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Introduction

Crovalimab (crova) is a novel anti-C5 recycling antibody that allows for low-volume, subcutaneous (SC) self-administration
every 4 weeks (g4w). The single arm COMMODORE 3 study (NCT04654468) in C5 inhibitor (C5i)-naive patients (pts) with PNH
in China was the first Phase Ill study to show that crova is efficacious and well tolerated (primary analysis; Liu Am J Hematol
2023), and confirmed these findings after 6 additional months of crova exposure (Liu EHA 2023; #P785). COMMODORE 1
(NCT04432584) and COMMODORE 2 (NCT04434092) are global, randomized, open-label, multicenter, Phase IlI trials that
evaluated crova versus eculizumab (ecu) in C5i-experienced and -naive pts with PNH, respectively. COMMODORE 2 demon-
strated non-inferior efficacy for crova versus ecu, with a safety profile consistent between crova and ecu (Réth EHA 2023,
#5181). COMMODORE 1 supported the favorable benefit-risk profile of crova (Scheinberg EHA 2023; #5183). Here, we report
pooled safety data for crova and ecu from COMMODORE 1, 2, and 3.

Methods

In COMMODORE 1, C5i-experienced pts who were receiving ecu were randomized 1:1 to receive crova or ecu. Pts with the C5
polymorphism or receiving ravulizumab or high-dose ecu, and pediatric pts receiving ecu were enrolled in a descriptive arm
to receive crova. In COMMODORE 2, Cbi-naive pts were randomized 2:1 to receive crova or ecu. Pediatric pts were enrolled in
a descriptive arm to receive crova. In COMMODORE 3, C5i-naive pts received crova. In all 3 studies, crova was administered
per a weight-based tiered dosing approach that included loading doses followed by SC g4w maintenance. Ecu was given
intravenously every 2 weeks. The primary treatment period was 24 weeks for all 3 studies; all pts continuing after Week 25
received crova.

Safety data from the 3 studies were pooled and assessed by C5i-naive versus -switched status and in total.

Results

Safety data from 488 pts (crova, n=377 [naive, n=192; switched, n=185]; ecu, n=111) were analyzed. Baseline characteris-
tics for the pooled population were generally balanced between the crova and ecu arms, and between the C5i-naive and
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-switched groups for crova. Median age at baseline was 38 y (range, 13—85) in the crova population and 44 y (17—85) in the
ecu population, with 11 (3%) pts and 2 (2%) pts aged <18 y at enrollment, respectively. The median time from PNH diagnosis
to enrollment was 4.8 y (range, 0.0-50.3) in crova pts and 5.7 y (range, 0.0-31.0) in ecu pts. At baseline, 38% of crova pts and
37% of ecu pts had a history of aplastic anemia; 3% and 5% of pts had myelodysplastic syndrome, respectively.

At the respective clinical cutoff dates, the median treatment duration was 44.4 weeks for crova pts and 22.1 weeks for ecu
pts (Table 1). There were 522 adverse events (AEs) per 100 pt years (PY) in crova pts and 583 in ecu pts. There were 7.4
serious infections per 100 PY in crova pts (6.1 naive; 9.3 switched) and 14.1 in ecu pts, with no meningococcal infections. The
proportion of pts with common AEs and serious AEs is shown in Table 2. A higher percentage of C5i-naive pts appeared
to experience AEs than Cbi-switched pts or ecu pts, due to the inclusion of pts with a longer treatment duration from the
single-arm COMMODORE 3 study in the C5i-naive group. Fatal AEs occurred in 4 (1%) crova pts (3 naive; 1 switched) and 1
(1%) ecu pt, all unrelated to treatment (Table 1). AEs leading to treatment discontinuation occurred in 1% of crova pts (1%
naive; 2% switched) and 1% of ecu pts. 4% of crova pts (4% naive; 4% switched) and 3% of ecu pts had >1 AE leading to dose
modification or interruption.

In crova switched pts only, complexes formed with other C5i could lead to one-time Type Ill hypersensitivity (T3H) reactions,
which occurred in 18% of switched pts. The median time to onset of the T3H reaction was 1.6 weeks (range, 0.7-4.4) and
the median duration of T3H reactions was 1.9 weeks (0.4-34.1). The most frequently reported (>5%) manifestations of T3H
reactions were arthralgia (9%) and rash (6%); no pt had renal manifestations. Most T3H reactions were Grade 1-2; Grade 3
events occurred in 7% of switched pts. One pt discontinued crova due to a Grade 3 T3H.

The safety profile was consistent between pediatric and adult pts.

Conclusions

Overall, pooled safety data from COMMODORE 1, 2, and 3 showed that the safety profile of crova was consistent with that
of ecu in pts with PNH, and comparable between pts who were Cbi-naive and switched from C5i to crova.
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Table 1. Overview of adverse events
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Table 2. AEs and serious AEs in 210% and 21% of patients, respectively, in any group

Crova Crova
Switched from Switched from
C5i naive C5i to crova Total Ecu C5i naive C5i to crova Total Ecu
(n=192; (n=185; (n=37T; (n=111; (n=192) {n=185) (n=377) {n=111)
196.1 PY) 139.9 PY) 336.0 PY) 49.8 PY) AEs in 210% of patients
Treatment duration, 521 323 44.4 221 in any group, n (%)
|median (range), weeks | (0.1-107.8) | (0.3-108.4) (0.1-108.4) (0.1-26.1) -
Upper respiratory tract 45 (23) 10(5) 55 (15) 10(9)
542 495 522 583 infection
AEs per 100 PY(95% CIl | 545 575y (459, 533) (493, 547} (518, 654) FYSP— ) e T n -
216 111 172 141 _ -
Treatmeni-related AE i
reaiment-relate (196, 237) (94, 130) (158, 187) (110, 178) White blood cell count 31 (18) 3 (4 38 (10 7(6)
Grade 3.5 AE &1 54 55 50 decreased
rade 3 (51,73) (43, 68) (50,67) (33,74) COVID-19 29 (15) 32 (17) §1(16) 11(10)
Eatal AE 15 07 12 20 Infusion-related reaction? 23 (12) 17 (9) 40 (11) 98
(0.3, 4.5p (=0.1,4.0)° (0.3, 3.0) (=01, 11.2F | |Pyrevia 22 (11) 21 (11) 43 (11) 8(7)
Serious AE 21 31 25 32 Headache 16 (8) 21 (11) 37 (10) 4(4)
(15, 28) (22, 41) (20, 31) (18, 52) TaH react NAD 33 (18)° NAE NAb
Treatment-related 36 50 42 20 — —
serious AE (1.4,7.4) (2.0,10.3) (2.3,7.0) (0.1,11.2) Serious AEs in 1% of
AE leading to withdrawal 05 232 12 20 o) inany group, n
from treatment 01,250 0.4 63¢ 0.3.3.0 0.1, 11.2)
e Y (< ) (0.4, 8.3y ( ] 0.1, 11.2) Pneumania 10 10 5 (1) 10
leading to withdrawal 0.5 14 09 0 Aplastic anemia 21} 0 21} 1{1)
from treatment (=01, 2.8) (0.2,5.2) (0.2, 2.8) (NE, 7.4) | Epistaxis 2(1) ] 21} 0
o Thrombecytopenia 201) 0 2(1) 1{1)
AE leading to dose =
modification or 5.1 57 5.4 6.0 Upper respiratory tract 201) 0 2(1) 0
|interruption (2.5, 94) (2.5 11.3) (3.2, 8.5) (1.2, 17.6) infection
Treatment-related AE COVID-19 - 101 2(1) 3(1) 1(1)
leading fo dose 10 29 13 0 Breakihrough hemolysis 101} 2(1) 3(1) 0
rnodiﬁl:a_tion or (0.1,3.7) (0.8,7.3) (0.7.39) (NE, 7.4) T3H reaction MAL 5 (31 MAb MAb
AEIH:::LL:STI:VZM i, G5 inhibitor; crova, ot 25t patient years. Urinary tract infection 0 2 [1‘] 2 (1} 101)
Ciinical cutoff: Mov 18, 2022 [COMMODORE 1 and COMMODORE 21 August 10, 3023 {CDMMDDORE]‘:‘]} ’é:fm::;':f;ﬁ‘"::: 1055'2&52"523':‘“;15’[‘,’53RE puavnah, o, sou i Au’;‘ft 10 3522 (COMMODORE 3.
;:dL:z:f;ﬁ:'n::::°rni*r.°:.‘:,:;‘:.2:;§f‘mi"r. e e e oot o | | e G 1.2 T s ey s e ver st 7%
AE Dfmmmbocytopenla. relaha;:l to crova. .Gradei.] carious AE uf:ﬂlemyelmanng leyn‘eulopéﬂy ot relsted 8% naive, 5% switched) and rash (1%; 1% nalme 1% switched) in Ihe crovs population, and headache (33%) in the =cu
to crova), Grade 3 serious AE of T3H resction (related to crovs), Grade 3 senious AE of sepsis (relsted to crova). ' g;‘pulzt:: ..;Icl)nly_mam:fzis :Iu_e ::' :r;ug—talget;dmgsq}w%l_ex ion:anolp n pa;:"‘s:ho _s\mtnhed between "."’;a and
Mast common AEs l=ading to dose modification were CCVID-18 (n=5), T3H reaction (n=2), and infusion-related ther Lai patiants who switched fram anather G5 in _' ftor &t baszing or afiar the primary treztmant period were
reaction (n=2). ¥ Sepsis, cholecystits chronic, and COVID-18, n=1 each. clinically evalusted for the manfestations of T2H raactions.
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