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HPTN 083 Study Design

HPTN
= 084
=U STEP 1 STEP 2 STEP 3 STEP 4

Every day for 1 year OPTIONAL

Every day Every 2 months for Every day for 5 weeks
for 5 weeks Weeks 5 and 9 approximately 3 years @ — cl‘::-}
< : 1 O
Q_ w) —
=1 < N | | ¢) 2 shots, 4 weeks apart
<] S c:«'" ' X\« ' =2  then every 2 months
O K L
g | @i } |
:g [ 1 ﬁ
s :
E w
g <
oo S RN % STEP 5
< I |
= < ' \;, ' =
O .
] © LU Daily
&)
oH @ | s

& ) oFFcpi @ ) Pracebo for TDF/FTC pill
@ Cabotegravir (CAB) pill Placebo for cabotegravir (CAB) pill

20% Intralipid solution
m Cabotegravir (CAB) Injection -[I:H Placebo for cabotegravir (CAB) Injection ( ? P )

Landovitz RJ et al. AIDS 2020, #0AXIBO101



EFFICACY




HPTN 083 HIV Incidence: CAB vs. TDF/FTC
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HPTN 084 HIV Incidence: CAB vs. TDF/FTC

Combined blinded and unblinded period, through Dec 2021
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The Bottom Line: Efficacy 6

Long-acting cabotegravir is very effective at preventing

HIV in MSM, TGW, and cisgender women

* 66% reduction in HIV infection when compared to

MSM and TGW who were offered TDF/FTC

* 89% reduction in HIV infection when compared to

cisgender women who were offered TDF/FTC



HPTN 083 HIV Incidence by Subgroup CAB vs. TDF/FTC

CAB TDF/FTC

HR (95%Cl
Events/PY (IR%) (95%C1)

Subgrou
2ol Events/PY (IR%) 0.01

Hazard ratios (95%Cl)

0.1

>30
Cohort
TGW
MSM
Race
Black/African-American
Non-Black/African-American
Region
us
Latin America
Asia

Africa

11/2185 (0.50)
2/1016 (0.20)

2/368 (0.54)
11/2829 (0.39)

4/686 (0.58)
0/837 (0.00)

4/1523 (0.26)

6/1016 (0.59)
2/569 (0.35)
1/92 (1.08)

33/2114 (1.56)
6/1071 (0.56)

7/383 (1.83)
32/2800 (1.14)

15/711 (2.11)
5/790 (0.63)

20/1501 (1.33)
11/1007 (1.09)
6/580 (1.03)
2/96 (2.08)

0.32 (0.16, 0.63)
0.33(0.07, 1.61)

0.29 (0.06, 1.41)
0.34 (0.17, 0.67)

0.28 (0.10, 0.83)
0.09 (0.00, 2.06)

0.19 (0.07, 0.56)
0.54 (0.20, 1.46)
0.34 (0.07, 1.66)
0.52 (0.05, 5.77)

1 3 6
1 I

J—

Grinsztejn, B. AIDS 2022. #12707



Subgroup
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The Bottom Line: Efficacy in specific populations

Long-acting cabotegravir is also very effective at
preventing HIV in:

* Young individuals

Black individuals

* Transgender women

Individuals from various regions of the world

Individuals using various contraceptive methods

Individuals with higher BMls
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HPTN 083: Injection Site

Reactions
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HPTN 084: Injection Site Reactions
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* 21% participants had any ISR
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* 4% participants had Grade 2+ ISR
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The Bottom Line: Efficacy in specific populations

* Long-acting cabotegravir was safe and well tolerated

* The most common side effect was injection site reaction (ISR)
o The majority were mild to moderate in severity
o Reports of ISRs decreased over time

o Very few ISRs led to the discontinuation of cabotegravir



The Bottom Line: Pregnancy

HPIN

084

* Data are still being collected on the safety of cabotegravir
during pregnancy and breastfeeding

* To date, data does not suggest there are any safety concerns



FAILURES
HIV Testing Challenges



CAB-LA and HIV testing

CAB-LA suppresses viral replication and delays
Ab production

® Rapid tests and Ag/Ab assays often fail to

. . Delayed detection
detect infection

of HIV infection

=> Delayed ART initiation
=> Emergence of INSTI resistance

® Supplemental Ab tests may be
negative/indeterminate for many months

® HIV RNA levels often remain low or
undetectable for long periods

Marzinke, JID 2021; 224:1581
Eshleman, J D 2022, In Press



CAB-LA and HIV testing

HPTN 083

Breakthrough infections:

Very rare, but unexplained

Total of 6 cases of breakthrough
despite on-time injections

INSTI resistance: all 6 cases

084

Long-acting Injestebie Forthe Epidemic

HPTN 084

Breakthrough infections:

* Very few infections, no true
breakthrough case

* No INSTI resistance detected

Landovitz et al, CROI 2022; Delany-Moretlwe et al, AIDS 2022,



Predicted effects of introduction of LA CAB PrEP in sub-Saharan Africa
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Translating evidence into action

Implementation Science

Scientific 5 = Public Health
Evidence implementation




Health as a right!

Countries and access to health care

o

- Countries with free and universal health care

- Countries with universal but not free health care
- Countries with free but not universal healthcare

- Countries with neither free nor universal healthcare

:l Unknown

https://en.wikipedia.org/wiki/list_of countries_with_universal health_care
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