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Key Takeaways

e Baseline VH3810109 (N6LS) phenotypic e During monotherapy, an evolution of virus toward reduced sensitivity to N6LS e Most participants (81%) with successful phenotypic
sensitivity was broad and correlated with was observed, with no further provirus evolution to reduced N6LS sensitivity testing met protocol-defined N6LS sensitivity criteria
magnitude and duration of antiviral over 48 weeks of suppressive standard-of-care (SOC) antiretroviral therapy required for enrollment in the ongoing phase 2b study
response (ART) and a trend toward reversion to baseline sensitivity

Introduction Figure 1. Study Design
° VH_3810109_ (N6LS) is a broadly nEUtraliZing CD4-binding site Randomized, open-label, 2-part, multicenter study of N6LS in adults naive to ART
antibody being developed for long-acting HIV-1 therapy Randomized Single N6LS infusion Monotherapy endpoint criteria
* N6LS was well tolerated and demonstrated robust antiviral Yo Nesmgka Ve g iral nadr codine <0.5 Iog,, L. by Day 1)
- - - : o - _ o + * Virologic non-response (viral nadir decline <0.5 log,, c/mL by Day
efficacy in people with HIV 1_when administered intravenously Inclusion criteria s N6LS 280 mg (~4 mg/kg?) IV (n=6) - Viirologic rebound (VL rebound of 21.0 log, c/ml. ingrease tom nadir
(IV) or subcutaneously (SC) in the proof-of-concept phase 2a - Age 18-65 years or to <0.5 log,, ¢/mL from baseline)

BANNER study!+ * HIV-1 RNA 25000 c/mL

4

* Missing/Delayed data from previous visits

* Antiviral activity correlated with N6LS exposure, with a maximum viral ' SZ%‘S’CZTIZ Fourt Ra”‘i?lrﬁlimd e o e JIREEEE] DEL7 ek
nadir from baseline of —2.60 log,, c/mL24 . Naive (o ART - Q mg (10 mo/kg?) IV (n=16)
* Pre-treatment viral susceptibility te_stlng may gglde N6LS use; s TS Participants receive INSTI-based SOC
therefore, we compared phenotypic sensitivity in HIV-1 RNA and | | | .
proviral DNA before and after N6LS monotherapy and in proviral Day 1 Day 11 Day 84
. . - I Cc
DNA before and after 48 weeks of viral suppression on SOC ART Monotherapy Response-guided SOC SOC* 48 weeks
aFor a 70-kg individual. PPart 2, with doses described, was triggered after a planned interim analysis of part 1 data was performed and demonstrated acceptable virologic response, safety, and pharmacokinetics from the monotherapy and SOC periods.
M et h O d S ¢An SOC INSTI-based regimen (dolutegravir/lamivudine) was provided at the end of the monotherapy periods in parts 1 and 2.
* The BANNER study assessed N6LS safety, pharmacokinetics, and
antiviral activity in adults naive to ART. N6LS was evaluated during Figure 2. Distribution of Pre-dose Viral RNA Sensitivity (IC.,, ICq,, and Table 1. Participant Characteristics by Baseline Viral RNA Phenotypic
monotherapy after single-dose administration (IV or SC), followed ICq, Hg/mL and MPI) to N6LS Sensitivity
by 48 weeks of SOC ART (Figure 1) e T S E
* Plasma viral RNA and proviral DNA antibody sensitivity was 100.00 1 - 120 and MPI >98% or MPI <98%
. . . mmm NGLS VRNA [C5y pg/mL === NGLS VRNA ICg, pg/mL === NGLS VRNA ICqy, pg/mL "
determined retrospectively using the PhenoSense® mAb assay o ICy, 2.00 gl eeeeee NBLS VRNA MPI (%) Clieirsieierisie, i ) =) =)
S %0 < Sex 1.0000
-
(Monogram Biosciences) | | B | - 100 Male 40 (91) 10 (100)
* Exposure-response (ER) modeling was performed for maximum 2 10,00 - s Female 4 (9) 0
decline in plasma HIV-1 RNA and N6LS exposure metrics, and the 2 5y 2 R§|Cek i A 0 20) 10 0.5615
. . .. e = i = ack or African American
Impact qf baseline in vitro sensitivity to N6LS (IC5,, ICgp, 1Cqq, 1Cgs) 2 = White. Caucasian, or 30 (68) 7 (70)
on antiviral effect was assessed - e -y ) 3 European
: : © | i = b
* Analyses were performed post hoc; Fisher’s exact test evaluated g Lo 60 2 H?\;hle;l'ﬁj;e > (11) 2(20) a—
associations between categorical variables, and Pearson’s % é B 23 (52) 6 (60)
correlation assessed linear relationships between continuous = 40 X C 3 (7) 1(10)
- % = BF 11 (25) 0
variables «;3 0.10 - Other/Missing® 7 (16) 3 (30)
CDC HIV classification 0.6951
Results - 20 Stage 0 4 (9) 0
* 62 participants were enrolled in BANNER Stage 1 19 (43) 7 (70)
» N6LS phenotyping was successful using plasma viral RNA for n=54 0.01 - L0 gigg:g 12 ng) 3 ((:)30)
DNA for n=45 participants at baseline, n=44 at SOC initiation, and -0.06 (-0.279, 0.172)¢
N=38 at 48 weeks after SOC initiation a2-sided P value, Fisher’s exact test. ®Included American Indian or Alaska Native (n=2), Native Hawaiian or Other Pacific
) ) S " Islander (n=1), and individuals of multiple races (n=4). ¢Included AE, AG, AG/B, and D (n=1 each), complex (n=2), and
Baseline Phenotyplc SenS|t|V|ty Table 2 Rank Or_der of Covariate Effect missing (n=4). dCorrelation between ungrouped baseline viral RNA susceptibility (log, IC4,) and age (y).
* Pre-treatment viral RNA sensitivity to N6LS was broad, with of In Vitro Baseline IC Vilues and ECgg | | | | |
IC. values ranaina from 0.09 to >50 ua/mL Parameter in ER Models Figure 3. (A) Maximum VL Decline and (B) Time to Rebound by Baseline N6LS IC2
90 &
* 81% (44/54) of participants had N6LS ICy, <2 yg/mL and maximum ER model c c c c A Baseline N6LS ICy, vs maximum VL decline B Baseline N6LS ICy, vs time to rebound
percent inhibition (MPI1) >98% at baseline (Figure 2) modae 50 80 90 95 ®40 mg/kg IV ©280mg IV @700 mgIV ®70mg IV @700 mg SC ©40mg/kg IV ©280mgIV €700mg IV e70mgIV @700 mg SC
* There was no association between phenotypic sensitivity (ICq, Concentration at 0 - . 80 - . Pearson’s r (90% CI)
) ) 0
<2 yg/mL and MPI >98% vs ICy, >2 ug/mL or MPI <98%) and sex, maximum VL decline ~ 0 : o ® ~076(-094,-0.26
race, HIV-1 subtype, or CDC HIV stage (Table 1) E 05 - ° . . e Z038(-070.012)
* An Emax model showed a clear ER relationship, with higher Cmax = e d 60 - . 82,2 i—ggi 8?8;
NG6LS exposures resulting in greater VL declines i 14 $ ° g " | S
» Baseline viral phenotypic sensitivity to N6LS was an important based = o o’ 5
predictor of N6LS concentrations required to achieve antiviral effect Cavg base S 15 ° 4 . © 3 40 -
(ie, participants with higher in vitro ICy, required higher N6LS exposure on AUC, g W% ® © ° o %0
. . . . . e . S | ,
to achieve similar viral reduction compared with participants with lower AUC,, area under the concentration—time curve from 0 to 14 days; 5 o o Pearson's r (90% Cl) ; 30 o ° 2 °,
IN VItro |C90) Cavg, average concentration; Cmax, maximum concentration. S ® 3° ° e 0.69(0.11,0.92) j= 20 - o "0 © ®
* In all ER models, in vitro phenotypic 1Cy, value was consistently A é e ;oo 25%19697'2;1) = ¢ eV o, .
the most strongly correlated with N6LS exposure achieving half- ! e o ® 0.39(-0.13, 0.75) 10 A 00’ q Mg »°
maximal effect (EC.,), compared with IC.,, ICq,, Or IC4: values 2 = 0:55(0.10,082)
Table 2)4 Rank order of P values -3 ' ' ' ' 0 - - - ’
(Table 2) . 3 0.01 0.1 1 10 50 0.01 0.1 1 10 50
Correlation Between Baseline Sensitivity and Clinical Outcomes . 4 ICg0, H/ML ICg0, Hg/ML

by Treatment 250 pg/mL was the highest drug concentration tested in the assay; >50 is imputed to 50.001.

* Across all dose groups, weak-to-moderate correlations (Pearson’s

r = 0.4 to 0.7) were observed between lower N6LS IC,, at baseline Figure 4. Distribution of N6LS IC,, in (A) Plasma Viral RNA and (B) Proviral DNA?
and greater maximum VL decline (Figure 3A) A B
* Weak-to-moderate correlations (r = -0.3 to —0.8 ) between 625 - 625 -

|

lower baseline N6LS ICy, and longer time to rebound were also

observed for all dose groups, except 70 mg IV (Figure 3B)
Assessment of Baseline Log,, VL and CD4+ T-cell Count
* Correlations between baseline log,, VL and CD4+ T-cell count 1251 1257
with virologic outcomes were dependent on drug exposure
* In the 280 mg IV and 700 mg IV dose groups, weak correlations °
(r = -0.3 to —0.5) between lower baseline log,, VL and longer time to F 55 - o5 o
rebound were observed
* In the 40 mg/kg IV and 280 mg IV dose groups, higher baseline '
CD4+ T-cell count showed weak-to-moderate correlations with greater
maximum VL decline (r = -0.3 to —0.7) and longer time to rebound 0.5 - 0.5 - /\
o

/|

N
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Distribution of N6LS IC,, and Correlation Between Plasma Viral
RNA and Proviral DNA
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* As shown in Figure 4, there was an evolution of virus from baseline Dayl SOC Dayl soc Day 1 soc Day 1 soc Day 1 socC Dayl SOC SOC Dayl SOC SOC Dayl SOC SOC Dayl SOC SOC Dayl SOC SOC
to SOC initiation toward reduced Sensitivity to N6LS initiation initiation initiation initiation initiation initiation Week 48 initiation Week 48 initiation Week 48 initiation Week 48 initiation Week 48
* For proviral DNA, no further evolution (£3-fold change in ICy,) to 40 mglkg IV 280 mg IV 700 mg IV 70 mg IV 700 mg SC 40 mg/kg IV 280 mg IV 700 mg IV 70 mg IV 700 mg SC
decreased N6LS Sensitivity from SOC initiation to 48 weeks after a50 pg/mL was the highest drug concentration tested in the assay; >50 is imputed to 50.001.
SOC initiation was observed, with a trend toward reversion to
baseline sensitivity (Figure 4B) Figure 5. Correlation Between Plasma Viral RNA and Proviral DNA at (A) Baseline and (B) SOC Initiation and (C) Correlation Between Proviral DNA
* |C,4, values between plasma viral RNA and proviral DNA were well at SOC Initiation and 48 Weeks After SOC Initiation®@
correlated at baseline and SOC initiation with r values of 0.953 and A B C
0.602 (Figure 5A-B); ICq, values were well correlated (r = 0.790) 40 mg/kg IV 280mglV e700mgIlV e70mgIV 700 mgSC ©40mg/kg IV +280mgIvV @700mglV e70mglV 700 mg SC ©40mg/kg IV *280mglV e700mgIV @70mgIV 700 mgSC
between proviral DNA at SOC initiation and at SOC Week 48 100 - 100 - 100 -
(Figure 5C) o o .
. | |
Conclusions y E E o
: : i , : £ 10 - 2 10 ~ S 10 -
* Baseline N6LS viral sensitivity correlated with magnitude and 3 - =
duration of antiviral response, which were related to dose and o o 2 ol o ¥ . ° o M o
. c — [ ~
resulting N6LS exposure = ®e o 2 ® 2 6" qo © e 0 °° o
i i i g 1 - ‘¢ N e O 1- e o ° = o
° In vitro phen_otyplc 1ICy, value was c_onglstently the most strongly S oo ? S . ° 9 o0 o .
correlated with N6LS exposure achieving EC, o 0oc ® g o 9 .
: : : y ° ©
* During monotherapy, an evolution of virus toward decreased ﬁ P 5 ° & o
sensitivity to N6LS was observed in both blood (plasma viral RNA) £ 0.1 - ° % 0.1 - < 01+
and lymphocytes (proviral DNA); no further evolution to decreased & 5
NG6LS sensitivity was observed in proviral DNA over 48 weeks of
. . . . . e om ! 0 - i . ’ 0 - i . ! 0 - i .
suppressive ART, with a trend toward reversion to baseline senS|t|V|ty 001 Pearsonsr(90/oICI) after log transfolrmatlon. 0.953 (O.9I22, 0.972) 001 Pearsonsr(90/oICI) after log transfolrmatlon. 0.602 (0.4I08, 0.744) 001 Pearsonsr(90/oICI) after log transfolrmatlon. 0.790 (0.6I48, 0.879)
* Overall, 81% of participants with successful phenotypic testing 0.01 0.1 . 10 0.01 0.1 . 10 0.01 0.1 - 10
met protocol-defined N6LS sensitivity criteria required for RNA IC, at baseline, pg/mL RNA IC,, at SOC initiation, pug/mL DNA IC,, at SOC initiation, pug/mL
enrollment in the ongomg phase 2b StUdy (EMBRACE’ a50 pg/mL was the highest drug concentration tested in the assay; >50 is imputed to 50.001.
NCT05996471)
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