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The study regimen consisted of daily oral 30mg tablets for 5 weeks, followed by two 600mg IM injection
4 weeks apart and 600mg injections every 8 weeks thereafter for a maximum of 3 years.

Landovitz R et al. NEJM. 2021. e



Objective

* Objective: Estimate the plasma CAB concentration
associated with protection against HIV infection in
HPTN 083

« Challenges:
* The trial only studied a single treatment regimen.
* CAB concentrations assessed at discrete, sparse
time points
* HIV-exposure and infection timing unknown
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*Architect Ag/Ab testing, Geenius IFA confirmatory testing, m2000 Abbott quantitative viral load testing with a LLOQ
of 40 ¢/mL, and Hologic Aptima Qualitative viral load testing; on select cases SCA (single copy assay) viral load .
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*Architect Ag/Ab testing, Geenius IFA confirmatory testing, m2000 Abbott quantitative viral load testing with a LLOQ
of 40 ¢/mL, and Hologic Aptima Qualitative viral load testing; on select cases SCA (single copy assay) viral load .



Example / Challenges s inidl g

Trials Network

Case: B3
g
E 8-
{=)] -—
5 —]
- o
O =
= o 8x (o]
B 4
c 4%
@ o
2 B
o
O 1%
n o
S 2 lew @
| | | T— ] |
0 20 40 60 80

Weeks from enrollment

*Architect Ag/Ab testing, Geenius |FA confirmatory testing, m2000 Abbott quantitative viral load testing with a LLOQ
of 40 ¢/mL, and Hologic Aptima Qualitative viral load testing; on select cases SCA (single copy assay) viral load .




Example / Challenges

i HPTN

.;I HIV Prevention
Trials Network

Case: B3
i
E 8 7
o) —
5 —
o o
i) e 4
:@ g _IBX (o]
af:’ o 4x
(%] = ;
& W Last HIV First HIV
&} 1x Negative Positive*
m o
S 2 "lew .
T T Infection Window I T
0 20 40 60 80

Weeks from enrollment

*Architect Ag/Ab testing, Geenius IFA confirmatory testing, m2000 Abbott quantitative viral load testing with a LLOQ
of 40 ¢/mL, and Hologic Aptima Qualitative viral load testing; on select cases SCA (single copy assay) viral load .



Example / Challenges 4 Anldg

Trials Network

:@37 Case: B3

_ o

2 8. / \

— o

(=] -

2 -

C o

:% § "8 o)

;f-:; o _4x

DG Last HIV First HIV

&) —1x Negative Positive*

o o

S5 8 Tlew . I S
1 1 Infection Window ] 1
0 20 40 60 80

Weeks from enroliment

*Architect Ag/Ab testing, Geenius IFA confirmatory testing, m2000 Abbott quantitative viral load testing with a LLOQ
of 40 c/mL, and Hologic Aptima Qualitative viral load testing; on select cases SCA (single copy assay) viral load .



Example / Challenges

1l HPTN

.;I 2 HIV Prevention
Trials Network

500 2000 10000
| L

Gl

E

(=]

&

&

*c*:ﬁ -Sx o]

;ﬁ: 4%

£ i Last HIV First HIV

o ~J1x Negative Positive*

a

S S 4 ewa : 9
T ] Infection Window | 1
0 20 40 60 80

Weeks from enroliment

*Architect Ag/Ab testing, Geenius IFA confirmatory testing, m2000 Abbott quantitative viral load testing with a LLOQ
of 40 ¢/mL, and Hologic Aptima Qualitative viral load testing; on select cases SCA (single copy assay) viral load .



HPTN

Nested Case-Control Design g

Trials Network

* Cases: all incident HIV cases from the primary and
year-one analyses whose infection occurred within 3

years from enrollment
» Controls: selected at a 4:1 ratio

* Matching factors
* Region (Africa, Asia, Latin America, US)
* Gender identity (Cisgender MSM, TGW)
* Race (Black, Non-black)

* Duration of follow-up at least as long as the case prior to
detection' of HIV

* Final count: 25 cases, 99 controls?

' First-positive HIV date as determined by sensitive testing at the central lab and confirmed by the EAC. o
2 One of the initially selected control participants later was found to be HIV-positive and was excluded from the analysis.




PK Assessment / Categorization

* CAB concentrations assessed in stored
samples for cases and controls

 Full concentration-time curves estimated for
all participants

* Participants classified according to CAB
concentrations during the infection window
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CAB Exposure Categories B

Classification according to minimum CAB concentration during the
infection window:
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Classification according to minimum CAB concentration during the
infection window:

CAB Concentration (ng/mL)
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Results

Minimum plasma Controls : :
CAB during (n=99) R'S?gﬁidgf;'on
acquisition window n (%)

<1x PA-ICy, 16 (64) 14 (14) (ref)

2 1x PA-ICy, and

< 4x PA-IC,, 2 (8) 10 (10) 79 (-20, 96)
2 4x PA-IC,, 7 (28) 75 (76) 93 (77, 98)




Minimum plasma Cases Controls

CAB during (n=25) (n=99) (95% Cl)
acquisition window n (%) n (%)

< 1x PA-IC,, @ 14 (14) (ref)

2 1x PA-IC,, and

< 4x PA-IC,, 2 (8) 10 (10) 79 (-20, 96)
2 4x PA-ICy, 7 (28) 75 (76) 93 (77, 98)

Risk Reduction
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Minimum plasma Controls
CAB during (n=99)
acquisition window n (%)

(95% CI)

< 1x PA-ICy, 16 (64) 14 (14) (ref)

2 1x PA-ICy, and
< 4x PA-IC,, 2 (8) 10 (10) 79 (-20, 96)

> 4x PA-IC,, 7 (28) 93 (77, 98)

ntio

Risk Reduction




Minimum plasma Cases Controls

Risk Reduction

CAB during (n=25) (n=99) (95% Cl)
acquisition window n (%) n (%)

< 1x PA-IC,, 16 (64) 14 (14) (ref)

2 1X PA'ICQO and

< 4x PAIC.. 2 (8) 10 (10) 79 (-20, 96)
> 4x PA-IC,, 7 (28) 75 (76) 93 (77, 98)




Results

Minimum plasma Controls : :
CAB during (n=99) R'S‘((gﬁfkdgf)t'o"
acquisition window n (%)

<1x PA-IC,, 16 (64) 14 (14) (ref)

2 1x PA-ICy, and

< 4x PA-IC,, 2 (8) 10 (10) 79 (-20, 96)
2 4x PA-IC,, 7 (28) 75 (76) 93 (77, 98)




Results

Minimum plasma Controls
CAB during (n=99)
acquisition window n (%)

< 1x PA-IC,, 16 (64) 14 (14) (ref)

Risk Reduction
(95% CI)

2 1x PA-IC,, and
< 4)( PA'ICQO

> 4x PA-IC,, 7 (28) 75 (76) 93 (77, 98)

2 (8) 10 (10) 79 (-20, 96)




Conclusions

* The approved 8-weekly 600mg dosing has been shown
to reliably achieve CAB above 4x PA-ICq, (664 ng/mL)

* We observe a strong, statistically significant association
between CAB concentrations above 4x PA-ICy, and HIV
protection

* These results are consistent with non-human primate model
results

* CAB LA is estimated to provide over 90% reduction in
the probability HIV acquisition among MSM and TGW @
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