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CONCLUSIONS

INTRODUCTION RESULTS

In this limited number of medically complex CAD patients

) EOId ?%leini” Qiseasdg (thAl\[b)) isla ra}relchronilc autoitmmttrj]ne Study population Table 2: Summary of Matched? Adjudicated Thromboembolic (TE) Events for from the CARDINAL and CADENZA studies, analysis of
emoly |c1anem|a mediated by tlassical compiement pathway 66 participants (24 from CARDINAL and 42 from CADENZA), were included in the CARDINAL and CADENZA Studies matched adjudicated TE events suggests a trend toward

« Patients with CAD often have classical complement pathway- - Participants were mainly female (72.7%) and had a median age (range) of 70 - - (N=66) (N=66) PRE-sutimlimab period
mediated symptoms of chronic anemia, profound fatigue, and (46-88) years E‘\‘;E: of patients with 21 event, n (%) 8(12.1) 3;256; Across the CARDINAL and CADENZA studies TE events
acute hemolytic crisis, and may have cold-induced circulatory . The majority of participants (69.7%) had been treated with =1 targeted prior therapy Number of events. n . - were appromm_ately 40% less likely to occur after initiation
symptoms such as acrocyanosis? within the last 5 years values ’ 09885 of treatment with sutimlimab than before treatment

- An association has also been found between CAD and an +  Most participants ON-sutimlimab who had a TE event had previously been treated Follow-up time, years Further studies into the impact of sutimlimab on TE events
Increased risk of thromboembolic (TE) events compared with the for CAD with corticosteroids (4/5, 80.0%) and/or a single agent therapy, i.e., Mean (SD) 1.7(1.0) 1.7 (1.0) I EA D pEES el NEsT e
general population® rituximab (3/5, 60.0%), and not with combination regimens (0, 0%), whereas a m?d'a” . 11'24 . 11'?4

. . . UNT : in, max 1, 3. 1, 3.

. Ongoing hemolysis and anemia contribute to an increased risk for greater proportion of participants QN-s_utlmllmab who did not have a TE event had O —— 1137 1137 ACKNOWLEDGMENTS
TE events in patients with CADS® previously been treated with combination regimens (12/61, 19.7%) Incidence rate per 100 patient-years (95 % Cl)° 7.5(4.0,14.2) 4.4 (1.9,10.1)

. .Sut_injlimab IS a first-in-class h.umanized monoclonal antibody that Table 1: Summary of Baseline Characteristics of Patients Who Met the Inclusion Rf‘\faeh';aeteio (95% Cl)* 0'60(2'§é;'6) The authors would like to thank Emily Foster from Lucid Group
Inhibits complement C1s and is approved for the treatment of Criteria for the Post hoc Analysis by Matched?2 Thromboembolic (TE) Events After . o | o - — Communications Ltd, Marlow, Buckinghamshire, UK, for providing medical
CAD i the US, EU, and Japan®” Treatment in the CARDINAL and CADENZA Studies e e e e el witing Support. Medical wriing Support was funded by Sanoi in accordance

. - T _ T _ difference in number of events (ON-sutimlimab and PRE-sutimlimab); 9Total patient-years is the sum of follow-up time with Good Publication Practice (GPP 2022) guidelines.
ON-sutimlimab — No TE | ON-sutimlimab — Yes TE (0 Il
Phase 3 clinical studies CARDIN.AL. and CADENZ.A demo.nstrated _ Sutim I_n;i © Sutim IT: &5 I\\ll_e(r; (measured in years) for all patients from full analysis set; €Derived from Poisson regression model with exchangeable
that long-term treatment with sutimlimab resulted in sustained ki ki _ covariance type.

inhibition of hemolysis, and improvements in anemia and quality Summary of demographics for targeted prior therapy Cl, confidence interval; n, number; SD, standard deviation. D I SC L OS U R ES
of life in patients with CAD8-2 Age (vears) Sites of TE events
_ o _ _ Mean (SD) 68 (10) 75 (10) 68 (10) . : artiml SR . : : _ _ . _ o
. The impact of sutimlimab on TE events in CAD patients o . , B TE events in the ON-sutimlimab period included: cerebral venous sinus thrombosis AR has received honoraria from and participated in a data safety monitoring
is unknown v 16 g o> 8 16 8 (CVST) (n=1), device-related thrombosis (n=1), peripheral artery thrombosis (n=1), board or advisory board for Alexion, Amgen, Apellis, Novartis, Roche, Sanofi,
H h Its of h vsis of the TE m' ( a;x ’ ’ ’ transient ischemic attack (TIA) (n=1), and deep vein thrombosis (n=1) (Table 3) and Sobi; partook in a data safety monitoring board or advisory board for
° ere we present the results of a post hoc analysis ot the Sex, n (% : : : ' v: ' ' '
P s orap ay « The CVST and peripheral artery thrombosis were reported as serious events, and all Bioverativ; and has had support provided for meetings from Sobi.
events PRE- and ON-sutimlimab treatment in the CARDINAL Male 18 (29.5) 0 18 (27.3) . YU has received . - - -
grants from Chugai; honoraria from Alexion, Chugai, and
and CADENZA studies Female 43 (70.5) 5 (100) 48 (72.7) other events were reported as nonserious Sobi tancy from Alexion, Chugai, and J d partook i
: : o _ _ obi; consultancy from Alexion, Chugai, and Janssen; and partook in
Summary of concomitant medications for targeted prior therapy * Only the CVST was assessed as related to sutimlimab by the investigator advisory boards for Alexion, Novartis, and Sanofi.
Subjects with 21 targeted prior therapy within last 5 years 42 (68.9%) 4 (80.0%) 46 (69.7%) * The participant who experienced the CVST was 88 years of age with a medical KM has participated in data and safety monitoring boards for Argenex and
Corticosteroids 26 (42.6%) 4 (80.0%) 30 (45.5%) history of “steroid diabetes” Principia, and consulted/participated in advisory boards for Sanofi and
Single-agent therapy 30 (49.2%) 3 (60.0%) 33 (50.0%) « 2 months and 24 days after the first dose of sutimlimab administration, Novartis.
O BJ ECT|VE Ibrutinib 1(1.6%) 0 1(1.5%) the participant was hospitalized with headache and fever CMB has received grants from Alexion, Argenx, Incyte, and Rigel; honoraria from
Rituximab 30 (49.2%) 3 (60.0%) 33 (50.0%) +  After several tests, the participant was diagnosed with grade 3 cerebral Qg)‘zg’(‘)’rgﬁﬁgg' NSS’:{SSf;fzfe;i‘gogjraggxp?:é)og "lllg‘v‘ﬁg S:I]edtysr;‘r?g‘f'im””g
Combination regimens 12 (19.7%) 0 12 (18.2%) thrombophlebitis and treatment with sutimlimab was temporarily interrupted UK. KK. MW ;ys 1 Ry ’ | ger, fét ’ P ' ol ' y
i : : L o o C : , , , . an are employees ot Sanofl and may hold stoc
To assess the TE events in CAD patients PRE- and Bendamustine/rituximab 8 (13.1%) 0 8 (12.1%) « The event of CVST was reported as resolved within 2 days of treatment with options in the company e /
_sutimli CHOP-R® 1(1.6%) 0 1(1.5%) tinzaparin and warfarin, and treatment with sutimlimab was restarted |
ON-sutimlimab treatment from the Phase 3 CARDINA_L CVpe 1(1.6%) 0 1(1.5%) _ p k _ o _ This work and the CADENZA and CARDINAL studies were funded by
(NCT03347396) and CADENZA (NCT03347422) studies Fludarabine/fituximab ; (4‘9% . ; (4‘6% «  Of the participants who experienced a TE event in the ON-sutimlimab period, 4/5 Sanofi.
R_“ ore :e e g 1 1'6; X 1 1‘5; had a history of TE risk factors; this includes the participant who experienced CVST
O't:x'ma /;f’rt'fOStero_' \ 26'6/"; X . §6'1/°; as described above and three additional patients
ther combination regimen .6% 1% . . . . . .
; ,  The participant who experienced device-related thrombosis had a history REFEREN C ES
Summary of lab parameters at baseline . .
METH O D Hemoglobin (/L) of tachycardia and ventricular extrasystole
 The participant who experienced the TE event of TIA had a medical history 1. Berentsen S. Cold agglutinin disease. Hematology Am Soc Hematol Educ
Mean (SD) 9.1(1.2) 7.6 (1.6) 9.0 (1.3) ; _ 5 0162016 1192631
. Participants from Part A (26-week treatment period) and Part B Bilirubin (umol/L) of cerebrovascular accident and two previous TIAsS r"ogram. 201 (1):226-31. | | |
'i) bel extension of the CARDINAL dp CADENZA frial Mean (SD) 125 (22.7) ST o +  The participant who experienced the deep vein thrombosis also had a TE event in 2 5;;‘ ﬁ)’uiilyizrflg ) hang 2, et el acgj‘;r{l‘ﬁi'ﬁirr?z?;'erggg'a;f:nzargi%'zs's persists
(oﬁs?{ail 'ﬁ't'ea)t(tee dnzlotnr%?mas nad a CAD Zlmagnos's ate :r? dSha 9 T ——T, the PRE-sutimlimab period, which was described as a major vascular adverse event 2022:62(1):51-9 | |
W NI utimili . I I : Co .. .. ’ ' '
a treatment start and end date were included in the post hoc TE Mean (5D) D I T events occurred between 56 days and 6956 days of initiation of sulimima’ > Thrombosmbolic Events in Cold Agglutinin Disease (GAD). A Retrospetive
event analysis Delimer (P HEC) Table 3: Sites of Thromboembolic (TE) Events for CARDINAL and CADENZA Analysis of the Optum Electronic I—?egalth Record Database in the Uniltoed
| Mean (SD) 647.5 (1058.2) 701.4 (403.6) 651.6 (1021.1) Studies ON-sutimlimab? States. Blood. 2022;140(Supplement 1):5306-8
* Pre-study TE events and TE events recorded during the study el e sl — | | ’ PP | |

: R : : fo L : : 4. Broome CM, Cunningham JM, Mullins M, et al. Increased risk of thrombotic
were medically adjudicated before inclusion : Number of | Days from sutimlimab | Age, Medical history - gnam J, ’ . .

y ad) Mean (SD) 16.0 (19.7) 8.0 (6.5) 15.4(19.1) TE sites v || TETE e ais b || v | e ST e alsare) mas] events in cold agglutinin disease: A 10-year retrospective analysis. Res Pract
. ON-sutimlimab events include all events from sutimlimab aParticipants were matched on the basis of follow-up time. For each participant, the minimum follow-up time between (Y/N) Thromb Haemost. 2020;4(4):628-35.

SIS - ST their respective PRE-sutimlimab and ON-sutimlimab period was selected; "Combination of rituximab, cyclophosphamide, CVST (reported as a cerebral Participant with history of o - AN . - -
treatment initiation until 17 days pOSt last dose of sutimlimab doxorubicin, vincristine, and prednisolone; cCombination of cyclophosphamide, vincristine, and prednisolone. thrombophlebitis, grade 3) 1 86 88 Y “steroid diabetes” > Efagﬁ?g:)nrln\évi’nlza:x;? i{uiz)iirr]rllr;r?l?rlls,heetn?cl).l (iilén;:r?el:]ie;_egogel&elzlmzrgu%regf;%rg
PRE ST ST - n, number; SD, standard deviation; TE, thromboembolic. Participant with histor : X y y ' y

. -sutimlimab and ON-sutimlimab follow-up times were P y patients. Blood. 2014;124(19):2930—6.
: Device-related thrombosis 1 336 81 Y of tachycardia and ventricular ) o o _ o _
matched for each patient TE events extrasystole 6. Ro&th A, Barcellini W, D'Sa S, et al. Sutimlimab in Cold Agglutinin Disease. N
" o .. . . : ) Engl J Med. 2021;384(14):1323-34.
* Descriptive statistics were used to compare participant « The median (min, max) follow-up time in each period was 1.8 (0.1, 3.4) years, PRl EER) 1 656 73 N PRITTEPEME B MO FEDETIRE rHHl; ..gh 4 T sutimlimab in pat o
haracteristics of those experiencing TE events/no TE events i 113.7 pati i h Table 2 thrombosis factors for T 7. Roi A Berentsen 5, Barcellini W, et al. sutimlimab in patients with co
Che > Y amounting to ./ patient years in each group (Table 2) TR i (TS OF agglutinin disease: results of the randomized placebo-controlled phase 3
while ON-sutimlimab +  Of the 66 participants included in the analysis, 8 participants in the PRE-sutimlimab TA ' L7 & Y cerebrovascular accident and two TIAs CADENZA trial. Blood. 2022;140(9):980-91.
« Statistical testing was used to assess whether the number and 5 participants in the ON-sutimlimab group had 21 TE event (p=0.3657) Participant with history of peripheral 8. Roth A, Barcellini W, D'Sa S, et al. Inhibition of Complement C1s With
FTE fincid diff db PRE d ON . _ o _ b i thrombosi 1 )38 6 y vascular disorder reported as “both Sutimlimab in Patients With Cold Agglutinin Disease (CAD): 2-Year Follow-up
of Tk events/incidence rate differed between an - * In the PRE-sutimlimab period, the TE incidence rate was 7.5 per 100 patient-years €ep vein thrombosis lower extremities blood flow From the CARDINAL Study. Oral Presentation at EHA 2022; S285.
sutimlimab periods compared with 4.4 ON-sutimlimab (p=0.3056), showing a trend towards a decrease SIS i Uil G CHCAD 9. R&th A, Berentsen S, Barcellini W, et al. Sustained Complement C1s Inhibition
N Details of all TE events while ON-sutimlimab were additionally In TE Iincidence with sutimlimab treatment aThe 9 TE events in 8 patients in the PRE-sutimlimab period included major vascular adverse events, deep vein thrombosis, with Sutimlimab in Patients with Cold Agglutinin Disease Results in Continued
incl d brain stem ischemia, myocardial infarction, and pulmonary embolism. Efficacy during Part B of the Randomized Placebo-Controlled Phase 3
INnciuae CVST, cerebral venous sinus thrombosis; N, no; TIA, transient ischemic attack; VY, yes. Cadenza Study (NCT03347422). Blood. 2022; 140 (Supplement 1): 2825-27.
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