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Impact of 10-1074LS and 3BNC117LS on viral rebound
dynamics following treatment interruption six months
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Early results from the open label arm of the RIO trial
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HIV-specific broadly neutralising antibodies (bNAbs) therapy
are associated with prolonged ART-free viral suppression

e 3BNC117 and 10-1074 maintained ART-free viral

suppression for a median of 21 weeks. Sensilive reservoir
. . . . Lo 7 — No bNAb
* Long-acting variants using the LS Fc mutation ol —
increase half lives by up to four-fold (caskey croi 2022) : & =i
* 3BNC117LS: ,,, =67 days B tea 10-1074
* 10-1074LS: t1/2 = 80 days 251 . 4
% E &
* bNAbs 3BNC117 and 10-1074 maintain viral Weeks of AT]
control at thresholds of serum concentrations
above 10Hg/m| Mendoza et al. Nature 2018

(Mendoza et al. Nature 2018, Gaebler et al. Nature 2022)

Imperial College

UNIVERSITY OF

N1 (4 3
o
R Og Funded by the Bill and Melinda Gates Foundation
g
o &

OXFORD



Diapositive 3

McCo We know the LS antibodies have extended half-lives from our first in human studies. Consider re-phrasing as suggested in the

slide.
Marina Caskey; 2022-12-06722:02:28.658



The RIO study

Phase 2b randomised placebo-controlled trial
of long-acting bNAbs 10-1074LS and

3BNC117LS in people diagnosed and treated in

early HIV infection.

bNAbs dosing
* 3BNC117LS: 30mg/kg
* 10-1074LS: 10mg/kg

Early results from participants receiving the
open labelled bNAbs are presented today

ART re-starts ART re-starts

N=36 H

Funded by the Bill and Melinda Gates Foundation

S The i —3
o[ Rockgelr Imperial College 2
gy  LSERED bR

‘\,)QNO " /\/O




Methods

* Participants are monitored until they meet one of the following ART restart criteria

HIV viral load >1000 copies/ml for 6 weeks
HIV viral load >100 000 copies/ml for 2 consecutive readings a week apart

CD4 count <350 cells/uL
Any clinical symptoms, safety or HIV transmission concerns related to ATI

Participant preference to restart ART

* Serum bNAb concentrations are measured at regular intervals, using a validated anti-idiotype ELISA.
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Results

Four participants have entered the 2"d ATI stage to date, all male

Mean age 39 years (range 26 — 52 years)

Median time from HIV diagnosis to study enrolment = 6.5 years (range 4 — 10 years)

All participants had serological evidence of seroconversion at diagnosis and had started ART within 3 months
of diagnosis.

All participants had no evidence of resistance mutations to 10-1074 on baseline screening
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HIV RNA viral load (copies/ml)
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HIV RNA viral load (copies/ml)
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Participant 3 [Clade B]
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Participant 4 [Clade B]

On ART — TAF/FTC/EVG/c

1o o 1000 _
— N

E ‘ \’\‘ 2094 404 pg/ml é
~ R #?M N 1103 =
A : 1 220 #fq/?i‘f‘%. 210 pg/ml =
.“59_ 1 x103 ! ' | / c
| Y 4 O
S ' v el 284 280, 100 =2
- l' || f N o’ - o
b . ) ll ‘s ’, .'E
@© ] i ] S /) ()
O 1x10? . ! ! ~ O
TU ! L} ] c
= 20 | ) / S
> ! _b ______________________ J 10 ;

< |
P 1 x10? ;’ 1t ATI: Time to ART restart: 10 weeks E
oc ‘ 2"d ATI: Time to ART restart: 17 weeks + e
= “ o
s <
O —0o—¢© L 2 & O 0

Week O 12 24 36 48 60
1‘ Weeks since Randomisation
bNAbs
=== HIV Viral Load wes 3BNC117-LS Serum Conc 10-1074-LS Serum Conc

“HIV PERSISTENCE DURING THERAPY " &: o () DceMsen 19102022 i oy




Time to viral rebound was delayed in all four
participants

Rate of viral rebound to 1%t peak
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Rates of viral rebound and peak viral rebound was lower during
the second treatment interruption compared to the first

Rate of viral rebound
P=0.043

w

N

1,46

=

(]
0,48

Viral rebound slopes (log copies/ml/week

o

1st ATI 2nd ATI

* Participant 4 has not restarted ART at time of analysis



Discussion

* Single infusion of combination 10-1074LS and 3BNC117LS at ART restart resulted
in serum concentrations >10ug/ml six months after dosing in all three
participants with PK results available during the 2" AT

 All four participants lost viral control from undetectable levels after the second
AT, but viral rebound appears slower and delayed compared to the first ATI

* Limitations: small sample size, preliminary nature of analysis, incomplete PK
results to date may limit generalisability of results
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COMMUNITY SUMMARY

» Key question(s) : Do people living with HIV who stopped ART and received bNAbs, experience viral rebound
differently after stopping ART again 6 months later?

» Key finding(s):

* bNAD levels remained above the previously reported treatment threshold in blood, after 6 months following
bNADb infusion and ART restart.

» Participants who stopped treatment again 6 months after bNAbs infusion eventually experienced viral
rebound, but with slower rebound and lower peak viral loads compared to their initial viral rebound on

placebo.
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Questions?



Impact of previous Tl on subsequent viral control

Table 2 Comparison of virological parameters in the non—structured

« ACTG5068 showed a 0.63 log difference in peak VL treatment interruption (STI) arms vs. the STI ...
in those who had prior structured treatment Non-ETl:arms & and'C STl arms B and D
interruption. (Jacobson et al. J Infect Dis 2006) Parameter {n = 43° (n = 40) P
End of ATI VL, log,, copies/mL 4.40 (3.81 to 4.88) 4.15 (3.00 to 4.58) 017
Equilibrium VL, log,, copies/mL 4.37 (4.07 to 4.80) 4.10 (3.29 to 4.43) .028°
Peak VL, log,, copies/mL 5.36 (4.58 to 5.79) 4.73 (4.07 to 4.91) .0002°
° Similar Studies by Faga rd et aI (Arch Int Med 2003)’ r?s.t'i?/ik VL low, |C|>gm COpIGS/;T]LL 4.10 (3.47 to 4.52) 3.76 {2.51 to 4.28) .039°¢
. . . nitia rise rate, log,, copies/m
a'_'\d Oxemus_' (PNAS 2002) did nOt_ShOW substantial increase per week 1.08 (0.71 to 1.68) 0.85 (0.58 to 1.14) .009°
differences in viral control following STI. Doubling time, days 1.95 (1.25 to 2.96) 2.48 (1.85 to 3.63)
Initial decline rate, log,, copies/mL
decrease per week —058(—1.10to —0.32) —0.46(—0.65to —0.23) .059°
Time to VL >50 copies/mL, days 21 (13 to 30) 15 (8 to 31) .94°
Time to peak VL, days 44 (34 to 58) 56 (35 to 70) 27
* Kanman et al (PLOS med 2004) reported no . Time to VL equilibrium, days 54 (42 to 75) 47 (23 to 67) 29°
consistent effect on serial STls on subsequent viral B b . f
control, but transient viral control <5000cp/ml was st Ealt) ARt LAl
b d End-of-ATI VL <1000 copies/mL,
observea. Obs, no. (%) 3 (7) 10 (25) 034"

NOTE. Data are median (interquartile range) values, unless otherwise indicated. ATI, analytical treatment in-
terruption; ITT, intent-to-treat data; Obs, observed data only; VL, viral load.
® Only 42 subjects were included in the peak VL, and 39 subjects were included in the postpeak VL low and

i i initial decli :
* Ove ra”’ there may be d Sma” ImpaCt on preVIOUS TIS Im}’laOnﬁla\fgrE‘Jesrjtfescts were included in the peak VL, and 38 subjects were included in the postpeak VL and initial
on viral control seen in subsequent ATls, but not to declne rotes.
H . B llcoxon rank sum test
the degree seenin these four pa rt'C' pa nts- % A total of 49 subjects were included in the end-of-ATI VL for the ITT analysis of STl arms

© A total of 48 subjects were included in the end-of-ATI VL for the ITT analysis of non-STI arms.
Fisher's exact test.

Jacobson et al. J Infect Dis 2006



