Pemivibart for COVID-19 prevention: CANOPY subgroup analysis of older adults
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INTRODUCTION RESULTS KEY FINDINGS
* COVID-19 remains a significant threat for older adults (OA), particularly those living in long-term care facilities Participants Figure 2: csVNA Titer Against JN.12 in CANOPY Cohort A and Cohort B .
. Th:e immu1nzosenescence that defines older age combined with comorbidities that accrue across the lifespan compounds their vulnerability to severe infection « Participants were enrolled from September 2023 — November 2023 Older Adult Subgroups fOI‘ SU bg rou p Of Older Ad u It Pa rt|C|pantS
outcomes’: _
 Atotal of 306 participants were enrolled in Cohort A 100000 - Cohort A OA Subgroup
* For many OAs, exposure risk is year-round with COVID-19 now endemic within retirement or long-term care settings? 95 (31.0%) were included in the OA subgroup (Table 1) [ 10000 —Cohort B OA Subgroup C AN OPY " d t - t . th
° U7 += 4
* Inconsistent or suboptimal COVID-19 vaccine response is also consequential in this population, with disproportionate levels of breakthrough infection reported+ + Atotal of 480 participants were enrolled in Cohort B |<ZT: O 3514 enrolie par ICIpan S Wi
* Pemivibart is a recombinant human monoclonal IgG1A antibody that targets the SARS-CoV-2 spike protein receptor binding domain, thereby inhibiting virus attachment _ _ % | TTTTTTTTTTTTTTToTmmommmemeo oo oooeoooosoooooooooooooooooooooooooos 500 (COhOrt A) and WlthOUt (COhOrt B)
to host cells? * 88 (18.3%) were included in the OA subgroup (Table 1) © 100 A ) § th 95
. - nemiv . : ] iImmunocompromise, amon ese
* Based on Phase 3 CANOPY data (NCT06039449), pemivibart was granted emergency use authorization (Mar 2024) for pre-exposure prophylaxis of COVID-19 in 61 (12.7%) in Cohort B-pemivibart arm; 27 (5.6%] in Cohort B-placebo arm 10 . . . . . . . p o _, g ’
certain adults and adolescents with moderate-to-severe immune compromise (IC)6.78 ( dea_y; on Day 28 ( Dé}Yf90_ - dl\/l?r_\t? 3 | Month 6 partICIpantS (31 .0 /0) in Cohort A and 88
. i - i - i - - - - Table 1. Baseline Demographic Characteristics Of Older Adult Subgroups end otiniusion pre-intusion)— {ehd ot iniusion = = - -
Here we describe a DOSt hoc analySIS (_)f pemIVIbart rece_lpt amongSt OA pamCIpantS (265 years) n Open_label’ Smgle_arm Cohort A (Immunocompmmlsed) and g p g p aJN.1 variant was the predominant variant in the United States at the time of analysis; The plot displays GMT and pa rtICI pants (1 8-3(y0) In COhort B We re In
placebo-controlled arm Cohort B (non-immunocompromised) Cohort B | Cohort B 90% confidence interval at each time point. The sVNA titers were calculated based on the serum concentration of
Cohort A oho ono pemivibart divided by IC50 value against JN.1 (74.6 ng/mL; pseudotyped VLP neutralization assay). The dotted lines the OA su bg roup
OA OA OA represents the protection titer thresholds. A threshold of 3514 is based on historical data from the EVADE study
M ETH O DS Parameter Subgroup | Subgroup (NCT04859517), which demonstrated clinical efficacy (71% relative risk reduction vs. placebo) of adintrevimab for
Subg roup Pemivibartl Placebo pre-exposure prophylaxis against the Delta variant through 3 months.” 0 A time-varying Cox proportional hazards
. . . . i _ del developed using total CANOPY effi d csVINA titer data d trated a threshold of 500 ated = -
Figure 1. CANOPY, A Phase 3 Study To Evaluate Efficacy and Safety of Pemivibart for the Prevention Of COVID-19 n=95 n=61 n=27 with an estimated efficacy of 50% (immunocompromised) and 70% (non-immunocompromised) for the profection Pemivibart was well-tolerated in both
against symptomatic COVID-19.77 - -y m
. Median age [range], years 69 [65-83] | 6965-84] | 68(65-84] | 69 65-78] | pcsossment of COVID-19 for the Older Adult Subgroups OA subgroups; those with additional
on ) H H
(visit) Female, n (%) 93 (55.8) | 41(46.6) | 29 (47.5) | 12(444) * Both OA subgroup sVNA titers were boosted to levels associated with protection against ”Sk od0 nfe rred th rough aCtlve
Open label BMI, mean (SD), kg/m? 28.2 (6.8) | 29.4 (5.9) | 29.2 (5.6) | 29.8 (6.5 COVID-19° (Fi 2 : :
é & ° ° (SD). kg (6.8) (5:9) (5:6) (6-5) (Figure 2) | | immunocompromise (Cohort A)
dDaY7 MZ””? 3 "I”O’;'th, 7_t2 Participants with prior COVID-19 vaccinations, n (%) 81 (85.3%)|60 (68.2%)|37 (60.7%)|23 (85.2%)| * No cases of RT-PCR—confirmed symptomatic COVID-19 were reported in the Cohort A .
CANOPY (dosing) (redosing) (lastvist) Number of prior COVID-19 vaccinations, median (range)| 6 (1-9) 3 (1-6) 3 (1-6) 3 (1-5) OA subgroup through Month 6 (Table 2) experlenced more adverse events
STUDY >1 Concomitant medication 100% 79.5% 77.0% 85.2% * Three cases of RT-PCR—confirmed symptomatic COVID-19 were reported in the Cohort
) B OA subgroup through Month 6 (Table 2)
OVERVIEW Risk Factor for COVID-192
Vonth 6 Obesity (BMI > 30 kg/m?2) 31.6% 40.9% 37.7% 48.1% * 1 amongst pemivibart recipients, 2 amongst placebo recipients Overa"! SsRRR data Supports the
COHORT B [ t H 0 0 0 0 . _ . . ] ]
O S B ot Randomisation (visit) Diabetes (T1 or T2) 22.10/0 20.50A) 21 .?:/o 18.50/0 Through Month 6, there were two reports of all-cause mortality (1 in Cohort A OA adva ntage of pem|V|bart over place bo
due to regular unmasked indoor 2 S N4 @ Chronic kidney disease 11.6% 2.3% 0.0% 7.4% subgroup) (Table 2) . .
interactions (N=480) Day 1 Month 3 Month 12 Chronic lung disease 22.1% 11.4% 9.8% 14.8% +  In Cohort B, sRRR in the overall population was 84.2% (95% Cl: 61.1 — 93.5%, p<0.001) in terms of COVID-19 preventlon. sRRR
(dosing) (redosing) (last visit) Cardiac disease 56.8% | 56.8% | 557% | 59.3% il Pop <70 (8970 LA BT = 299.9%, P=U- did not h statistical sianifi :
N Sickle cell disease 00% | 00% | 00% | 0.0% in favor of pemiviba Id not reach statistical significance in
: - . - ’ Stroke or cerebrovascular disease 1.1% 0.0% 0.0% 0.0% * Inthe Cohort B OA subgroup, the estimated sRRR was 77.9%, (95% CI: -133.8 — 97.9, :
Trial Design and Participants Substance use disorder 11 0.0% 0.0% 0.0% 0=0.21) the Cohort B OA subgroup, Ilkely due to
 CANOPY was a Phase 3 study that evaluated the safety, tolerability, pharmacokinetics, and efficacy of pemivibart for pre-exposure prophylaxis of COVID-19 in adults .. Taal i
aged 218 years (Figure 1)678 Baseline serology, (%) Safety and Tolerability limited Sample Slze
e CANOPY Cohort A: an open-label, single-arm cohort that enrolled adults with significant immune compromise to receive pemivibart N-protein positive 40.3 78.4 770 81.5 *  Through Month 6, 63.2% of Cohort A OA participants reported a TEAE (Table 3)
N-protein negative 52.6 20.5 21.3 18.5 + 11 (11.6%) were SAEs
* CANOPY Cohort B: randomized placebo-controlled cohort of non-immunocompromised participants at risk of acquiring SARS-CoV-2 S-protein positive 08.9 97.7 96.7 100 '
o _ o o _ _ : . «  9(9.5%) were study drug-related CO N C L U S I O N S
* All participants received a dose of study drug via intravenous infusion on Day 1 and then another equivalent dose at Month 3 over 30 minutes S-protein negative 0.0 1.1 1.6 0.0 . Treatment int g ted in 3 inst 3.200):
S . . N _ _  dose Baseline measured SARS-Cov-2 sVNA titers (%°) drea rr][en |(rjm erruption was warranted in 3 instances (3.2%); treatment was never
* Infusion time increased to 60 minutes with 31 participants in Cohort A that received 2" - - o iscontinue -
* Participants were followed through Month 12; no additional doses were administered following the Month 3 dose Sxmﬁ ’;!’:ers aga!ns’; g;\ f/g'z ggg ggé g;g 221 «  Through Month 6, 37.5% of Cohort B OA participants reported a TEAE (Table 3) for SUbgrOUp of Older Adult PartICIpantS
S iters agains : : : : :
e Data from OA participants in Cohort A and Cohort B are reported in this post hoc subgroup analysis. Data from underpinning Cohorts have been reported elsewhere® sVNA titers against XBB1.5 48 4 207 16.4 370 * 1(1.1%) were SAEs . Pemivibart T We" tolerated T st OAS
* Data were analyzed through Month 6 aParticipants may be in more than one category; "Baseline measured sVINA titer above detectable threshold e 2 (3.3%) were study drug-related g
BMI, b d . d : N- , , / d . ) S- . ’ k . . . . . . n u ] u
Endpoints and Assessments 0y mass index; f-protein, nucleocapsid protein, S-protein, spike profein * There was no treatment interruption and/or discontinuation Wlth or WlthOUt iImmune com promlse
*  Primary Objectives: . There were no instances of anaphylaxis in either OA subgroup; 4 cases were reported
_ o _ in overall cohorts through Month 68 . . .
* Both Cohort A & Cohort B: evaluation of safety and tolerability via study drug-related treatment emergent adverse events (TEAES), serious adverse events (SAES), ° |n the O A sSu bg rou ps pem VI bart pro\"ded
and treatment interruption/discontinuation Table 2. Incidence of RT-PCR-confirmed Symptomatic COVID-19, COVID-related Hospitalizations, and All-cause Mortality Among CANOPY = . . .
« Cohort A: evaluation of protection against symptomatic COVID-19 based on sVNA titers against SARS-CoV-2 after receiving pemivibart, using an immunobridging Cohorts A&B and Older Adult Subgroups Through Month 6 calculated neUtrathng titers associated with
approach’ Cohort A OA Overall Cohort B OA Subgroup | o):1-1ll #1141 | Cohort B OA Subgroup protection agai nst COV| D-19
* Secondary Analysis: pemivibart neutralization by calculated (csVNA) titers against relevant SARS-CoV-2 variants Parameter Subgroup Cohort B Pemivibart Placebo
* Exploratory Endpoint: composite incidence of RT-PCR-confirmed symptomatic COVID-19, including COVID-related hospitalization and all-cause mortality, with n=95 n =453 n=59 n=26
standardized relative risk reduction (SRRR) between placebo and pemivibart Cohort B recipients also reported COVID-19 composite event, n (%) 1 (3.7) 1(1.1) 25 (5.9) 3 (3.9) 6 (2.0) 1(1.7) 19 (12.9) 2(7.7)
* Assessment of COVID-19: A participant was considered to have COVID-19 if they had RT-PCR—confirmed SARS-CoV-2 with onset of symptoms <14 days from the date PCR-confirmed case, n (%) 9(3.0) 0(0.0) 25 (5.5) 3 (3.5) 6 (2.0) 1(1.7) 19 (12.9) 2(1.7) e These data mav be of particular interest in
of the positive sample collection or had a COVID-19-related hospitalization or all-cause death All-cause mortality 2 (0.7)2b 1(1.1)2 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0 0(0.0) 0 (0.0) y P _
*Cause: Suicide (n=1); *Cause: Unknown (n=1) long-term care, where exposure is common
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