Real-world Experience With Isatuximab in Patients With Relapsed and/or Refractory Multiple Myeloma (RRMM):
JIONA-MM Second Interim Analysis
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INTRODUCTION Table 1. Baseline patient characteristics Figure 1. Response rates Tab.le 2. Safety summary

Isa-Pd (n=230) Isa-Kd (n=156) 100 - _ 3 Patients, n (%) Isa-Pd (n=239) Isa-Kd (n=167)
Isatuximab (Isa), an immunoglobulin G1 monoclonal antibody, targets a specific epitope of 5 0 1 (90 WORR m=VEPR #=CR Any TEAE 167 (69.9) 129 (77.2)
, , . ) . 13 , 90 -
gl:wr::; SC taZIESS, rl1r:/uemsnh%vn\/1r}1/ T:]c;mbaer?ztlitgeo?‘tgdvc;?nr;lIJslgptls Q’Zaer?crl]:rnc;stgikbone regimens <05 years 02(21.0) 02(39.7) Grade 23 TEAE 119 (49.8) 1 (@2:)
, _ 80 1 75.7 : a
with the combination therapies isatuximab-pomalidomide-dexamethasone (Isa-Pd; in the 25574 years g: (gg'g) g? (4118'3) 72.1 TEAE leading to death 15(6.3) 10 (6.0)
ICARIA-MM trial)* and isatuximab-carfilzomib-dexamethasone (Isa-Kd; in the IKEMA trialjss =7 Years 5% =) _T0- Treatment-emergent SAE 91 (38.1) 50 (29.9)
being approved for the treatment of relapsed and/or refractory multiple myeloma (RRMM) ISS stage, n (%) X 60 - TEAE leading to definitive Isa discontinuation 29 (12.1) 17 (10.2)
in numerous geographic areas®’ Stage | 4097 (41.2) 21178 (34.6) 2 Treatment-related TEAE 145 (60.7) 107 (64.1)
Isa, In combination with bortezomib, Ienalidomide, and dexamethasone (VRd), was Stage I 32197 (330) 23/78 (295) § 390 aAEs leading to death were considered possibly related to Isa treatment in 2 patients each in the Isa-Pd and Isa-Kd cohorts. In the Isa-Pd cohort, the
recently approved by the FOOd and Drug Administration fOr treating adult patients Stage [ | 25/97 (258) 28/78 (359) nt-u 40 - ’ 34 6 :ﬁslsticg\;(f)?grjgsztysmigigze&"l;r:g%ergt:neum and decreased neutrophil count. In the Isa-Kd cohort, reasons for death were disease progression and
with new|y diagnosed mu|t|p|e mye|oma who are not e||g|b|e for auto|ogous stem cell High-risk cytogenetics,? n (%) 30 - d, dexamethasone; Isa, isatuximab; K, carfilzomib; P, pomalidomide; SAE, serious adverse event; TEAE, treatment-emergent adverse event.
transplant?; this approval was based on positive results from the IMROZ Phase 3 study, Yes 23/145 (15.9) 26/104 (25.0) 189 23.0
which demonstrated significantly improved progression-free survival (PFS) and deep, No 112/145 (77.2) 76/104 (73.1) 20 1 15.1 | 14.0 5 . : ,
sustained responses with Isa-VRd compared with VRd alone in this population? T 10145 (6.9) 21104 (1.9) . Table 3. Most common TEAEs? and incidences of selected cardiac disorders
The IMAGE study recently reported real-world effectiveness and safety of Isa-Pd in 1921 abnormalities, n (%) 0 Patients, n (%) Isa-Pd (n=239) Isa-Kd (n=167)
patients with RRMM in an early access program in France® 1921 gain/amplification 38/145 (26.2) 30/104 (28.8) Isa-Pd Isa-Kd Isa-Pd lsa-Kd MedDRA PT All grades Grade 23 All grades Grade 23
We previously reported the results of the first interim analysis of the multinational Isolated 1921 gain/amplification 7/145 (4.8) 7/104 (6.7) Overall Lenalidomide-refractory Neutropenia 65 (27.2) 62 (25.9) 15 (9.0) 7 (4.2)
IONA-MM registry StUdy (NCTO4458831) for patients with RRMM treated with Isa in the Frailty status,” n (%) COVID-19 9 (12.1 6 (2.5 15 (9.0 2 (1.2
_ : i : i ' ili i Toti . =CR, complete response or better; d, dexamethasone; Isa, isatuximab; K, carfilzomib; ORR, overall response rate; P, pomalidomide; B ( " ) ( ) ) ( ’ ) ( ’ )
treatment exposure, and safety Intermediate 20/158 (18.4) 33/124 (26.6) neumonia (10.9) (7.5) (6:6) (4.8)
Here, we present updated results from the second interim analysis, planned based on Frail 123/158 (77.8) 771124 (62.1) PFS Diarrhea 26 (10.9) 5 (2.1) 19 (11.4) 1(0.6)
enroliment, of IONA-MM, including updated baseline characteristics, efficacy, and safety data  pedian time from initial diagnosis (Q1-Q3), years 5.0 (2.6—7.6) 4.1(2.1-6.3) After a m_edian time on study of 11.2 months (Isa-Pd) and 9.6 months (Isa-Kd.) at the time Neutrophil count decreased 20 (8.4) 17 (7.1) 4 (2.4) 3(1.8)
Median number of prior lines (Q1-Q3) 2.0 (2.0-4.0) 2.0 (1.0-3.0) of analysis, the median PFS (mPFS) was 20.4 months (95% CI: 15.6—not estimable [NE]) Infusion-related reaction 9 (7.9) 2 (0.8) 26 (15.6) 4 (2.4)
METHODS Number of prior lines, n (%) with Isa-Pd and was not reached (95% CI: 15.7-NE) with Isa-Kd (Figure 2) Anemia 8 (7.5) 9 (3.8) 23 (13.8) 8 (4.8)
, , , _ L _ , 1 47/227 (20.6) 65/154 (42.2) At month 30, 45.8% and 57.8% of patients in the Isa-Pd and Isa-Kd cohorts, respectively, .
\I/atl;I\AI\'\;I\R/II\I\/IA I\l/lst?;af[);(?(xir;ﬁ,l Qg?r-]lr;t?er\;?rxmc?lé errt1J[LiJrI]t|nat|onaI, observational study of patients 5 701227 (30.7) 33/154 (21.4) had neither died nor experienced disease progression (F:atlgu.e | (; ?) 2 (8.8) 132 (1752) 2 ((1).2)
Patient 4>18 - ved >1 or I'g £ h fivel 4 3 45/227 (19.7) 21/154 (13.6) In the lenalidomide-refractory subgroup, the mPFS was 18.2 months (95% CI: 11.7-NE) SSpEIon gl (1.8)
atients aged =10 years Wno received =1 prior inc ol herapy Were prospeclively an >4 65/227 (28. 35/154 (227 with Isa-Pd and was not reached (95% ClI: 14.6-NE) with Isa-Kd Cough 7(7.1) 0 11 (6.6) 0
retrospectively enrolled (if exposed to Isa for <3 months) T ———" _ (%) 0 (28.5) 5154 (22.7) - 5 Kablan-M f f | Srerdiiie 6 (6.7) 1(0.4) 13 (7.8) 1(0.6)
: L - : ain prior therapies, n (7o igure 2. Kaplan-Meier curves of progression-free surviva ' ' '
%ea;ungtphys;mabns de’ilermlnec.j Idsi treatmte:wt b.ef.ct>.ret.and mzllepe?dentl.of. stlIde enrollmetnt DI 212 (92.2) 134 (85.9) Asthenia 4 (5.9) 1(0.4) 9 (5.4) 2 (1.2)
e treatment observation period began at Isa initiation, and routine clinical assessments :
were collected at 4 weeks and every 3 months after treatment initiation up to 30 days after Bort.ezom.|b 184 (80.0) 129 (82.7) 100 { —tnihy — lsa-Pd Nausea 4 (5.9) 0 18 (10.8) 1(0.6)
discontinuation (?arfllzomlb 101 (439) 21 (135) -y o I:Z—Kd Back pain (5 9) 1 (04) 2 (12) 1 (06)
Upon discontinuation, patients were followed up for a maximum of 6 months IMLIEnaIidomide 123 2222; 12; g;?; ! + Censored Dyspnea 4 (5.9) 3(1.3) 11 (6.6) 0
Primary outcome measures included overall response rate (ORR), very good partial Sl eleriiels 41 (17_é) 34 (21.5) 80 - Y Platelet count decreased 4 (5.9) 11 (4.6) 9 (5.4) 7(4.2)
response or better (ZVGPR) rate, complete response or better (=CR) rate, duration of Monoclonal antibodies 87 (37.8) 60 (38.5) Thrombocytopenia 11 (4.6) 3 (1.3) 21 (12.6) 10 (6.0)
response (DOR), time to first response, PFS, time to subsequent anti-MM therapy, quality ' ' mPFS: NE P : 7(2.9 0 21 (12.6 9 (1.2
of life, and adverse events (AES) Daratumumab 77 (33.5) 53 (34.0) N . (95% Cl: 15.7-NE) yrexia (2.9) (12.6) (1.2)
I . . 0 - . L L . g
AEs and laboratory abnormalities were graded according to Common Terminology Criteria Refractory to Ienal!dom!de, n (%) o 139 (60.4) 81 (51.9) < B Nasopharyngitis 6(2.5) 0 12(7.2) 0
for Adverse Events (CTCAE) v5.0 Refractory to lenalidomide at last prior line, n (%) 46 (20.0) 33 (21.2) = Vomiting 2 (0.8) 0 13 (7.8) 1(0.6)
RESULTS Refractory to IMiD and PI, n (%) 32 (13.9) 14 (9.0) 40 1 mPrsS: 20.4 months : :
Refractory to daratumumab, n (%) 65 (28.3) 37 (23.7) (5% CLT5.6-NE) Card.lac dlSOI’dGI;S MedDRA HLGT
As of December 31, 2023, the patient inclusion cutoff, 429 patients (Safety popu|ation) LHiEh-risk cyto%e?_eti%s derived from FISkH. Yes V}/as deifinedbas ﬂﬁsencebof del(?_Zp),_ t(ﬁ;;d_ft), or t(14;16); No was defined as none of thescclat?]bnorr?alities; Cardiac arrhythmias 11 (46) 3 (1 3) 4 (24) 1 (06)
were enrolled and had received =1 dose of Isa in combination with Pd (n:239), orin ngrg?\\,c\)lpmv;?_s efine .as m|ss.|ng or un n.own information about these a norma_l |e.s.a |em\-°, were r11|ss.|ng, or some w%re mlss:mg.an e res 20 - —+ Heart failures 5 (21) 2 (08) 4 (24) 3 (1 8)
combination with Kd (n=167), or other Isa-based regimens (n=23) gg:t fgésrevlv(esiz%?f%ﬂg_%é& %ﬁ:gc?ezig?r#@é?3??%%212%?:68?(33%%(?ﬁ?rngc_ooe'gg?s:é%ar%sfﬁr%éé;_;E%%rﬁefrg_’if E%réébzz_{f? ’ yeT:_)[’) Coronary artery disorders 0 0 1(0.6) 0
Among them, 408 patients (Isa-Pd, 230; Isa-Kd, 156; other Isa-based regimens, 22) had mimunomodulatory drug: sa, isafuximab 188, mforational staging System: K. carfizomib: B pomalidomide: Pl. proteasome ihibtor; O, quarile. *MedDRA PT with Incidence 25% i elther the Isa.Pd or IsaKd cohort. R o
>1 post-baseline assessment by March 31, 2024, the data cutoff for the enrolled patients 0l | | | | | | | | | | | | | | BT oraforod tom: TEAE. trestmont-omersont scvares svant - coizomio: MedbiRA, Medical bictionary for Regulatory Activities: P pomalidomide:
Patients were enrolled from the United States, Japan, Germany, France, Italy, Spain, Treatment Exposure 0 3 6 9 12 15 18 21 24 27 30 33 36 I 42
United Kingdom, Switzerland, Argentina, Austria, Belgium, Hong Kong, Netherlands, and The median relative dose intensity of Isa in this real-world cohort was 78.3% and 76.1% in Months after the first dose of isatuximab CONCLUSIONS
United Arab Emirates the Isa-Pd and Isa-Kd cohorts, respectively Number at risk
Other Isa-based regimens received (n=23) included Isa-dexamethasone (n=10); Isa alone The median number of 28-day treatment cycles received was 14.0 in the Isa-Pd cohort and lsa-Pd 230 185 141 109 81 58 43 24 14 8 3 2 0 The reSU_ltS_Of this_ second interim ?nalySiS of the IONA-MM study in(_jicate that |Sa'_
and Isa-lenalidomide-dexamethasone (n=3 each); Isa-carfilzomib-cyclophosphamide- 12.0 in the Isa-Kd cohort saKd 156 137 99 68 42 26 16 5 3 0 Kd has similar efficacy and safety in t6he real world to that observed in the IKEMA trial
dexamethasone (n=2); and Isa-pomalidomide, Isa-carfilzomib-methylprednisolone- Response Rates (MPFS not reached vs 35.7 months),” despite IONA-MM including a higher proportion of
dexamethasone, ISa—CarfiIZomib-pomaIidomide—dexamethasone, Isa-ixazomib- R in the | P | K h in Fi 1 d, dexamethasone; Isa, isatuximab; K, carfilzomib; m, median; NE, not estimable; P, pomalidomide; PFS, progression-free survival. patlentS who were refraCtory to lenalidomide and daratumumab
poma]idomide_dexamethasgne, and |Sa_se|inexor_carﬁ|Zomib_poma|idomide_ esponse rates in the Isa-Pd and |sa-Kd cohorts can be seen in igure The mPFS with Isa-Pd was numerically Ionger in IONA-MM than in the ICARIA-MM trial
dexamethasone (n=1 each) Overall, Isa-Pd patients had an ORR of 64.5%, 2VGPR of 39.0%, and 2CR of 15.1%; in Safety (20.4 vs 11.5 months)*
Baseline Patient Characteristics the Isa-Kd cohort, the rates were 75.7%, 47.7%, and 18.9%, respectively All-grade treatment-emergent AEs (TEAEs) occurred in 69.9% and 77.2% of Isa-Pd and However, patients in ICARIA-MM had a median 3 prior lines of therapy* (vs 2 in IONA-
| _ o | Patients who were refractory to lenalidomide had an ORR of 61.7% and 72.1% in the Isa- Isa-Kd patients, respectively, and grade =3 TEAEs occurred in 49.8% (Isa-Pd) and 42.5% MM), and over 90% of patients were lenalidomide-refractory* (vs ~60% in IONA-MM)
Baseline patient characteristics are presented in Table 1 Pd and Isa-Kd cohorts, respectively, consistent with the findings in the overall population (Isa-Kd) of patients Results for lenalidomide-refractory patients were consistent with those in the overall
3513.2‘%061‘;%-%— and 1?[_-9cy|° of Isa-Kd-treated patients were aged 275 years (median age: 34.6% and 49.2% of lenalidomide-refractory patients had 2VGPR, and 14.0% and A safety summary is presented in Table 2 patient population in IONA-MM
. . o
an . .years, respec lv.e Y) o | . . 23.0% had =2CR Table 3 presents the most common TEAEs, with an incidence 5% in either the Isa-Pd Comr;ared with the O_RR in the overall Isa-Pd cohc_)rt (64.5%) and ov?)rall |sa-Kd g:ohort
A majority were frail (using a simplified frailty score)™ in both cohorts (Isa-Pd, 77.8%; Patients refractory to lenalidomide at last prior line had an ORR of 63.2% and 75.0% in the or Isa-Kd cohort, as well as selected cardiac disorders (Medical Dictionary for Regulatory (5o o)l OIRIR b (ISl [ U SRlEImATE S-IE Ty SUSEIRUID (781 @] G223 10
15.9% (Isa-fpdd)l (a1n7d )25t(91 /;) 4(;83-}??1)402 g)atlents had high-risk cytogenetics, defined as the 28.9% and 54.2% of these patients, respectively, had 2VGPR, while 10.5% and 25.0% In both cohorts, the proportions of patients experiencing all-grade cardiac arrhythmias, obge?’f/]aetignlasroalnecj?n I?r?é wit?]r]thesgzlota\llvfg Anlgiellgal\%:/laanec’l f}(()gls\;liesr;u(\;\?esﬁrewous
presence or ael(1/p), l{4,14), or : had =2CR heart failures, or coronary artery disorders were <5% ’ . . . . ) .
26.2% (Isa-Pd) and 28.8% (Isa-Kd) of patients had 1a21 qain/ lificati . . o) o/ : . Y d - . Rates of TEAESs leading to discontinuation of Isa were low in both cohorts
2% (Isa-Pd) an .8% (lsa-Kd) of patients had 1921 gain/amplification ORR in patients refractory to daratumumab was 41.7% in the Isa-Pd cohort and 63.0% in Among TEAEs of special interest, all-grade neutropenia occurred in 34.3% of the Isa-Pd These dat t th fleq i P ith Pd and Kd in RRMM outside of clinical
Patients in both the Isa-Pd and Isa-Kd cohorts had a median of 2 prior lines of therapy, the Isa-Kd cohort; among daratumumab-naive patients, the ORR was 73.7% in the Isa-Pd cohort and 11.4% of the Isa-Kd cohort (27.2% and 9.0% for neutropenia as a MedDRA triaeI:eanz ?nsvté?dpgr Oeu‘fﬁfn;ﬁ]:t ?r?é?uér;ael%newl and ?ennandolrr:]ide-refrggtgl ; c;ticelrr:;ga
whereas those who received other Isa-based regimens had a median of 4 prior lines of therapy cohort and 82.2% in the Isa-Kd cohort preferred term), and all-grade infusion-associated reactions (IARs) occurred in 10.9% and POP . .y . . P
60.4% of Isa-Pd— and 51.9% of Isa-Kd—treated patients were refractory to lenalidomide; The median DOR was 30.8 months in the Isa-Pd cohort and was not reached in the 19.8% of patients, respectively (2.1% and 4.2% of patients experienced grade 23 |IARs) tlc-)rl]liv?:c;j };r?llogg’?af\(l)vritﬁnl:)?]lIgngf?élllgv'\a/\-uugpu\?vti||28§Lt,eggvr\t/§(\j/ei:], &flfuqtsrgontlnue to be
28.3% and 23.7%, respectively, were refractory to daratumumab |sa-Kd cohort 2.1% of Isa-Pd and 3.0% of Isa-Kd patients experienced grade =3 |IARs during the first cycle
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