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Conclusion

In participants highly susceptible to only one bNAb, the long-acting combination of LEN + TAB + ZAB
was generally well-tolerated
The most common AEs were Grade 1 injection site reactions related to LEN. There were no other
treatment-related AEs
One dose of the long-acting combination of LEN + TAB + ZAB maintained virologic suppression for 6
months in 8 out of 10 participants with HIV-1 highly susceptible to either TAB or ZAB, but not both
Two participants in the low dose ZAB (10 mg/kg) group had HIV-1 RNA between 50 — 100 copies/mL
in the
Week 26 snapshot window; no treatment-emergent resistance was detected
Other than a lower ZAB dose, no risk factors for virologic rebound were observed in participants with
virologic rebound
All 6 participants in the higher dose group remained suppressed for 6 months after dosing
More inclusive bNAb susceptibility criteria may be appropriate for treatment studies with LEN + TAB +
ZAB when higher bNAb concentrations are maintained
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Background

Teropavimab (TAB)and zinlirvimab (ZAB) are broadly neutralising antibodies
the CD4
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Approximately 50% of clade B viruses are highly susceptible to both TABand ZAB
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with a 90% inhibitory concentration (IC90)<2 pg/mL, while over 90% are highly 100 -

and is indicated in heavily treatment-experienced people with HIV-12

Ina Phase 1b study (NCT04811040),a single dose of the long-acting combination of
LEN, TAB, and ZAB maintained virologic suppression (VS) foré months in 18/20
participants with HIV-1 highly susceptible to both bNAbs
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‘The optimal threshold for required bNAb sensitivity to achieve efficacyin the context
of HIV-1 treatment has not been established
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® Screened participants.
Participants susceptible to either TAB or ZAB

* Screened participants
Participants susceptible to both bNAbs

+ Toevaluate safety and efficacy of LEN + TAB + ZAB in virologically

highly TAB or ZAB, but not both bNAbs.
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Study De:

Group 1:LEN + TAB 30 mg/kg + ZAB
10 me/kg

Restart ARTand
Continued Follow-up
Group 2: LEN + TAB 30 mg/kg + ZAB
30 meg/kg

+ CDacount
AL entry: 2500 cells/iL.
Nadir: 2350 celis/uL
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Participants
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+ Afterprimary a cohortof participants with suscepibility to either TAB or ZAB was enrolied
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+ bNAb

+ Randomisation o treatment groups was stratified by bNAD susceptibilty (TAB or ZAB)
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+ PKof LEN, TAB, and ZAB
ZABIV 10 m/kg or 30 ma/ke =]

*Provous wologi falure was allowed If paricipants wero V'S (H-1 RNA 550 coples/mL) for 218 moniths. prir 10 scroening: "SNAD suscoptbity defned as an ICos 52 ugimL by PhenoSanse mAb Assay (Monogram Bisciences).

Participant Disposition and Susceptibility bNAb Suscepti

lity at Study Screening

>50
o
Received Recaived E .
LEN + TAB +ZAB 10 mglkg LEN + TAB + ZAB 30 mg/kg g 104
Susceptible to TAB (n=2) Susceptible to TAB (n=3) S .
Susceptible to ZAB (n=3) +  Susceptible to ZAB (n=3) FEERE! ® Erctesparcpans s
PR E °
I e b H .
rostared & 01
: L“;‘.“F.;:::.‘.":’.:::""‘ &
0.01 0.1 1 10 >50

Completed treatment
jimen W26 (n=6)
regkmen W26 (n=6) Zinlirvimab ICgo (ug/mL)

*1.and 3 paricipants were susceptible o TAB and ZAB, respecthsly

Lenacapavir Plus bNAbs for People with HIV and Susceptibility to Either Teropavimab or
Zinlirvimab
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Baseline Characteristics

LEN +TAB +

LEN +TAB+

2AB 10 mg/kg 2AB30me/kg

(n=5) )
Age (years), median (range) 49(28-63) 51(29-57) 49(28-63)
Female sex at birth, n 2 1 3
Race, n
Black 2 2 4
White 3 3 6
Other o 1 1
Hispanic or Latino ethnicity, n 1 3

2
86.4(67.6-104.5)
861(449-1916)

Weight (kg), median (range)
CD4 cell count (per mL), median (range)

86.3(84.2-117.6)
942 (673-1196)

86.4(67.6-117.6)
916 (449-1916)

Duration of baseline ART (years), median (range) 2.5(1.0-5.5) 4.9(3.1-6.4) 3.7(1.0-6.4)
Time since HIV-1 diagnosis (years), median (range)* 16 (5-25) 13.5(3-24) 16(3-25)
“These data re saltrpartd by th paricipant
Safety profile and Tolera LEN + TAB + LEN +TAB +
ZAB10 mg/kg ZAB30mg/kg.
Event,n (n=5) (n=6)
Any adverse event (AE) 8
Any-grade AEs occurring in 22 participants
Injection site induration o 3 3
CovID-19 1 1 2
Injection site erythema o 2 2
Injectionsite pain 0 2 2
Injection site nodule® 1 1 2
Injection site pruritis 0 2 2
SAE" 1 0 0
AEs leading 0 o ']
Al ke resobed by Wesk 26; Sof tssusinfection (Grads 3), ntrlted 0 study dg orprocacirs
+ 5 paricipants had eatment reled As - llwere Grade 1 ijecton ste eactions elated o LEN administration
+ Noinf bNAD
+ There were no Grade 23 treatment-emergentlaboratory abnormalities
Viral Suppression at Week 26
LEN + TAB + LEN+ TAB+ Total
ZAB10 mg/kg ZAB30 mg/kg o
(n=a) =)
HIV-1RNA 250 copies/mL, n 2 o 2
(% [95% C1l) (50; (7, 93)) (0; [0, 46)) (20; (3, 561)
HIV-1RNA <50 copies/mL, n 2 6 8
(% [95% CIl) (50; (7, 93) (100; [54, 100]) (80; (44, 98))
“one RT pror olation (chonic o th efcacy analysis

Eight out of 10 participants remained virologically suppressed with HIV-1 RNA <50 copies/mL 6 months after dosing
Al participants in the higher =6; ZAB 30 Week26

Mean (SD) Drug Concentrations Over Time
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+ TABand Z rage half-lives of 70 and 82 days,

LEN concentrations were consistentwith published treatment data1

Treatment-emergentanti-drug antibodies (ADA) against ZAB occurred in one participant at Week 52. No participant had treatment-emergentADA against TAB

Participants with Virologic Rebound

bNAD Susceptibility at Study Screening Participant Characteristics at Baseline
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Partcpant 1 Age, years

§ 10 I Sex Female
2 b ) Weight, kg 897
8 gt
2 4 Partcipant 2 CD4 count, cells/ul a49 1916
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H 014 ZAB1C90, pg/mL 012 >50
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pants with Virologic Rebound
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+ Al pariicipants restarted baseline ART at Week 26, per protocol

+ Participant 1 restarted baseline ART at Week 26, prior to confirmatory
HIV-1RNA testing

Participant 2 had virologic rebound at Week 20 after acute COVID-19
at Week 13. They continued on study treatment without additional
intervention and restarted ART at Week 26
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Study Week

+ Participant 1 resuppressedby the following vist after restarting oral ART

+  Participant 2 continued to have low-level, detectable HIV-1 RNA after restarting oral ART

* Neither participant had drugs
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