Isatuximab Iin Relapsed Multiple Myeloma Patients With Ultra-High-Risk Cytogenetics: ICARIA-MM and IKEMA Subgroup Analysis
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INTRODUCTION Table 3. Safety summary in ICARIA-MM and IKEMA by risk category Table 4. Summary of select Grade 23 TEAEs and hematologic abnormalities occurring in ICARIA-MM and IKEMA
ICARIA-MM IKEMA ICARIA-MM IKEMA
Although survival outcomes for multiple myeloma (MM) have improved
significantly in recent years, patients with high-risk features such as cytogenetic Standard risk Extended high-risk  Ultra-high-risk Standard risk Extended high-risk  Ultra-high-risk Standard risk Extended high-risk  Ultra-high-risk Standard risk Extended high-risk  Ultra-high-risk
abnormalities continue to have poorer outcomes' ” Isa-Pd Pd Isa-Pd Pd Isa-Pd Pd Isa-Kd Kd Isa-Kd Kd Isa-Kd Kd ” Isa-Pd Pd Isa-Pd Pd Isa-Pd Pd Isa-Kd Kd Isa-Kd Kd Isa-Kd Kd
In thg Revised International Staging System (R-ISS), t_he definition o_f high-risk 0 (n=29) (n=34) (n=60) (n=37) (n=11) (n=20) (n=65) (n=43) (n=63) (n=41) (n=25) (n=18) 0 (n=29) (n=34) (n=60) (n=37) (n=11) (n=20) (n=65) (n=43) (n=63) (n=41) (n=25) (n=18)
MM includes tgelarss;%”t?j ?; )at 'egit( 10:? g)fzﬂz:ehmlﬂat'ons rle'?tl)ted W'”l‘_tpo10r21 . Patients with any TEAE 100 97.1 98.3 100 100 100 96.9 100 100 100 100 94.4 Infections and infestations (SOC)
prognosis — del(17p), t(4;14), an :16). romosomal abnormality 1q _ _ _
has also recently been recognized as related to poor prognosis, and has been Patients with any Grade =3 TEAE 96.6 82.4 86.7 78.4 100 70.0 80.0 88.4 85.7 73.2 92.0 72.2 Pneumonia 24 1 20.6 25.0 27.0 27.3 25.0 16.9 16.3 17.5 12.2 28.0 5.6
incorporated into the second revision of R-ISS (R2-ISS)3# Patients with any Grade =5 TEAE* 6.9 2.9 5.0 10.8 27.3 10.0 6.2 9.3 6.3 2.4 0 0 Upper respiratory tract infection 3.4 5.9 3.3 2.7 9.1 0 1.5 0 7.9 2.4 0 5.6
Isatuximab (Isa) is an approved monoclonal antibody that binds to a specific Patients with any treatment emergent SAE 72.4 64.7 70.0 67.6 81.8 55.0 66.2 721 76.2 61.0 68.0 72.2 Others
fnpeltcohpaen%f rgzeogg);% ;fgceptor, inducing the death of MM cells through multiple Patients with any TEAE leading to definitive o e 3.3 135 9.1 250 123 3.3 159 290 0 0 Infusion-related reaction 3.4 0 0 0 9.1 0 0 0 0 0 4.0 0
| | discontinuation ' ' ' ' ' ' ' ' ' ' .
Isa was investigated for the treatment of relapsed/refractory MM in the ICARIA-MM .12 \c it fatal outcome during the treatment period Hype_rtensfon 54 29 7 21 0 0 24.0 50.2 254 19:5 20.0 "1
and IKEMA trials, in combination with pomalidomide and dexamethasone (Pd), and d, dexamethasone; Isa, isatuximab; K, carfilzomib; P, pomalidomide; SAE, serious adverse event; TEAE, treatment-emergent adverse event Cardiac failure 0 0 0 0 0 0 1.5 2.3 4.8 4.9 0 5.6
carfilzomib and dexamethasone (Kd), respectively®’ Hematologic abnormalities
This post hoc analysis of ICARIA-MM and IKEMA data investigates the impact . . . . . . . . Anemi 27.6 14.7 31.7 33.3 36.4 45.0 16.9 23.3 33.3 19.5 28.0 33.3
of Isa-Pd and Isa-Kd on proaression-free survival (PES). overall survival (OS Figure 1. Kaplan-Meier curves of PFS in ICARIA-MM for patients with Figure 2. Kaplan-Meier curves of PFS in IKEMA for patients with nemia _
Prog (PFS), (03), - L L - L o Neutropenia 82.8 76.5 88.3 66.7 81.8 75.0 15.4 7.0 17.5 4.9 40.0 0
and depth of response in patients with ultra-high risk and extended high risk (A) standard risk, (B) extended high-risk, and (C) ultra-high-risk MM (A) standard risk, (B) extended high-risk, and (C) ultra-high-risk MM ' ' ' ' ' ' ' ' ' ' '
(including 1g21+) MM . Thrombocytopenia 31.0 11.8 31.7 33.3 54.5 30.0 21.5 18.6 33.3 31.7 32.0 27.8
METHODS 1.0 Symbol = Censor | Pd | Isa-Pd A 1.09 Symbol = Censor Kd Isa-Kd d, dexamethasone; Isa, isatuximab; K, carfilzomib; P, pomalidomide; SOC, system organ class; TEAE, treatment-emergent adverse event
0.9 1 0.9 -
. . . o 0.8 1 0.8 - . : : : : . : :
The analyses excluded patients with one or more missing high-risk Figure 3. Kaplan-Meier curves of OS for patients with (A) standard risk, Figure 4. Best overall responses in ICARIA-MM by risk category
chromosomal abnormality (CA) information > 077 > 077 (B) extended high-risk, and (C) ultra-high-risk MM in ICARIA-MM 00 T
Standard risk was defined by the absence of the following high-risk CAs — del(17p), S 0.6- S 0.6 A
t(4;14), 1(14;16), and 1921+, which included both gain(1g21) and amp(1921) § 05 fé . 1.0 - Symbol = Censor —+— Pd —— Isa-Pd S
Extended high-risk was defined as the presence of only one of these high-risk CAs s = 5 0.9 - ﬁj:%_i 80
Ultra-high-risk was defined as the presence of 22 high-risk CAs E’f 04 L‘ , E’f 04 0.8 1 S 707
Assessment of cytogenetics in both trials used CD138-selected fluorescence 0.3 - b 0.3 - o, 0.7 H—L\:‘I—L £ 007 52.5 >4.5
in situ hybridisation with a cut-off of 50% for del(17p), and 30% for t(4;14), 02- 02 - = 06- g 0 @
t(14,16) and 1q21+6’7 0.1 01 _C§ 0 L|_|_‘ \—I—l— DCE_S 40 - e 36.4
EEITG 1| HR0.478 (95% CI 0.263-0.866) 1o HRO0.496 (95% C10.294-0.839) 5 04 g S—— 7 s
e T T T T T T T T T T T T T T T T T T 1 T T T T T T T T T T T T T T T T T T 1 20_
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 O 03/ 10 - 114 103 s e s -
] o : Time (months) : Time (months) : : ~ 0 : 0 0 0
At risk, n At risk, n 0.2 - 0 ]
Baseline charac.terlstlcs _ _ Pd 35 24 20 17 14 13 12 11 10 8 7 6 6 5 5 5 3 2 0 Kd 43 40 38 34 31 25 20 16 14 13 11 10 10 8 5 1 1 0 0.1 ORR ~ 2VGPR ~ 2CR | ORR ~ 2VGPR  2CR | ORR ~ 2VGPR  2CR
A total of 194 patients from ICARIA-MM were included for analysis — 101 Isa-Pd sa-Pd 29 23 19 17 16 15 14 12 11 11 11 10 10 10 8 8 8 3 0 sa-Kd 65 61 55 52 51 48 45 41 38 36 35 35 30 29 24 7 0O ' HR 0.1032 (95% CI 0.542-1.972) Standard risk Extended high-risk Ultra high-risk
and 93 Pd B 5 O ———— lsa-Pd, n=29 Pd, n=35 sa-Pd, n=61 Pd, n=38 lsa-Pd, n=11 Pd, n=20
A total of 257 patients from IKEMA were included for analysis — 154 Isa-Kd 107 109 At sk 0 3 6 9 12 15 18 2 2'?im(297(mg?1th:)3 36 39 42 45 48 51 54 57 ngi:cg)mplete rezponr?elor better; d, dgx?tmethasone; Isa, isatuximab; ORR, overall response rate; P, pomalidomide;
and 103 Kd 0.9 - 09 | risk, n > , very good partial response or better
Pd 35 34 32 29 26 22 21 21 21 20 19 19 18 17 16 16 15 9 1 0
The distribution of patients in both trials into standard risk, extended high-risk, 0.8 - 0.8 Isa-Pd 29 28 24 23 23 22 20 16 14 14 14 14 14 13 12 12 12 5 1 O
and ultra-high-risk cytogenetics can be seen in Table 1 07 07 | B 10- Figure 5. Best overall responses in IKEMA by risk category
Of note, the percentage of patients with ultra-high-risk CA was lower in the Isa-Pd = 06 = 06 0.9 - 100 misa-Kd mKd
arm than in the Pd arm in the ICARIA-MM trial. Due to the low collection of 1921+ g g 0.8 004 P8es0 87.5
data, there were few patients in the standard risk and ultra-high-risk categories. g 0.5 4 g 0.5 07 : oo 82.9 80.0,g g
All ultra-high-risk patients in both trials had 1921+, and t(4;14) was the second B 0.4+ D 04- 2 0'6 jg_ ' m.9
O -9 7 - _
most frequent CA, followed by del(17p) and t(14;16) (Table 2) oy O 5 S s % o0 | e e . 64'052.6
Table 1. Summary of cytogenetic status in the ICARIA-MM and IKEMA trials 02 | 02 § 04 - % jg‘ 406
0.1 - ; “= + 0.1 - 0.3 o Y7 32.0
ICARIA-MM IKEMA 00 HR0.645 (95% Cl 0.414-1.006) | , . HR 0.531 (95% CI 0.310-0.908) 0. T 30 - o1 26.3
Risk category, n (%) Isa-Pd Pd All Isa-Kd Kd All 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0.1 - 20
(n=101) (n=93) (N=194) (n=154) (n=103) (N=257) At risk.n Time (months) At risk.n Time (months) 00 HR 0.842 (95% CI 0.533-1.330) 10
Standard risk 29 (28.7) 35(37.6) 64(33.0) 65(42.2) 43 (41.7) 108 (42.0) Pd 38 21 16 12 8 6 3 2 2 2 2 1 1 1 1 1 1 0 Kd41 36 31 27 21 19 15 12 11 8§ 7 5 5 3 3 1 1 0 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 "TTORR 2VGPR _ >CR ORR  2VGPR  =CR ORR  =VGPR  2CR
Extended high-risk 61 (60.4) 38(40.9) 99 (51.0) 64 (41.6) 41(39.8) 105 (40.9) saPd 01 46 st 28 e A B e s s r s s 10 saKd 64 56 56 50 44 37 36 31 20 25 2 21 20 19 M 6 1 0 At risk, n Time (months) | Standard risk Extended high-risk Ultra-high-risk
. . C 1.0 - C 10 - Pd 38 34 28 24 22 19 18 15 15 13 11 10 10 9 8 8 7 3 0 Isa-Kd, n=65 Kd, n=43 Isa-Kd, n=64 Kd, n=41 Isa-Kd, n=25 Kd, n=19
Ultra'hlgh'”Sk 11 (10'9) 20 (21 '5) 31 (16'0) 25 (16'2) 19 (18'4) 44 (17'1) ] Isa-Pd 61 59 51 47 42 39 34 33 28 26 23 21 17 14 14 12 12 6 2 0 2CR, complete response or better; d, dexamethasone; Isa, isatuximab; K, carfilzomib; MRD—, minimal residual disease
d, dexamethasone; Isa, isatuximab; K, carfilzomib; P, pomalidomide 0.9 ] 0.9 7 C 10- —1 negative; 2VGPR, very good partial response or better
0.8 - 0.8 - 0.9 - | |
Table 2. Summary of CAs in ultra-high-risk patients in the ICARIA-MM _ o071 _ 07 08 - E Figure 6. MRD- rates by risk status in IKEMA
and IKEMA trials = 06- = 06- 1 _ 07- .
ICARIA-MM IKEMA S 5. S 5. = 06- H 45 HE LS
N (%) Isa-Pd (n=11) Pd (n=20) Isa-Kd (n=25) Kd (n=19) 5.)' 0.4 - 5;' 0.4 - ;AL‘ 'g 0.5 1 < gg: 33.8 32.8 32.8
L 1 L + o
1921+ 11 (100.0) 20 (100.0) 25 (100.0) 19 (100.0) A 53 0 s H . H § 0.4 1 \j Py gg 28 | 28.0 28.0
7 ] c 257 21.1 21.1 21.
t(4:14) 9 (81.8) 12 (60.0) 19 (76.0) 15 (78.9) 0.2- 0.2- ) ) 0 - 2 201 186 e 209 -
1 + 0.2 A \—| o _ '
del(17p) 5 (45.5) 11 (55.0) 6 (24.0) 9 (47.4) 0.1- . 0.1 - o . — e 116 22 2
(14:16) 0 1 (5.0) 4 (16.0) 0 00 HR.OAB.? (95IA)C|I0.18I8—1.I018)I . .‘ N 004 HRIO.68? (95% Cl 9'34371'38.5) I R 0o HR 0.796 (95% Cl 0.357-1.776) 5]
CA, chromosomal abnormality; d, dexamethasone; Isa, isatuximab; K, carfilzomib; P, pomalidomide 0 3 6 9 12 15 18 21 Tizr::e (fn70nt?1%) 33 36 39 42 45 48 51 54 0 3 6 9 1215 18 Tzl:ne (?:rontﬁ;) 30 33 36 39 42 45 48 (I) é EIS é 1|2 1|5 1|8 2|1 2|4 2|7 3|0 3|3 3|6 3|9 4|2 4|5 4|8 5|1 5|4 5|7 ’ Isa-Kd (n=65) Kd (n=43) Isa-Kd (n=64) Kd (n=41) Isa-Kd (n=25) Kd (n=19)
At risk, n At risk, n At risk. n Time (months) Standard risk Extended high-risk Ultra-high-risk
PFS Pd 20 9 3 2 1 1 1 1110 Kd 19 14 13 10 9 9 8 S5 4 2 2 2 O Pd 20 17 11 11 9 9 6 6 6 5 4 4 4 3 2 2 2 2 1 0 = MRD- rate ®MRD- and >VGPR ®MRD- and >CR
In ICARIA-MM, the median PFS (95% confidence interval [CI]) values for each Isa-pd 119 75 3 2 2 2 2 2 2 2 2 2 2 2 2 10 lsa-kd 25 23 20 17 15 12 10 7 6 6 5 3 3 3 2 2 0 sa-Pd 11 10 9 8 6 6 4 4 4 4 2 2 2 2 2 2 2 1 0 o o N - |
risk Category were as fO”OWS' | | | | | | | | >CR, cqmplete respgnse or better; d, dexamgthasone; Isa, isatuximab; K, carfilzomib; MRD—, minimal residual disease negative;
) Cl, confldencellnterval; d, dexamethasone; HR, hazard ratio; Isa, isatuximab; MM, multiple myeloma; P, pomalidomide; Cl, confidence interval; d, dexamethasone; HR, hazard ratio; Isa, isatuximab; K, carfilzomib; MM, multiple myeloma; Cl, confidence interval; d, dexamethasone; HR, hazard ratio; Isa, isatuximab; MM, multiple myeloma; OS, overall survival; PR, partial response; 2VGPR, very good partial response or better
Standard risk: 19.12 (7.425-49.643) months (mo) with Isa-Pd vs 7.82 PFS, progression-free survival PFS, progression-free survival P, pomalidomide
(3.088-15.146) mo with Pd (Figure 1A) . . o
Extended high-risk: 8.54 (4.895-12.025) mo with Isa-Pd vs 5.88 (2.168-9.758) mo oS Notably, the depth of response achieved by patients receiving Isa was better Safety CONCLUSIONS
with Pd (Figure 1B) In ICARIA-MM, hazard ratios for OS were 1.032 (95% Cl 0.542-1.972), 0.842 across all risk categories in both trials Isa-containing regimens were well tolerated across all risk category subgroups The benefit of Isa on efficacy in the ultra-high-risk and extended high-risk
Ultra-high-risk: 7.49 (2.825-13.799) mo with Isa-Pd vs 3.75 (2.333-5.782) mo (95% C10.533-1.330) and 0.796 (95% Cl 0.357-1.776) for standard risk, In IKEMA, a large difference in very good partial response (VGPR) or better in both the ICARIA-MM and IKEMA trials (Table 3) subgroups was consistent with the primary results of each study
with Pd (Figure 1C) extended high-risk, and ultra-high-risk patients, respectively (Figure 3) and complete response (CR) or better rates can be observed between Isa-Kd The incidence of Grade 23 treatment-emergent adverse events (TEAEs) was |sa-containing regimens led to a benefit in PFS regardless of risk category
In IKEMA, median PFS (95% Cl) values for each risk category were as follows: The .Kaplan-Meier curve for st;andard risk patientg Qiffgred to that of the and Kd across all risk categories g]ceneliallythlgher |n_t’Lhtehlsa-contf_unmg:ic atrm éhag c_olr:trolt_ln t;ot_h :&alzlf\}l'&egardless Depth of response by patients receiving Isa-containing regimens was better
Standard risk: 42.38 (26.283-not reached [NR]) mo with Isa-Kd vs 20.27 ﬁyt;]hs_hidclgAI\RlA-l_\/lM LeSUItS due t]f’ the reclas_srl]flcatlon of 1_qi1(;’ Aas a The overall response rate (ORR) in IKEMA was also consistent with that of the ODersI,S itgahiegrlwzrry’e\;(w . ree ?::ﬁg IISQ ;’r; :groasrs :”SS pba Ireon Sslri]n both trials than that of the control arm in both trials across all cytogenetic risk subgroups
(15.244-28.189) mo with Kd (Figure 2A) 'gn-nis , lowering the nqm.ber of patients with standard ris intention-to-treat analysis, but with increased depth of response in this post bl 9 posu Al subgroup . While few patients had ultra-high-risk cytogenetics in this post hoc analysis,
o _ The OS data for IKEMA are still immature . as evidenced by the total number of cycles, patients with any TEAE leading o :
Extended high-risk: 31.11 (22.144-NR) mo with Isa-Kd vs 18.99 hoc analysis . . . . there seemed to be an overall benefit in PFS and response rates with Isa-
g _ _ to treatment discontinuation were generally similar between arms across ntaining redimen ntrol arm
(10.283-25.035) mo with Kd (Figure 2B) Response rates A summary of minimal residual disease negativity (MRD-) rates by risk status populations, with the exception of standard risk patients in ICARIA-MM containing regimens vs controf arms.
Ultra-high-risk: 17.08 (11.433-30.160) mo with Isa-Kd vs 16.16 (4.008-24.969) A summary of best overall responses in ICARIA-MM and IKEMA by cytogenetic in IKEMA are shown in Figure 6, where higher rates of MRD- are observed A summary of selected Grade =3 TEAEs and hematologic abnormalities in both Ultra-hlgh-r]sk patients are a populatlon of un_met need as they have a less
mo with Kd (Figure 2C) risk are seen in Figures 4 and 5 with Isa trials is seen in Table 4 clear benefit compared with standard risk patients
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