drug Novel oral Wearable infusion
patch formulations pump
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Long-acting ARVs Chandiwana et al.

Table 1. Long-acting antiretroviral therapy formulations already in clinical evaluation or commercialized.

Agent

Class/type

Manufacturer/sponsor

Status

Treatment
Cabotegravir LA and
rilpivirine LA injections

Ibalizumab

Islatravir (MK-8591)
Elsulfavirine (VM-1500A)
Rovafovir etalafenamide
(formerly known as GS-9131)
Leronlimab (PRO 140)
UB-421

VRCO1

VRCOTLS
Lenacapavir (formerly known

as GS-6207) Gilead
Albuvirtide

Integrase inhibitor +
nonnucleoside reverse
transcriptase inhibitor
(NNRTI)

Monoclonal antibody

NRTI

NNRTI

Nucleoside reverse
transcriptase inhibitor (NRTI)

Monoclonal antibody

Monoclonal antibody

Monoclonal antibody

Monoclonal antibody
Capsid inhibitor

Fusion inhibitor

ViiV Healthcare, Janssen

TaiMed Biologics

Merck
Viriom
Gilead Sciences

CytoDyn

United BioPharma

NIAID Vaccine Research
Center

NIAID Vaccine Research
Center

Gilead Sciences

Frontier Biotechnologies Co.,
Ltd

Approved (Canada, March
2020, EMA Dec 2020, FDA
Jan 2021)

Approved FDA (Mar,2018) &
EU approval (Sep-2019)

Phase 3

Phase 2/3; approved in Russia.

Phase 2

Phase 3
Phase 1
Phase 1
Phase 1

Phase 2

Approved (China, June 2018)

Chandiwana, AIDS 2021



Rationale for injectable ART

rerene




Oral PrEP is hard to take

® 19 0t R
Zimbabwe becomes first African country to
approve use of injectable HIV prevention

drug
news 24 Lenin Ndebele @ @




Clinical trials
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Clinical trials:
Key points

Efficacy

Safety results

Satisfaction

Resistance
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Potential limitations

©

Implementation
requirements

\ ©

Change
Contraindications management




Who is LA CAB/RPV not ideal for?

. Anintravenous drug

Pregnant woman 28 weeks gestation
. Adolescent who is struggling

with adherence

Patient on ART for 12 years with “pill
fatigue”

Patient with chronic hep B infection




Considerations for
our healthcare
environment




Healthcare environment

fgf Opportunities I‘ Challenges

« Protection of health privacy / avoiding « Cold chain requirements
stigma « Training / upskilling HCPs
«  Monthly / bimonthly dosing « Conflicts with differentiated service
« Directly observed delivery models
« Patients have CHOICE « Cost
« SAHCPs are adaptable / creative « HCP attitudes

« Patient concerns




Clinical
considerations




Patient selection

Able to come to the clinic for injections every month

Virologically suppressed (HIV-1 RNA < 50 copies/mL) for 3 months

On stable ART regimen for the last 6 months

No major known INSTI or NNRTI resistance-associated mutation
except for K103N

No prior hypersensitivity reaction to cabotegravir, rilpivirine

Not currently receiving any of the following certain medications:
carbamazepine, rifampin

Not co-infected with hepatitis B

Not currently pregnant or planning to conceive in near future
(insufficient data)




Cabotegravir IMI - Integrase strand transfer Inhibitor

* Product characteristics

“ * Colour: white to light pink

* Free-flowing extended-release injectable suspension

* Storage: at room temperature (if not packaged together with

rilpivirine)

otegravic * Vials available
h Sevon
' ’%’:‘,%",“ : * Single-dose vial of 400 mg/2 mL (200 mg/mL) cabotegravir

W i * Single-dose vial of 600 mg/3 mL (200 mg/mL) cabotegravir
\-——-—-‘/

B
——

*FDA approved for HIV PrEP in Dec 2021 CABENUVA-VOCABRIA Product Monograph



Rilpivirine IMI - non-nucleoside reverse transcriptase inhibitor

 Product characteristics

 Colour: white to off-white

J 1‘ * Extended-release injectable suspension

‘ e Store in the refrigerator at 2°C to 8°C

Rilpivirine

i * Vials available

%00 mg/3 mi
| St et * Single-dose vial of 600 mg/2 mL (300 mg/mL) rilpivirine

' OR
* Single-dose vial of 900 mg/3 mL (300 mg/mL) rilpivirine

CABENUVA-VOCABRIA Product Monograph



ADMINISTRATION: Instructions for use

RILPIVIRINE
900mg
3ml
LEFT




How do you give LA CAB/RPV?

Missed
injections




Instructions for use

Dorsogluteal Site

Posterior superior
iliac spine - :

Gluteus medius —

Injection site
Gluteus maximus

Sciatic nerve

Greater trochanter
of femur

Ventrogluteal Site

Anterior superior Posterior iliac
iliac spine crest

\ / Injection site

Palm over
Greater
trochanter

Gluteus medius

Ventrogluteal site
| - Injection site
lliac crest——— / Anterior
/ i " superior
’ / ' iliac spine

- Greater
) trochanter
of femur

GEEKYMEDICS.COM



Ventrogluteal site

A — Palm of hand over greater trochanter
B — Index finger over anterior superior iliac
spine

C — Middle finger stretched to posterior iliac
crest




Patient Education

Make sure the patient understands the
dosing schedule (give oral and written info)

Counsel on possible side-effects, risks of
missed doses, risk of resistance, position of
injection

Counsel the patient on the availability of the
oral bridging course and to ensure this is
planned for in advance

Capture contact details of patient (phone
number and home address) and verify at
each visit

Communication with experienced patient if
needed

After the injection - avoid strenuous exercise
for 2 days, but promote movement

25



What barriers to implementation of long-acting ARVs do you
anticipate in the South Africa context?

1. Clinic availability for injection

2. Patients missing injection appointments

3. Clinic space availability for injection
appointments

4. Workload issues related to injection
appointments

5. Patient’s fear of needles




Opportunities and challenges

595 Opportunities |‘ Challenges

« Effective treatment « Side effects / AEs / ISR

« Improved pt satisfaction «  The “Tail”

« Treatment option in special circumstances « Co-infections - TB, Hep B
« Reduce pill burden « Special populations

« Remove daily reminder of HIV status * Prev VF/resistance

* Oral test doses * Oral bridging

* Drug-drug interactions




Roadmap for South Africa?

Need for research to address:

Unsuppressed VL g

VF / resistance 'a‘.l"

TB / Hep B co-inf

Implementation model for less-limited

¢

setting




LA ART can help us bridge that gap.

HIV and ID Observations Poul B S NS

The alternative to trying this might be an Ml o el N E
HIV-related death. And no one in 2022 ,_
Should dle Of AlDS Wlthout our d0|ng Long-Acting Injectable HIV Therapy for People Who Won't AT i

. . Take ART?
everything we possibly can to get them on e ———— = P e O
antiretroviral therapy. e i s o &g 4 commenonon >
nses

Even if that includes an unapproved use of
cabotegravir and rilpivirine.

* Paul Sax,2022



Thanks for watching

* Dr Karlien Moller

* Prof Francois Venter

* Johnson and Johnson team for their support
to attend this meeting

* Colleagues and patients at Ezintsha, who
without them our work to find better, safer
ARVs would not be possible
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