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Figure 3. PFS by IRC — Kaplan-Meier estimates by age group (=70 and <70 years), Figure 4. Response rates based on IRC assessment by age group: 270 and <70 years Table 3. Any-grade TEAEs by age group: 270 and <70 years, safety population
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« Multiple myeloma (MM) typlclally affec’.[s elderly paﬁents, .and is most fl;ezquently diagnosed in Patient age at baseline A 270 years mIsa-Kd (n=52) Any grade TEAES leaKd Kd leaKd Kd
people aged 65-74 years, with a median age at diagnosis of 69 years" - Age at baseline was balanced between the treatment arms (Table 1) 10 82 7 =Kd (n=34) Preferred term, n (%) (n=51) (n=34) (n=126) (n=88)
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- Elderly patients comprise a heterogeneous population with the potential for comorbidities, - Among the 302 randomized patients, 28.5% were =70 years of age (29.1% in Isa-Kd, 0.9 . 80 A Most common in 220% of patients =70 years
reduced functional status, and increased risk of frailty'-2 27.6% in Kd) and 71.5% were <70 years of age (70.9% in Isa-Kd, 72.4% in Kd). Age ranged o 0.8 ] Diarrhea 22 (43.1) 10 (29.4) 42 (33.3) 25 (28.4)
. Based on the Phase 3 ICARIA-MM study, the anti-CD38 monoclonal antibody isatuximab (Isa) from 33 to 90 years across treatment arms s S s0- Dyspnea 22 (43.1) 9 (26.5) 27 (21.4) 17 (19.3)
is approved in a number of countries in combination with pomalidomide and dexamethasone Table 1. Age at baseline 2 0.6 E’ Upper respiratory tract infection 20 (39.2) 8 (23.5) 44 (34.9) 21 (23.9)
for the treatment of adult patients with relapsed/refractory MM (RRMM) who have received : : o -0 7 2 Fatigue 20 (39.2) 8 (23.5) 30 (23.8) 15 (17.0)
at least 2 prior therapies, including lenalidomide and a proteasome inhibitor.® Based on Randomized population Isa-Kd (n=179) Kd (n=123) All (N=302) -% 0.5 + g 40 - L T e 19 (37.3) 2 (5.9) 60 (47.6) 2 (2.3)
z}e PKhda)s.e 3 IKEMA; s.tui:lri/, |3a _.tn ccj:oSTt?[ma;[clontr\:wt:] catrfnzotmnfa (E)I?ndtqeﬁamirgss&iﬂ (d)h Age in years, median (range) 65 (37-86) 63 (33-90) 64 (33-90) E 0.4 - = Hypertension 19 (37.3) 10 (29.4) 46 (36.5) 28 (31.8)
sa-Kd) is approved in the United States for the treatment of adult patients wi who ®© 0.3 - »
have received 1-3 prior lines of therapy, and in the European Union for the treatment of adult Age group (years), n (%) 3 ' Isa-Kd 20 Bronchms. 16(31.4) 2 2 () (L
patients with relapsed MM who have received at least 1 prior therapy?®® >70 52 (29.1) 34 (27.6) 86 (28.5) X 0.2 4 Kd Pneumonia 15 (29.4) 9 (26.5) 27 (21.4) 15 (17.0)
B ' ' ' 0.1 - Edema, peripheral 13 (25.5) 10 (29.4) 10 (7.9) 11 (12.5)
- IKEMA (NCT03275285) was a randomized, open-label, active-controlled, multicenter, Phase 3 o Censor
_ o L N o <70 127 (70.9) 89 (72.4) 216 (71.5) 0.0 - 0 - Insomnia 10 (19.6) 10 (29.4) 32 (25.4) 18 (20.5)
study that compared treatment with Isa in combination with Kd vs Kd in relapsed MM patients . | G BN B B SN LA B BN S R BN BN e B ORR >\VGPR CR MRD— At TG - - P
with 1—3 prior lines of therapy. The study showed improvement in progression-free survival d, dexamethasone; Isa, isatuximabs; K, carfilzomib 0 2 4 6 8 10 12 14 16 18 20 22 24 26 = 570 vears sthenia (8 2o (18.3) (11.3)
(PFS) for Isa-Kd vs Kd (hazard ratio [HR] 0.53; 99% confidence interval [Cl] 0.32—-0.89; one- Effi . PES Numb <K Time (months) =0y Pyrexia 3(5.9) 9 (26.5) 13 (10.3) 9 (10.2)
sided p=0.0007), with clinically meaningful increases in minimal residual disease negativity icacy: - . _ _ umber at ris Selected TEAEs
(MRD-, 29.6% vs 13.0%) and complete response ([CR], 39.7% vs 27.6%) rates in the intent- - The addition of Isa to Kd resulted in improved PFS independently of age, with a HR of 0.36 Isa-Kd 52 42 34 29 3 100 Respiratory infection* 47 (92.2) 25 (73.5) 100 (79.4) 65 (73.9)
o : H o . . -
to-treat (ITT) population, as well as a manageable safety profile5s (95% C10.18-0.75) in patients =70 years of age and of 0.61 (95% CI 0.38-0.97) in patients Kd 34 28 19 13 0 =lsa-Kd (n=127) Thromboembolic events® 9 (17.6) 3(8.8) 18 (14.3) 17 (19.3)
<70 years of age, consistent with the significant prolongation of PFS observed in the overall : :
- This subgroup analysis of IKEMA evaluated the efficacy and safety of treatment with Isa-Kd vs Y J . J g J B <70 years gp o 84.3 =Kd (n=89) Cardiac failure 7(13.7) 5 (14.7) 6 (4.8) 3(3.4)
Kd i tient d 270 and <70 KEMA population (Figures 2 and 3) 80 : Ischemic heart disease 3(5.9) 3(8.8) 5(4.0) 2 (2.3)
in patients aged =270 and <70 years _ - : : . :
- At the time of the analysis, median PFS with Isa-Kd in patients =70 years of age was not (1)8 Renal failure 2 (3.9) 1(2.9) 1(0.8) 1(1.1)
o . : . . 9 -
reaf):hed (NR) (95% CI NR—NR), while it was reached .In Kd patients V\{I’[h 1§.2 months . Second primary malignancy* 8 (15.7) 4 (11.8) 5 (4.0) 2(2.3)
_ () - o
METHODS (95% CI 10.3—-NR). Mefjlan PFS was not reached in either study arm in patients <70 years of £ 0.8 S 60- Solid skin malignancy 7 (13.7) 3(8.8) 2 (1.6) 0
age (95% CIl 15.8-NR in Kd) c 0.7 - @ _ _ _
- Adult patients with relapsed MM, who had received 1-3 prior lines of therapy, were 2 2 Solid non-skin malignancy 2(3.9) 2(5.9) 3(2.4) 2(2.3)
randomized 3:2 to receive Isa-Kd (n=179) or Kd (n=123). The study design and dosing Figure 2. PFS by IRC by age group: 270 and <70 years, ITT population o 061 % 40 A ;Cgstomiz?r? MedE?Fqu_ue:y- TMeSPIEASrl;{IIQ (n%"_r?vg/:eérrtn) N - t
Schedules are Shown in Flgure 15 Isa Kd Kd % 05 i E , dexamethasone; I1sa, Isatuximan; K, carfizomib; , reatment-emergent aaverse even
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The primary study endpoint Yvas !DFS’ as assessed by ar.1 independent response committee Group  Group ] S 20 Table 4. Hematologic laboratory abnormalities by age group: =270 and <70 years, safety population
(IRC). Key secondary endpoints included very good partial response or better (ZVGPR), Subgroup (n/N) (n/N) Hazard ratio (95% CI) ol 0.3 - -
MRD-, and CR rates® | N 0.2 - Isa-Kd 270 years (n=85) <70 years (n=214)
i O—i - Kd
- We compared efficacy and safety of treatment with Isa-Kd vs Kd in patients =270 and <70 allipatisiis ST P | Lo (1095 0L 60) 014 o Censor 0 Isa-Kd (n=51) Kd (n=34) Isa-Kd (n=126) Kd (n=88)
years of age; division into different or additional age groups resulted in smaller sample sizes | 0.0 - EE——————— ORR >VGPR CR MRD- Laboratory Any Grade Grade Any Grade Grade Any Grade Grade Any Grade Grade
- Median PFS and corresponding Cls were calculated by the Kaplan-Meier method. HR Age (years) | 0 2 4 6 8 10 12 14 16 18 20 22 24 26 <70 years parameter, n (%) grade 3 4 grade 3 4 grade 3 4 grade 3 4
estimates were determined using the stratified Cox proportional hazard model® . CR, complete response; d, dexamethasone; IRC, Independent Response Committee; Isa, isatuximab; K, carfilzomib; MRD—, minimal
J prop I Number at risk Time (months) residual disease negativity; ORR, overall response rate; VGPR, very good partial response Anemia Bl ¢ 0 % Y/ 0 123 S0 0 sl Ig 0
- Adverse events (AEs) were graded per the National Cancer Information Center Common >70 12/52 19/34 +H@— 0.364 (0.176-0.751) lsa-Kd 127 109 90 71 5 (100) (17.6) (97.1) (20.6) (99.2) (23.8) (100) (19.3)
Terminology Criteria for AEs (NCI-CTCAE) version 4.03° | Kd 89 71 53 37 6 Table 2. Safety summary by age group: 270 and <70 years, safety population Thrombocyt . 48 11 0 28 7 1 19 22 20 79 12 9
| - — - . rombocytopenia g4 1y (21.6) (82.4) (20.6) (2.9) (94.4) (17.5) (15.9) (89.8) (13.6) (10.2)
. d, dexamethasone; IRC, Independent Response Committee; Isa, isatuximab; ITT, intent-to-treat; K, carfilzomib; /0 years (n= <70 years (n=
Figure 1. IKEMA study design: Isa-Kd vs Kd in patients with relapsed MM?° <70 36127 36/ 89l ' .. Ii : , 0.609 (0.384-0.968) PFS, progression-free survival NEEEEE 28 8 0 5 1 0 69 23 3 48 7 1
o - = = - = =
0.0 05 10 15 20 - In the elderly subgroup, 3 (5.9%) patients receiving Isa-Kd and 1 (2.9%) receiving Kd had n (%) Isa-Kd (n=51) Kd (n=34) Isa-Kd (n=126) Kd (n=88) e (19:0) aer) (2] A ) (e (Bea) B L)
Isa-Kd Better g » Kd Better TEAESs with fatal outcome during study treatment (Isa-Kd: pneumonia, Kd: general health Any Grade 23 TEAE 46 (90.2) 26 (76.5) 90 (71.4) 56 (63.6) d. dexamethasone; lsa, isatuximab; K, carfilzomib
- Isa-Kd (n=179) Cl, confidence-interval; d, d.examethasone; IRC, Independent Response Committee; Isa, isatuximab; ITT, intent-to-treat; K, carfilzomib; deterioration due to progreSSive disease) Any serious TEAE* 37 (72-5) 24 (70-6) 68 (54-0) 46 (52-3)
Sratication faciors: A PFS, progression-free survival - In both age groups, fewer patients definitively discontinued treatment due to a TEAE in the Any Grade 5 TEAET 3 (5.9) 1(2.9) 3 (2.4) 3 (3.4) CONCLUSIONS
B el S [ .72 D12, D59, D15.16 and D225 sach eycl Primary Efficacy: Depth of response Isa-Kd than in the Kd arm (11.8% vs 23.5% [270 years] and 7.1% vs 10.2% [<70 years]) Any TEAE leading to definitive 5 (18) 5 235 0 7 0 (102) one o IKEMA <tu - SF€ bonefit (MR 036
= ndpoint: . . . . . . . . ) c
.o S I PFS (IRC) - The addition of Isa to Kd improved depth of response, with the rates of CR, 2VGPR, and (Table 2) discontinuation 9;)C;S|(?;cgn1tsw(l)t 7;) < Overs di Stlljd y Ipol\ﬁll\JAatI(:p, alcStr(?thl Kd eneKC;t ( ’
M Relapsed MM = unacceptable toxicitivs, R MRD- being higher with Isa-Kd vs Kd. Within the Isa-Kd arm, CR and 2VGPR rates were - Any-grade TEAEs reported in 220% of patients with Isa-Kd are presented in Table 3 by age Any TEAE leading to premature o0 A . A 0 L10.16-0.75) was observed In elaerly patients with Isa-Kd vs
e S or pafient cholce egdp°‘"‘s= similar in elderly and younger patients (Figure 4) group, vs the respective Kd arm. In patients 270 years of age, the most common TEAEs were gizconinuaioniezaieimab - =VGPR, CR, and MRD- rates were higher with Isa-Kd vs Kd in elderly patients as
c * 2VGPR rate H 0 0 0 0 : H H 0 . A 5
; BT - MRD nogablywih 60X was obeied n 251% of ptis STy ofage (s 1% SIS IH VS s (01 n 200 amm e o 0970 B gl sy o en oy wellasinyounger paient
> il 2 ey i el "6 mame D12, D85, D15.18 il aubseauent cycles with Kd) and 32.3% of patients <70 years of age (vs 13.5% with Kd) Joar of 245 tgey wore hypertonsion (36 b 8%), Uppor respiratory g (34.9% Any TEAE leading (0 - Isa-Kd had a manageable safety profile in elderly MM patients, with a similar
* Not refractory to prior anti-CD38 - d: 20 mg D1-2, D8-9, D15-16 and D22—23 each cycle ’ D70 -070), I 7/0 . . . .
i ' Safety vs 23.9%), and diarrhea (33.3% vs 28.4%). Infusion reactions occurred in 37.3% vs 5.9% of premature discontinuation of 3(5.9) 1(2.9) 8 (6.3) 3(3.4) prol?ort'on of SElell TEAEs in bC?th tregtmept el Fewer patients had TEAEs
frequent|y reported in the e|der|y than in the younger patients (Tab|e 2) . . . *TEAEs with a start date before the cut-off date and becoming serious after the cut-off date were not counted as serious TEAE in c c . c :
C. oycle: CR. complete response: D, day: d, dexamethasone: IRC. Independent Response Committees: Isa. isatuximab: K. carfizomib - The most common Grade =3 TEAEs in patients =70 and <70 years of age treated with Isa-Kd this analysis - Isa-Kd provides a consistent benefit vs Kd in elderly patients and is a new
M’M, muitiple’ myeloma; MRD, minimal residual disease; PD, ’progr’essive disease; PFS, progression-frée SL’,ll'Viva|; QZW, once every 2 - For both age groups, the incidence of Grade 23 TEAEs was higher, whereas the incidence of vs Kd were hypertension (25.5% vs 26.5% [=270 years] and 18.3% vs 17.0% [<70 years]) and 'TEAE with fatal OL.ltcom'e during th.e treatment p'er.iod . _ treatment OptiOﬂ for relapsed MM
weeks: R-ISS, Revised International Staging System; VGPR, very good partial response serious TEAEs was similar between Isa-Kd and Kd pneumonia (21 6% Vs 20.6% [270 years] and 14.3% vs 9.1% [<7O years]) d, dexamethasone; Isa, isatuximab; K, carfilzomib; NA, not applicable; TEAE, treatment-emergent adverse event
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