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Introduction COMMODORE 2 (NCT04434092) and COMMODORE 1 (NCT04432584) are global, randomized, open-label,
multicenter Phase lll trials evaluating crovalimab (crova) vs eculizumab (ecu) in patients (pts) with PNH. COMMODORE 2
tested the non-inferiority of crova vs ecu in C5i-naive pts and demonstrated that crova was non-inferior to ecu for hemolysis
control, transfusion avoidance, breakthrough hemolysis, and hemoglobin stabilization (R6th EHA 2023; #5181). In both studies,
crova was well tolerated for both C5i-naive and C5i-experienced pts (R6th EHA 2023; #5181, Scheinberg EHA 2023; #5183). To
investigate the efficacy of crova vs ecu from a pt perspective, PRO tools were used to assess fatigue, PNH-related symptoms,
functioning, and global health status/quality of life (GHS/Qol) among COMMODORE 2 and COMMODORE 1 pts.
Methods In COMMODORE 2, C5i-naive pts were randomized 2:1 to receive crova or ecu during a 24-week primary treatment
period. In COMMODORE 1, C5i-experienced pts receiving ecu at study start were randomized 1:1 to receive crova or ecu
during a 24-week primary treatment period. Pts received crova as a weight-based tiered regimen (Liu ASH 2022; #293) that
included loading doses followed by maintenance doses via subcutaneous injection every 4 weeks, or ecu via intravenous
infusion every 2 weeks (900 mg per label). After completing 24 weeks of treatment, COMMODORE 1 and 2 pts randomized
to crova continued crova, and those randomized to ecu switched to crova if continuing in the extension period.

Paper PRO questionnaires were completed by adult pts at baseline (BL) and at Weeks 2, 5, 9, 17, and 25 during the primary
treatment period (up to Week 25) and during the crova extension period (from Week 25 onwards). Fatigue was assessed with
the Functional Assessment of Chronic lliness Therapy (FACIT)-Fatigue scale (higher scores indicate lower fatigue severity). Ad-
ditional PNH symptoms (dyspnea, dysphagia, headaches, abdominal pain, chest pain, and erectile dysfunction) were assessed
using relevant questions selected from the European Organisation for Research and Treatment of Cancer (EORTC) Item Li-
brary (EORTC IL-40; higher scores indicate worse symptoms). Physical function, role function, and GHS/Qol were assessed
with the EORTC Quality of Life Questionnaire Core 30 (EORTC QLQ-C30; higher scores indicate better functioning/quality of
life).

Results For the primary analysis, COMMODORE 1 randomized 45 pts to crova and 44 to ecu, and enrolled 38 pts in the
descriptive arm; COMMODORE 2 randomized 135 pts to crova and 69 to ecu. In COMMODORE 2, C5i-naive pts in both
arms showed rapid and sustained improvement across all PRO measures during the primary treatment period. Clinically
meaningful improvement (>5 points; Cella ASH 2021; #1952) in mean FACIT-Fatigue scores from BL occurred in both arms,
with numerically higher improvement with crova (crova: 7.8, 95% Cl: 6.5, 9.1; ecu: 5.2, 95% Cl: 3.4, 6.9; Table 1). Mean fatigue
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levels of pts treated with crova improved by Week 2 and were similar to normative population values by Week 25. Analysis of
the individual FACIT-Fatigue items was also conducted. Additionally, improvements were observed for both treatment arms
in all EORTC IL-40 symptoms and in the functioning and GHS/Qol scales of the EORTC QLQ-C30, with numerically greater
improvement with crova for most scales (Table 2). The improvements with crova treatment were maintained during the crova
extension period.

In COMMODORE 1, C5i-experienced pts randomized to receive crova or ecu maintained BL levels of fatigue, PNH symptoms,
functioning, and GHS/Qol scores throughout the primary treatment period (Tables 1 and 2) and with crova treatment during
the extension period. There was no meaningful change in the mean values of any PRO scores after pts switched from ecu to
crova at Week 25.

Conclusions C5i-naive pts InCOMMODORE 2 experienced rapid and sustained improvements from BL in fatigue, PNH symp-
toms, functioning, and GHS/Qol scores while on treatment with crova and ecu, with numerically greater improvement in
fatigue and most GHS/Qol scales in the crova arm. C5i-experienced pts in COMMODORE 1 maintained BL levels during the
first 24 weeks of treatment with crova or ecu. These trends were maintained after pts were switched from ecu to crova. These
data provide supportive evidence for the treatment benefit of crovalimab for self-reported fatigue and quality of life.
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Table 1.
COMMODORE 12 COMMODORE 2°
Crova Ecu Crova Ecu
(n=38) (n=32) (n=128) (n=66)
FACIT-Fatigue score at 408 38.0 443 41.4
Week 25, mean (95% Cl)° (37.6,44.0) (34.4.41.6) (43.2.45.5) (39.3,43.5)
Week 25 mean (95% CI)3 (-1.5,3.7) (-5.4,0.1) (6.5,9.1) (3.4,6.9)
Difference in adjusted mean
from baseline to Week 25, 3701, 74) 261(0.7,48)

% (95% CI)

baseline (Cella ASH 2021:#1952).

Réth EHA 2023: #5181, Scheinberg EHA 2023; #5183.

FACIT. Functional Assessment of Chronic lliness Therapy. Clinical data cutoff: Mov 16, 2022, Only pts 218 years
old who were recruited 224 weeks before clinical cutoff are included.
2 Ch inhibitor—experienced pts. ® C5 inhibitor-naive pts. © Higher scores indicate lower fatigue severity. ¢ Adjusted
mean change from baseline to Week 25 estimates are calculated based on a mixed-effect model of repeated
measures. Clinically meaningful improvement in the FACIT-Fatigue score is an increase of 25 points from

Table 2.
COMMODORE 1= COMMODORE 2©
Crova Ecu Crova Ecu
(n=38) (n=32) (n=128) (n=66)
Absolute change from baseline to Week 25 in EORTC QLQ-C30 scores, mean (95% Cl)®
Physical functionin 0.9 04 123 14.2
Y g (=39.57) (-4.7.586) (9.2.154) (9.2.19.3)
- 1.3 =37 12.9 16
Role functioning (-7.1.97) (-10.9.3.6) (8.1.17.7) (6.1.17.2)
) 57 -1.0 134 99
GHS/Qol. (-2.4.13.8) (-6.9.49) (101, 16.7) (48.149)
Absolute change from baseline to Week 25 in EORTC IL-40 scores, mean (95% CI)¢
Dvsonea 32 -04 -13.4 -14.8
Ysp (=3.3.97) (-54.47) (-16.9.-99) (=199 -97)
Dvsphagia 09 -42 4.4 -6.1
ysphag (-3.1,4.9) (9.2, 0.9) (=7.7.-1.1) (=12.1,0.0)
Headaches 18 -10 58 46
(-9.4.59) (-11.4,93) (=112 -24) (-9.1,.0.0)
Abdominal pain 09 21 89 11
P (-79.6.1) (-8.9.47) (-128, -49) (=137, -04)
. 0.0 0.0 -47 -8.1
Chest pain (-2.6.26) (-5.3.5.3) (-77.-17) | (-133.-29)
Erectile dysfunction= 67 1 180 100
Y (-14.5_27.8) (-11.6.259) (=245 -11.4) (=193 -07)

EORTC, European QOrganisation

from baseline through Week 25.

or Research and Treatment of Cancer; GHS/Qol, global health status/quality of
life; IL, item library; QLQ, Quality of Life Questionnaire. Clinical data cutoff: Nov 16, 2022. All data were assessed

2 Ch inhibitor—experienced pts. ® C5 inhibitor-naive pts. © Higher scores indicate better functioning/quality of life.
2 Higher scores indicate worse symptoms. ® Evaluated in male pts only. For COMMODORE 1. n=15 for crova and
n=14 for ecu. For COMMODORE 2, n=65 for crova and n=30 for ecu.
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