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Table 1. Patient disposition Kaplan-Meier curves by treatment arm, in Figure 4, show the impact of 1g21+, gain(1921), and amp(1g21) on PFS, thus underscoring the Efficacy: depth of response
. . . . y p p
INTROD U CTION With 1q21+ Without 121+ prognostic importance of this chromosomal abnormality Clinically meaningful increases in very good partial response or better (ZVGPR), MRD negativity, and MRD negativity 2CR rates were
sa-Kd Kd lsa-Kd Kd PFS benefit was observed with Isa-Kd vs Kd in all subgroups evaluated, although to a greater extent in patients with gain(1g21) than observed with addition of Isa to Kd across all 1921+ subgroups (Figures 5 and 6)
Gain or amplification of 1921 (1921+, 23 copies) is a chromosomal abnormality frequently observed in multiple myeloma (MM), with a negative n (%) (n=75) (n=52) (n=84) (n=55) amp(1921) The MRD negativity and MRD negativity =CR rates were at least double with Isa-Kd vs Kd in most subgroups, except for amp(1g21) in which
impact on prognosis, due to its potential involvement in resistance to anti-myeloma therapy and disease progression’ Figure 2. PFS subgroup analyses by 1g21+ chromosomal abnormality (per IRC assessment, ITT) benefit was less pronounced, but remained meaningful
- - : : : : i : : : - : Randomized and treated 73 (97.3 51 (98.1 84 (100 55 (100 : ;
Isa’guxmab (Isa) is an aITtl-CD38 (ejmtlbody .th.at medd:je}tes e}ng-myelorr]la act|V|ty. t?rough multiple mechanisms of action, including (97.3) (98.1) (100) (100) In the Isa-Kd and Kd arms, the MRD negativity and =2CR rate was 29.3% vs 15.4% in patients with 1921+ status, 36.2% vs 12.9% in patients
antibody-dependent cell-mediated cytotoxicity and direct induction of apoptosis otont <l on trentant 13(173) . 2 (345 o (16.4 with isolated 121+, 27.9% vs 13.5% in patients with gain(1g21), and 31.3% vs 20.0% in patients with amp(1g21), respectively (Figure 6)
In the prespecified, interim analysis of the Phase 3 IKEMA trial in patients with relapsed MM, addition of Isa to carfilzomib-dexamethasone | | ' ' Subgroup Isa-Kd Kd
(Isa-Kd) showed significant improvement in progression-free survival (PFS) vs Kd (hazard ratio [HR] 0.538; 99% CI 0.318-0.889, one sided | o Events/total Events/total Hazard ratio (95% Cl) Figure 5. Rates of 2VGPR with Isa-Kd vs Kd by 1921+ chromosomal abnormality (per IRC assessment, ITT)
P value=0.0007) confirmed at the time of the long-term PFS analysis in which median PFS was reached for Isa-Kd (35.65 months with Isa-Kd Patients with definitive 60 (80.0) 49 (94.2) 55 (65.5) 46 (83.6) |
vs 19.15 months with Kd) and with a meaningful increase in depth of response (complete response or better [2CR] 44.1% vs 28.5%; minimal treatment discontinuation All patients 86/179 77/123 P | 0.576 (0.418-0.792) >SVGPR rate  1sa.Kd
residual disease [MRD] negativity 33.5% vs 15.4%; MRD negativity 2CR 26.3% vs 12.2%), as well as a manageable safety profile® Standard risk 20/65 08143 i 0496 (0.094_0 830 B K4
initi i i i andard risk* —@ = : : .294-0.
Isa is approved with pomalidomide-dexamethasone (Pd) for relapsed/refractory MM (RRMM) patients with =2 prior therapies, based on the Reason for definitive treatment discontinuation 5 ( ) 90 -
Phase 3 ICARIA-MM study, and with carfilzomib-dexamethasone for RRMM patients with 1-3 prior lines of therapy, based on interim PFS 1921+ Present 39/75 35/52 o 0.582 (0.368-0.923) 30 _ 76.9 80.9 79.1
analysis of IKEMA*7 Adverse event 8 (10.7) 6 (11.5) 11 (13.1) 13 (23.6) - e o 0.546 (0.342-0.873) 73.3
sen H——@ | ! . . —V. 70 -
Results from prior subgroup analyses have shown benefit from adding Isa to Kd (IKEMA, interim analysis, 20.7 months follow-up) or to Pd o | . 05.6
(ICARIA-MM) in 1921+ patients and 1921+ subgroups? Progressive disease 39 (52.0) 33 (63.5) 32 (38.1) 22 (40.0) Isolated 1921+ Present 21/47 20/31 —@ o 0.494 (0.266-0.917) e 60 - 53 5 510 56.8
In this updated subgroup analysis of IKEMA, we evaluated PFS and depth of response with Isa-Kd vs Kd in relapsed MM patients with 1921+ Poor compliance with protocol 0 0 0 0 Gain(19g21) Present 21/43 26/37 —® | 0.501 (0.280-0.896) »n 30 - 40.0
. . . _ . g . . _ _ . : : )
stat:Jsz(;/\-/:tLgr W|thout h-ltih rlsk.tcr‘]hrotrT_lo:gr;)al abnormalities [HRCA]) and in related patient subgroups, at long-term follow-up (44.2 months): Absent 57/116 49/70 e o 0.604 (0.404—0.903) % 40 -
q =3 copies, with or withou . . : i
solated 1a21+ (>3 copi thout HRCA Withdrawal by patient 8 (10.7) 7(13.5) 7(8.3) 7(12.7) Amp(1921) Present 18/32 9/15 : P : 0.729 (0.327—1.626) o
solated 1q (=23 copies, withou ) 5 20
Gain(1g21) (3 copies, with or without HRCA) Other 5 (6.7) 3 (5.8) 5 (6.0) 4 (7.3) Absent 60/127 59/92 | —— 5 | | 0.519 (0.361-0.746) o
Amp(1g21) (=4 copies, with or without HRCA) U 0 0.5 1.0 1.5 2 o
, dexamethasone; Isa, isatuximab; K, carfilzomi
Isa-Kd better Kd better Standard risk 1921+ Isolated 1921+ Gain(1921) Amp(1g21)
M ET H O D S Table 2 Patient demog raphics and base”ne CharaCteriStiCS *Standard risk: absence of the chromosomal abnormalities del(17p), t(4;14), t(4;16), and 1g21+. Isolated 1q21+: presence of 1921+ without high-risk chromosomal abnormalities [absence of del(17p), t(4;14), t(4;16)]. Amp, amplification; d, dexamethasone; IRC, Independent Response Committee; Isa, isatuximab; ITT, intent-to-treat; K, carfilzomib; VGPR, very good partial response
With 1q21+ Without 1q21+ Amp, amplification; CI, confidence interval; d, dexamethasone; IRC, Independent Response Committee; Isa, isatuximab; ITT, intent-to-treat; K, carfilzomib; PFS, progression-free survival
: . . . . Figure 6. Rat f MRD negativity and of MRD negativity and 2CR with Isa-K K 1921+ chromosomal abnormalit
Figure 1. IKEMA study design Isa-Kd Kd Isa-Kd Kd Figure 3. PFS with Isa-Kd vs Kd in patients without 1g21+ (A), with 1g21+ (B), with isolated 1g21+* (C), with gain(1g21) (D), and with amp(1q21) (E) ( 'g:’lsg assezzrzent ITT)‘iga vity and o egativity and 2CR with Isa-Kd vs Kd by 1921+ chromosomal abnormality
(n=75) (n=52) (n=84) (n=55) (per IRC assessment, ITT) P !
Isa-Kd (n=179) Age in years, median (range) 63.0 (37-83) 66.5 (38-90) 65.0 (38-86) 63.0 (33-80) A . ; MRD negativity rate (NGS 10-°) B Isa-Kd
Stratification factors: + Isa: 10 mg/kg on D1, 8, 15, 22 in C1, then Q2W . e B R B . RO e T T s " K
- Prior line 1 vs >1 5 N <65, n (%) 40 (53.3) 23 (44.2) 40 (47.6) 34 (61.8) 83 o P 17 monts £3 o] s 40.4
- R-ISS l or Il vs lll vs not classified 56 mg/m? D1-2, D8-9, D15-16 all subsequent cycles § 9 gz 7777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777 § 9 gg 77777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777 ewciiriw2) 40 34.7 34.9 34 4
2 E 0.3i y 2 :Es 0.3i > 30 |
Primary endpoint: ; T AR TE L
S PFS (IRC) 275, 1 (%) 6 (8.0) 7(13.5) 9 (10.7) 3 (5.9) ol (95% Ci: 16.8-20.2) ol s = 200
E ) 0 3 6 9 12 15 18 21 Tiri4e Mon2t:‘s 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 Tiri4e M°n2t:‘s 30 33 36 39 42 45 48 51 '..: 20 a 186 .
N Treatment untll PD, 0 Number at risk ( ) Number at risk ( )
Relapsed MM E unacceptable toxicities Key secondary R-ISS Stage at StUdy entry, n (/0) Isa-Kd 84 78 71 65 63 60 57 52 47 43 41 40 35 34 28 9 0 Isa-Kd 75 68 64 57 50 40 37 30 28 26 23 21 20 19 14 7 1 0 Q‘? 15.4 12.9 13.5
N=302 o ) J d . t ) Kd 55 52 46 42 37 30 24 18 16 15 12 11 11 9 6 1 1 0 Kd 52 41 39 32 27 25 21 17 15 10 10 7 5 3 3 1 1 0
S or patient request endpoints. C ... D ., 10 -
&% ORR, 2VGPR rate, | 14 (18.7) 14 (26.9) 30 (35.7) 16 (29.1) 09 ] HR 0.50 (95% CI: 0.27-0.92) Symbel= censer  aka 09 ] HR 0.50 (95% CI: 0.28—0.90) SYmPOIZCenser ek
MRD negativity, g £ 08 Isa-Kd “ g2 0o “ 29/65 8/43
CR rate, OS q'é: E 077* gg;’SC?aggfﬁgs q'é: § 0.7i stla:l’lféj 30.2 months 0 -
Kd (n=123) : 51(68.0) 33 (63.5) 47 (56.0) 32 (58.2) g® S s S g® O I e S @5%Cl208-NC) Standard risk 1921+ Isolated 1921+ Gain(1921) Amp(1g21)
- 1-3 prior lines %’E 3;‘, %’,E g: - ]
- No pprior therapy with carfilzomib * K: 20 mg/m? D1-2; 56 mg/m* D8-9, D15-16 CA1; . 9 (12.0) 4 (7.7) 6(7.1) 4 (7.3) = % 02- K4 a % 02 g MRD negatIVIty and 2CR rate (NGS 10 5)
 Not refractory to prior anti-CD38 56 mg/m? D1-2, D8-9, D15-16 all subsequent cycles o (85% GI: 10,2251 o e 02 menns 40 -
+ d: 20 mg D1-2, D8-9, D15-16 and D22—23 each cycle Not classified 1(1.3) 1(1.9) 1(1.2) 3 (5.5) 0 | 3 6 9 12 15 18 21 Tilit (Monzt;s) 30 33 36 39 42 45 48 51 0 | 3 6 9 12 15 18 21 Tilit (Monzt;s) 30 33 36 39 42 45 48 51 338 36.2
Prior lines of therapy, median (range) 2 (1-4) 2 (1-4) 2 (1-3) 2 (1-4) ke 2 25 2 7 8 12 m w0 7 7 s s 3 3 1 1 0 “kew 32 3 2 2 18 18 13 1 6 6 5 4 3 3 1 1 0 30 | 29 3 7 9
C, cycle; CR, completg response; D, day; d, dexa.methasone; .IRC, independent response committee; Isq, isatuximab.; K, carfilzgmib; MM, multiple myeloma; MRD, minimal residual disease; ORR, overall response rate; OS, overall E ;:g ﬂ HR 0.73 (95% CI: 0.33-1.63) Symbol = Censor Isa-Kd ;\?
survival; PD, progressive disease; PFS, progression-free survival; Q2W, once every 2 weeks; R-ISS, revised International Staging System; VGPR, very good partial response Patients refractory to, n (%) o g 0_85 'Sﬁ,fg_ . Kd ;; 20.0
"EE g:; ?35% cl: 1'3.T—or:110)s ‘E 20 - :
In IKEMA, MM patients with 1-3 prior lines of therapy were randomized 3:2 to Isa-Kd or Kd (Figure 1) Lenalidomide 27 (36.0) 22 (42.3) 22 (26.2) 16 (29.1) %E 0s N .% 15.4 129 13.5
The primary study endpoint was PFS, defined as the time from randomization to first documentation of progressive disease or death from any §’§ o | o 11.6
cause, whichever occurred first Pl 24 (32.0) 19 (36.5) 24 (28.6) 19 (34.5) e e 15 o 109
PFS was centrally assessed and determined by an independent response committee (IRC), based on central laboratory data for M-protein and | o R A T T
central review of local imaging and local bone marrow aspirate results IMID and P 14 (18.7) 13(25.0) 16 (19.0) 10(18.2) okt w2 s 2 m w w wm o e s s s 1 s 1 o 0 -

. . . . . . . eror o e s s s s 0 isk 1921 Isol 1921 in(1g21 Amp(1921
Estlmaf[e_s of median PF_S and corresponding Cls were calculated by the Kaplan-Meier method. HR estimates were determined using an Serum LDH >ULN, n (%) 20 (26.7) 7 (13.5) 19 (22.6) 9(16.4) Slandard s e olted taztr santiezh meiiazh
unstratified Cox regression model “Isolated 1g21+: presence of 1g21+ without high-risk chromosomal abnormalities [absence of del(17p), t(4:14), t(4:16)]. *MRD negativity rates were assessed by next-generation sequencing (NGS) at 10 sensitivity. | | _ | | | N | |

_ _ _ o Amp, amplification; Cl, confidence interval; d, dexamethasone; HR, hazard ratio; IRC, Independent Response Committee; Isa, isatuximab; ITT, intent-to-treat; K, carfilzomib; m, median; NC, not calculable; PFS, progression-free survival Amp, amplification; CR, complete response; d, dexamethasone; IRC, Independent Response Committee; Isa, isatuximab; ITT, intent-to-treat; K, carfilzomib; MRD, minimal residual disease
Best overall responses were evaluated according to the International Myeloma Working Group criteria eGFR <60 mL/min/1.73 m2, n (%) 16/69 (23.2) 10/48 (20.8) 22/78 (28.2) 8/48 (16.7)
Assessment of 1921+ status (by fluorescence in situ hybridization, at 30% cutoff) was specified as 23 copies, gain(1g21) as 3 copies, and _ — _ — — — - — | Figure 4. PFS in patients with and without 1921+, with gain(1921) (3 copies), and with amp(1921) (=4 copies) in the Isa-Kd (A) and Kd (B) treatment
amo(1a21 >4 . d, dexamethasone; eGFR, estimated glomerular filtration rate (MDRD equation); IMiD, immunomodulatory drug; Isa, isatuximab; K, carfilzomib; LDH, lactate dehydrogenase; MDRD, Modification of Diet in Renal Disease;

p( q ) as =4 coplies Pl, proteasome inhibitor; R-ISS, revised International Staging System; ULN, upper limit of normal arms (per IRC assessment, ITT) C O N C L U S I O N S

MRD negativity rates were centrally determined by next-generation sequencing at 10 sensitivity
Table 3. Incidence of 1921+ chromosomal abnormality among patients in IKEMA Isa-Kd .. : e L : : : . : .
A Y IP : A . msa Symbol = Censor B o 10 Symbol = Gasor The presence of 1921+ chromosomal abnormalities (gain or amplification) is associated with a higher risk of progression and
RESULTS Standard risk® 1921+ 's?\,';ffﬂ,lgf; Gain(1q21) Amp(1921) % 0.9 o % 0.9 L nout 1a21+ worse prognosis in patients with MM
2 08- —— With gain(1q21 Q2 g ——— With gain(1q21 : iy : : : : : :
Pationt — . D . eackd d IsaKd d lsakd Kd 2 zj Wit e 2 zi Wit e Patients with isolated 1q2_1+, ggln(1q2_1) with or W|th_out HRCA, and particularly amp(1q2j) with or without HRCA, had
atuents s s shorter PFS compared with patients without 1921+, in the control arm of IKEMA, suggesting a copy number-related dose
Among patients randomized 3:2 to Isa-Kd (n=179) or Kd (n=123), 75 (41.9%) in Isa-Kd and 52 (42.3%) in Kd had 1921+ status (Table 1) (%) (204 =2 (Sl Rl 2l 1 (e (B9 48 (ll) S (S 22 (0] U9 (152 2 zi 2 22 effect in addition to the impact of HRCA
: : , , : , , *Standard risk: ab f the ch | ab lities del(17p), t(4;14), t(4;16), and 1921+. s 1 L e T o : o
At the t.|me of this updated analysis, more patients were still on treatment with Isa-Kd than Kd (17.3% vs 3.8% in the 1g21+ group and 34.5% vs T,S;gt:dr1;‘;;‘;5;‘;50‘; Of‘j§2§3mvﬁf;,’gﬂfHaRg‘j([g;;;ieif(deﬁ’(’w(p), t(jmg),_t(j;fg)]: k | o 8 04 e 2 04 At long-term follow-up (44.2 months), results from the IKEMA study continue to show PFS benefit with Isa-Kd compared
16.4% in patients without 1g21+) (Table 1) Amp, amplification; d, dexamethasone; HRGA, high-risk chromosomal abnormality; Isa, isatuximab; K, carfilzomib § 03 S § 03 I with Kd in 1921+ patients with relapsed MM, consistent with the overall population and the previous 1921+ subgroup interim
Although most patient characteristics were comparable between study arms, a few imbalances were observed (Table 2): Efficacy: PFS g 0.2 Withot 1g214: 41.7 mo (95% CI: 26.5-NC) g 0.2 Without 1621+ 20.3 mo (35% CI: 15.8-26.2) === ; analyses
o)) i W?th 1q?1+: 25.8 mo (95% CIO: 17.'1—38.2) D 1- W?th 1q?1+: 16.? mo (95% CIO: 10.?—24.8) . . . . . .
A lower proportion of 1921+ patients in Isa-Kd than in Kd had revised International Staging System (R-ISS) stage | (18.7% vs 26.9%) PFS benefit was achieved with Isa-Kd vs Kd in patients with 121+ status (with or without HRCA; HR 0.58; 95% CI 0.37-0.92), with isolated 2 2; o 101 o (oo O 13 1-NG) 2 Z; it a3y 14.5 mo (05% O 2.6.N0) PFS benefit was achieved with Isa-Kd therapy across all subgroups: in patients with isolated 1921+ or combined with HRCA
More 1921+ patients in Isa-Kd than Kd had serum lactate dehydrogenase levels higher than upper limit of normal (26.7% vs 13.5%) 1921+ (without HRCA; HR 0.50; 95% CI 0.27-0.92), with gain(1921) (HR 0.50, 95% CI 0.28-0.90), or with amp(1921) (HR 0.73; 95% CI 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 as well as in patients with gain(1921) and patients with amp(1921) who have a particularly poor prognosis
033—163 Fi ure 2 . Time (Months) . Time (Months) . o o .
36.0% of 1921+ patients in Isa-Kd were refractory to lenalidomide vs 42.3% in Kd ) (Fig ) i t“':r';er:;r's‘;S o es 63 60 £7 52 47 43 41 40 35 % 28 o o - tN:m;er:;”SZz i s 37 %0 s 18 16 A5 2 11 o & 4 1 g Deeper responses — higher 2VGPR rates, MRD negativity rates, and MRD negativity 2CR rates — were reached with Isa-Kd vs
_ i _ i 1 i . ithou + ithou + . . . . . .
Among patients without 1921+, 28.2% in Isa-Kd (n=78) had an estimated glomerular filtration rate <60 mL/min/1.73 m? vs 16.7% in Kd Kaplan-Meler curves for FFS of Isa-Kd vs Itd are presented for the 1q21+ subgroups in Figure 3. The median PFS were: | W“T”gz“m 08 64 57 50 40 97 30 28 26 23 21 20 19 4T 10 _ With ig2iesz 41 39 2 27 25 21 17 15 1010 7 5 3 3 P Kdin 1921+ patients (with or without HRCA), isolated 1921+, gain(1921), or amp(1921)
_ 38.2 months (95% CI 18.8—not calculable [NC]) vs 16.2 months (95% CI 10.2-25.1) in patients with isolated 121+ With gain(1q21) 43 - 4138 34 3026 23 19 17 15 A4 A3 A2 A1 720 With gain(1q21) 37 32 30 23 20 19 16 13 11 6 6 5 4 3 3 0 L . . : . . .

(n=438) Withamp(1921) 32 27 26 23 20 14 14 11 11 1 9 8 8 8 7 5 1 0 Withamp(1g21) 15 9 9 ¢ 7 6 5 4 4 4 4 2 1 0 These long-term findings support Isa-Kd as an effective treatment option for patients with relapsed MM, including 1921+
In the Isa-Kd and Kd arms, 41.9% and 42.3% of patients had 1q21+ status, 26.3% and 25.2% had isolated 1g21+, 24.0% and 30.1% had 30.2 months (95% CI 20.8-NC) vs 18.2 months (35% Cl 10.2-25.0) in patients with gain(1921) patients who have a higher risk of progression
gain(1 q21 )’ 179% and 12.20/0 had amp(1 q21 ), respectively (Table 3) 184 months (95% C| 131—NC) VS 145 months (95% C| 28—NC) in patients Wlth amp(1 q21 ) Amp, amplification; Cl, confidence interval; d, dexamethasone; IRC, Independent Response Committee; Isa, isatuximab; ITT, intent-to-treat; K, carfilzomib; m, median; NC, not calculable; PFS, progression-free survival
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