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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 (q4w). The single arm COMMODORE 3 study (NCT04654468) in C5 inhibitor (C5i)-naive patients (pts) with PNH
in China was the �rst Phase III study to show that crova is ef�cacious and well tolerated (primary analysis; Liu Am J Hematol
2023), and con�rmed these �ndings 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 III trials that
evaluated crova versus eculizumab (ecu) in C5i-experienced and -naive pts with PNH, respectively. COMMODORE 2 demon-
strated non-inferior ef�cacy for crova versus ecu, with a safety pro�le consistent between crova and ecu (Röth EHA 2023;
#S181). COMMODORE 1 supported the favorable bene�t-risk pro�le of crova (Scheinberg EHA 2023; #S183). 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, C5i-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 q4w 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 C5i-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
modi�cation or interruption.
In crova switched pts only, complexes formed with other C5i could lead to one-time Type III 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 pro�le was consistent between pediatric and adult pts.
Conclusions
Overall, pooled safety data from COMMODORE 1, 2, and 3 showed that the safety pro�le of crova was consistent with that
of ecu in pts with PNH, and comparable between pts who were C5i-naive and switched from C5i to crova.

Disclosures Roeth: Roche: Consultancy, Honoraria, Research Funding; Novartis: Consultancy, Honoraria; Bioverativ: Consul-
tancy, Honoraria; Sano�: Consultancy, Honoraria; Biocryst: Consultancy, Honoraria; Alexion, AstraZeneca Rare Disease: Con-
sultancy, Honoraria; Apellis Apellis Pharmaceuticals: Consultancy, Honoraria. He: F. Hoffmann-La Roche Ltd, Basel:Other: All
authors received support for third-party writing assistance, furnished by Bena Lim, PhD, of Health Interactions and funded
by F. Hoffmann-La Roche Ltd, Basel, Switzerland.. Buatois: F. Hoffmann-La Roche Ltd: Current Employment, Current equity
holder in publicly-traded company. Buri: F. Hoffmann-La Roche AG: Current Employment, Current equity holder in publicly-
traded company. Shi: F. Hoffmann-La Roche Ltd, Basel: Other: All authors received support for third-party writing assistance,
furnished by Bena Lim, PhD, of Health Interactions and funded by F. Hoffmann-La Roche Ltd, Basel, Switzerland.. Balachan-
dran: F. Hoffmann-La Roche Ltd, Basel: Current Employment, Other: All authors received support for third-party writing as-
sistance, furnished by Bena Lim, PhD, of Health Interactions and funded by F. Hoffmann-La Roche Ltd, Basel, Switzerland..
Srekovic: Genentech Inc.: Current Employment, Current equity holder in publicly-traded company; F. Hoffmann-La Roche
Ltd, Basel: Current equity holder in publicly-traded company, Ended employment in the past 24 months. Scheinberg: As-
traZeneca: Consultancy, Other: Scienti�c presentations/speaker, Research Funding; Amgen: Consultancy, Other: Scienti�c
presentations/speaker; AbbVie: Consultancy, Other: Speaker; Alnylam: Research Funding; Alexion: Consultancy, Other: Sci-
enti�c presentations/speaker; BMS: Other: Speaker; Janssen: Consultancy, Other: Scienti�c presentations/speaker; Novar-
tis: Consultancy, Other: Scienti�c presentations, Research Funding, Speakers Bureau; F. Hoffmann-La Roche Ltd,: Consul-
tancy, Other: Scienti�c presentations, Research Funding; BioCryst:Consultancy, Research Funding; P�zer:Consultancy, Other:
Speaker, Research Funding; Viracta: Research Funding.

576 5 DECEMBER 2023 | VOLUME 142, NUMBER Supplement 1 ABSTRACTS

D
ow

nloaded from
 http://ashpublications.net/blood/article-pdf/142/Supplem

ent 1/575/2182311/blood-5179-m
ain.pdf by guest on 02 June 2024



ORAL ABSTRACTS Session 508

Figure 1
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