*
N * E HA2024 EFFICACY OF SUTIMLIMAB STRATIFIED BY BASELINE HEMOGLOBIN
EUROPEAN IN PATIENTS WITH COLD AGGLUTININ DISEASE:

HEMATOLOGY

* ASSOCIATION JUNE 13 - 16 | MADRID A POST HOC ANALYSIS FROM CARDINAL AND CADENZA

Alexander Roth,"? Catherine M. Broome,” Wilma Barcellini,®> Marc Michel,* Josephine Ml Vos,> Umer Khan,® Ronnie Yoo,” Marek Wardecki,® Yasutaka Ueda’ P1544

'Department of Hematology and Stem Cell Transplantation, West German Cancer Center, University Hospital Essen, University of Duisburg-Essen, Essen, Germany; ?Division of Hematology, MedStar Georgetown University Hospital, Washington, DC, USA; *Fondazione IRCCS Ca’ Granda Ospedale Maggiore Policlinico, Milan, Italy; *Henri-Mondor University Hospital,
Assistance Publiqgue-Hopitaux de Paris, UPEC, Créteil, France; >’ Amsterdam UMC, University of Amsterdam, Netherlands and Sanquin, Amsterdam, Netherlands; °Sanofi, San Diego, CA, USA; ‘Sanofi, Cambridge, MA, USA; 8Sanofi, Warsaw, Poland; °Osaka University Graduate School of Medicine, Osaka, Japan

°Presenting author

1 — Mean (SD) decreases in bilirubin levels from baseline to TAT were —26.1 (C) FACIT-Fatigue scores with sutimlimab by baseline anemia subgroups .
|ntr0dUCt|0n RESUItS (15.3), —25.5 (15.4), and —37.5 (18.0) in the mild, moderate, and severe CO“CIUSlonS

e Cold agglutinin disease (CAD) is a rare subtype Study Population subgroups, respectively 607 —0—Mild —<O—Moderate —><—Severe e This post hoc analysis demonstrated no significant differences between

of autoimmune hemolytic anemia mediated by e At baseline, the mean (standard deviation [SD]) age of patients was 68.5 (8.9) — Mean (95% Cl) difference was —0.6 (-12.6, 11.4; p=0.92) for the mild/ 502 EIELE) Sl LB 1) s GrEREES el RSSO ehmerHieldin,

the classical complement pathway, leading to ' _ : _ _ s _ i i _ bilirubin, and FACIT-Fatigue scores in patients with CAD treated with
h ] h I p f . p d y gl yearS N the m||d, 687 (105) yearS IN the mOderatE, and 673 (99) yearS N the mOder?te’ 120 ( 36’ 277' p 013) for the mOderate/severe’ and 114 ( 83’ B T B _ ) T T Sut|m||mab However’ a trend for greater improvements in hemoglobin
cnronic nemaoilysls, atlgue; danNdad a poor qua |ty severe anemia Subgroups (Table 1) 312, p—023), fOI’ the m||d/severe SUbgrOUpS _ - - ~ -

of life (QoL)*? _ . _ . . _ . _ levels with increasing severity of anemia was observed

Two patients in the mild, 8 in the moderate, and 6 in the severe subgroup e An Improvement in FACIT—Fatlgue scores was seen across all 3 subgroups, and there Despite the disparity in patient numbers between subgroups, cIinicaIIy
Sutimlimab is a first-in-class, humanized, received transfusions during the screening process, with a mean (SD) number were no significant differences between subgroups (Figure 1C) meaningful improvements were observed in hemoglobin levels, bilirubin
monoclonal antibody approved for the of transfusions of 0.9 (0.7), 2.2 (4.6), and 6.3 (8.3), respectively — Mean (SD) increases in FACIT-Fatigue scores from baseline to TAT were 7.3 (5.9),

. : levels, and fatigue in patients with mild anemia
treatment of hemolysis in adults with CAD. It Mean (SD) baseline hemoglobin levels were 10.6 (0.4), 8.9 (0.5), and 6.5 (1.2) g/dL 10.7 (13.6), and 9.4 (11.7), respectively, all indicating a clinically important change Clinically meaningful improvement was observed in patients with severe
selectively inhibits Cls, preventing complement in the mild, moderate, and severe subgroups, respectively of >5 points

o : , : anemia as quickly as in patients with mild and moderate anemia
gﬁiﬁ:jgf;h::ﬁxz \;vliqr:!czlii/;ng lectin and Mean (SD) baseline bilirubin levels were 46.6 (17.2), 38.5 (15.2), and 77.2 (41.6) — Mean (95% Cl) difference was —3.4 (-13.5, 6.7; p=0.32) for the mild/moderate, This analysis further highlights the benefit of sutimlimab treatment
P Y umol/L in the mild, moderate, and severe subgroups, respectively 1.3 (-12.0, 14.6; p=0.84) for the moderate/severe, and —2.1 (-12.8, 8.6; p=0.67),

in CAD, regardless of baseline anemia severity
CARDINAL (NCT03347396) was a Phase 3 Mean (SD) baseline FACIT-Fatigue scores were 37.9 (11.8), 30.5 (11.4), and 30.9 for the mild/severe subgroups

open-label, single-arm study, with an open- 11.6) in the mild, moderate, and severe subgroups, respectivel i i i
label extension period, assessing the efficacy (11.6) , ) groups, resp y e For the other disease markers, lactate dehydrogenase, haptoglobin, reticulocyte

_ . 3 . . 3 . ape . 20 -
and safety of sutimlimab in patients with CAD A.II bgselline FACIT-Fatigue scores were Ic?wer t.han thg gengral popglatlon, count, IgM, and C4, there were no significant differences between subgroups
highlighting the burden of fatigue even in patients with mild anemia

FACIT-Fatigue Subscore Scaling

. . . . . . . . I I I . . . . Moderate Severe -+ Censored
WK1 WK3 WK5 WK7 WK9 WK11 WK13 WK15 WK17 WK19 WK21 WK23 WK25 WK26

and a recent history of transfusion; CADENZA /BL// Y V™ S N NG NG

(NCT03347422) was a randomized, double-blind Other disease markers assessed at baseline included lactate dehydrogenase, (A) Hemoglobin levels with sutimlimab by baseline anemia subgroups i ! . )
plaCEbO-COntrOHEd Phase 3 StUdy Wlth an open- haptoglobin, reticulocyte count, immunoglobulin M’ and C4 mean  37.9 41.6 409 a7 429 427 423 423 408 41.0 439 44.1 436 438 40.6

95%0Cl 30.6,45.2 36.0,47.2 34.6,47.2 35.1,48.3 36.1,49.7 34.6,50.9 36.7,48.0 36.7,48.0 32.5,49.0 35.6,46.3 39.5,48.3 39.9,483 38.7,484 39.5,48.0 32.6,48.5

Mild vs Moderate LR p-value=0.1728
Moderate vs Severe LR p-value=0.3629
Mild vs Severe LR p-value=0.9071

: : ; ; 154 —O0— Mild+ —<—Moderate —s<—Severe n 29 29 28 27 27 27 28 28 26 25 27 26 26 27 24
I | extension peri ing the effi . . . . .
and safety of sutimlimab in patients with CAD -

95%Cl 269,342 33.6,39.1 352,410 39.0,43.6 37.8,434 36.1,43.6 37,433 379,433 398447 40545.1 393,447 396,448 40.1,44.9 394,447 393,447
d fusi hi 4,6 131 T T _ T T n 7 6 6 6 5 5 5 5 5 6 5 5 5 5 4
and no recent transtusion history Characteristic Mild Anemia Moderate Anemia Severe Anhemia . i mean 309 395 412 450 446 396 410 410 438 458 438 394 416 426 450
95%Cl 223,394 295,49.5 337,487 408,492 363,529 267,525 289,53.1 289,53.1 36.1,51.5 409,50.8 35.,52.4 30.0,48.8 332,500 327,555 36.4,53.6
/

Proportion Without Event

— During these studies, sutimlimab rapidly (Hb 210 g/dL)  (Hb =8 to <1bo g/dL) (Hb <8 g/dL)
halted hemolysis, increased hemoglobin =l n=2o il
Age, mean (SD) 68.5 (8.9) 68.7 (10.5) 67.3 (9.9)

Ievels, |mproved fatlg_uef and qemons.‘trated d Sex, n (%) BL, baseline; Cl, confidence interval; FACIT-Fatigue, Functional Assessment of Chronic lliness Therapy-Fatigue; Number of Patients at Risk
favorable safety proflle in patlents with CAD ’ TAT, treatment-assessment timepoint; WK, week. Mild 10 5 3
Male 2 (20.0) 9(31.0) 3(42.9)

The effects of sutimlimab were sustained s | i | . . . Moderate 20 14 6 4
over a median of 144 weeks of treatment Female 8 (80.0) 20 (69.0) 4 (57.1) + Time to Efficacy Endpoint Changes Severe 7 3 1 1

in CARDINAL7 and over a median treatment History of transfusion (screening period) BL WKL WK3 WK WK7 WKS WK11 WK13 WKLS WK17 WK1IS WK1 WK23 WK25 W26 e Sutimlimab rapidly improved hemoglobin levels across all 3 anemia subgroups, Figure 3 | Time to hemoglobin increase by 2.0 g/dL, by subgroup.
duration of 99 weeks in CADENZA? Yes 2(20.0) 8 (27.6) 6 (85.7) — ) st NN e with no statistically significant differences between the groups R, log ranktest.
0 10 10 8 7 9 9 9 8 9 9

n 10 1 9 9 9
No 8 (80.0) 21(72.4) 1(14.3) mean  10.6 113 120 12,6 133 137 125 118 118 119 122 118 125 123 122

: : S — Mild Moderate Severe -+ Censored
. 95%Cl 103,108 107,119 112,128 119,132 127,139 126,148 115,135 102,135 105,132 10.6,13.1 113,131 107,129 115,136 115,132 11.0,133 — The median (95% CI) time to hemoglobln INcrease by 1.5 g/dl— was 3.0 1.0 -
Alms 21 transfusion 2 (20.0) 8 (27.6) 6(85.7) n 29 29 30 28 28 30 26 29 25 26 27 26 24 25 24 (11, 51) weeks in the mild Subgroup, 3.1 (27, 33) weeks in the moderate _[ ——
ild vs Moderate LR p-value=0.

mean 8.8 10.0 1.1 116 115 11.6 11.7 11.7 119 11.8 115 115 118 118 11.7
0.8 1 Moderate vs Severe LR p-value=0.0769

Transfusions, mean (SD) 0.9 (0.7) 2.2 (4.6) 6.3 (8.3) 95%Cl 87,90 97,103 108,115 111,120 111,120 112,121 113,121 113,121 116,123 114,123 111,119 111,120 113,122 114,123 112,122 subgroup, and 1.1 (10, not estimatable [NE]) weeks in the severe Subgroup
. . . . o ild vs Severe -value=0.
e To report on a post hoc analysis of data Received prior CAD therapies 7(70.0) 20 (69.0) 4(57.1) w7 7 6 s s s s a4 s & s a4 s 5 s (Figure 2) Mild vs Severe LR p-value=08909

mean 6.6 8.5 9.2 93 9.2 2.0 2.0 93 9.6 10.8 9.6 9.6 2.8 2.9 9.5

. in the past 5 years (%) ! . . ..
E(;rgnge: {:I(;rl-r; .:2eef:rislﬁe?,tﬁ,:Z?;IL\:]aAcLyaonfd Hb g/dL, mean (SD] 106 10 5.9 (0.5) 6.5 (1.2) 95%Cl 6573 7.,98 77,107 74,113 68,115 67,113 67,113 57,130 71,121 86,129 73,119 59,134 70,125 71,128 62,128 The median (95% C|) time to hemoglobln increase by 2.0 g/dl_ was 4.1

sutimlimab across subsrouns defined b Bilirubin pmol/L, mean (SD) 46.6 (17.2) 38.5 (15.2) 77.2 (41.6) (2.1, NE) weeks in the mild subgrogp, 3.1(3.1, 5.3) weeks in :che moderate
_ . group y . d o . s , , subgroup, and 5.0 (1.1, NE) weeks in the severe subgroup (Figure 3)

baseline anemia severity FACIT-Fatigue score, mean (SD) 37.9(11.8) 30.5(11.4) 30.9 (11.6) (B) Bilirubin levels with sutimlimab by baseline anemia subgroup . o _ . . _

Lactate dehydrogenase U/L, mean (SD) 332.5(182.2) 433.2 (252.0) 557.0 (250.9) The median (95A’ CI) time to reaChmg bilirubin levels <1.5x ULN was 1.6 (1-1;

Haptoglobin g/L, mean (SD) 0.2 (0.0) 0.3(0.3) 0.2 (0.0) 1104 —0—Mild —<—Moderate —><—Severe 3.1),1.1(1.1,1.3),and 2.3 .(1-11 NE) weeks in the mild, moderate, and severe 0 4
Methods subgroups, respectively (Figure 4)

Figure 1 | Mean (A) hemoglobin levels, (B) bilirubin levels, and (C) FACIT-Fatigue scores from baseline to TAT with - . . .
sutimlimab, by subgroup. 0 4 8 12

Hemoglobin (g/dL)

Proportion Without Event

Number of Patients at Risk

Reticulocyte count 10°/L, mean (SD) 179.6 (87.8) 137.7 (59.4) 155.2 (81.7) 100 -

; 0 ; 2 ; ; ; Mild 8 1 1 1
« All patients enrolled in CARDINAL (N=24) and leM g/L, mean (SD) 3.4 (2.0) 42 (4.6) 8.5 (11.3) 00 The median (95% Cl) time to FACIT-Fatigue score increase by 5 points was

. . Moderate 19 0
those in the sutimlimab-treated arm of CADENZA C4 g/L, mean (SD) 0.0 (0.0) 0.1(0.1) 0.1(0.1) 80 | 5.1(1.1, NE), 3.1(1.1, 3.1), and 1.1 (1.0, NE) weeks in the mild, moderate, and severe 6 ! ! !

- Itied | severe subgroups, respectively (Figure 5 : . b .
(N 22) were Str.atIfIEd Into subgroups- based qn *Mild subgroup: CARDINAL n=6 and CADENZA n=4; "Moderate subgroup: CARDINAL n=13 and CADENZA n=16; 20 - 8 PS, P y (Fig ) Figure 4 | Time to bilirubin Ie\./el.s <1.5x ULN, by subgroup.
their hemOgIObm level at baseline: mild anemia Severe subgroup: CARDINAL n=5, CADENZA n=2; ‘Number of patients included with FACIT-Fatigue score was 9 and LR, log rank test; ULN, upper limit of normal.

(210 g/d |_; n=10)’ moderate anemia (28 to <10 g/ 28 in the mild an_d _mo.derate subgroupjs, respectiv.ely. | |
dL; n=29)’ or severe anemia (<8 g/d |_; n=7) CAD, cold agglutinin disease; FACIT-Fatigue, Functional Assessment of Chronic Illiness Therapy-Fatigue;

Hb, hemoglobin; IgM, immunoglobulin M; SD, standard deviation.

The following parameters were compared and ) —_— T -
statistically analyzed across subgroups: Changes from Baseline to Treatment Assessment Timepoint 30 T T

i3

|
: . . . . . 20-
— Changes from baseline to treatment- e The numerical magnitude of improvement in hemoglobin level generally . 3}1 | %%

assessment timepgint (TAT; mean v.a'lue from corresponded with severity of anemia, and the difference between subgroups L
Weeks 23, 25, 26) in hemoglobin, bilirubin, was not statistically significant

and Functional Assessment of Chronic lliness
Therapy-Fatigue (FACIT-Fatigue) score

60 -

50 Moderate Severe - Censored —— Mild Moderate Severe - Censored
1 1.0 1

40 -

Bilirubin (umd/L)

Mild vs Moderate LR p-value=0.6905
Moderate vs Severe LR p-value=0.9920
‘| Mild vs Severe LR p-value=0.7161

Mild vs Moderate LR p-value=0.2553
Moderate vs Severe LR p-value=0.3728
Mild vs Severe LR p-value=0.9469

0.8

Proportion Without Event

Proportion Without Event

— Mean (SD) increases in hemoglobin levels from baseline to treatment
assessment timepoint (TAT) were 1.7 (1.6), 2.8 (1.5), and 3.5 (2.9) g/dL in the

Time to an increase of hemoglobin level by mild, moderate, and severe subgroups, respectively (Figure 1A)
>1.5 and >2.0 g/dL, normalization of bilirubin

to <1.5x upper limit of normal (ULN), and a
clinically meaningful improvement in FACIT-
Fatigue by >5 points

L WK1 WK3 WK5 WK7 WK9 WK11 WK13 WK15 WK17 WK19 WK21 WK23 WK25 WK26 . T T T
0

B

- 0 4 8
—— — — — 7 vt NN N Y T -

n 10 1 9 10 8 7 9 9 9 9 9 9 9 9 8

mean 466 227 175 190 145 119 197 213 186 226 197 166 174 204 194

Mean (95% Cl [Confidence interval]) difference between the SUbgFOUpS was 95%Cl 366,565 169,286 119,230 118,263 7.9,21.1 80,156 94,332 94,332 101,270 110,343 125248 116,216 107,242 13.1,27.7 113,274 Number of Patients at Risk Mild 10 5 4
—1.1 (2.3, 0.1; p=0.07) for the mild/moderate, —0.7 (-2.4, 1.1; p=0.63) for the n 2 28 x»n 2 28 29 2 28 26 2 23 27 2 2 2 Mild 10 4 2 Moderate 29977

mean 38.5 193 14.0 13.7 133 13.8 13.2 12.2 13.7 13.6 134 134 114 13.0 1241 Moderate 29 7 4 Severe 7 1 1 1

moderate/se\/ere and —1.8 (—4 3,0.8; p=0 15) for the mild/severe Subgroups 95%Cl 337,433 166,219 123,158 119155 114,151 115,162 112,151 104,140 114,160 113,159 112,157 113,155 99,129 110,151 105,136
, ’ T ’ , Severe 7 0

. . .- . n Figure 5 | Time to FACIT-Fatigue increase by 5 points, by subgroup.
e A reduction in bilirubin levels was seen across all 3 subgroups, and there were men T2 327 s 28 82 mz me @7 ms  19s  ms 21 187 w7 258 gure S | © yoP Y SHDETOUP

. g . . 95%Cl 46.6,107.7 219,435 167,365 16.1,37.5 16.6,39.8 105,329 64,377 47,427 75,355 84,308 97,358 -107,629 62,253 -05,398 82,355 Figure 2 | Time to hemoglobin increase by 1.5 g/dL, by subgroup. FACIT-Fatigue, Functional Assessment of Chronic lliness Therapy-Fatigue; LR, log rank test.
no significant differences between subgroups (Figure 1B) LR, log rank test.

Number of Patients at Risk
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