Comparative Analysis of Subcutaneous Isa VRd (ISASOCUT) and Intravenous Isa VRd (IMROZ) in Patients
With Transplant-Ineligible Newly Diagnosed Multiple Myeloma Across Age Groups
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Introduction Results

e In patients with transplant-ineligible newly diagnosed multiple myeloma (Ti-NDMM), Baseline Demographics and Disease Characteristics

TABLE 3. Overall safety summary, selected TEAEs, and hematological laboratory abnormalities at 8-month follow-up by age
subgroup (safety population)

isatuximab given intravenously in combination with bortezomib, lenalidomide, e Baseline demographics and disease characteristics were generally similar between Isa SC OBI VRd (ISASOCUT) and Isa IV VRd (IMROZ)
populations (Table 1)

and dexamethasone (Isa IV VRd) has been approved in the United States, European

?ﬁé%%;;&?&%ﬂna’ and several other countries, based on the phase 3 IMROZ study * At baseline, ISASOCUT had lower soft-tissue plasmacytoma rates, and slightly higher rates of patients aged 275 years, with stage III R-ISS, Isa SC OBI VRd Isa IV VRd Isa SC OBI VRd Isa IV VRd
o _ _ o _ and with high-risk chromosomal abnormalities (Table 1) (N=74) (CErLi) CEYZ)) (N=263)
o Utilizing the innovative on-body injector (OBI), efficacy and safety of subcutaneous A
. : . : . . ge <75 Age <75 Age =75 Age =75
Isa in combination with VRd (Isa SC OBI VRd) have recently been demonstrated in patients TABLE 1. Baseline demographics and disease characteristics (N=49) (N=195) (N=25) (N=68)
with Ti-NDMM (ISASOCUT study, NCT05889221)° ] TEAE overview, n (%)

o At kg_y d|_ffer?nc§ t”; trsatrtnent agl;wlnlsyratlo? :ch_edl_JIes bEIthen_the IMR?(Z irld4ISfASOC|.L,JT Isa SC OBI VRd (N=74) Isa IV VRd (N=265) Any TEAE | 49 (100) 193 (99.0) 25 (100) 66 (97.1)
studies invoive € bortezomib regimen: twice-wee Yf uring weeks OT eac Age in years by category, n (%) Grade >3 non-hematological TEAE 19 (38.8) 121 (62.1) 13 (52.0) 40 (58.8)
Cvc:e l1n_1|"i|;g§ ggw_llﬁl‘ed with weekly in cycles 2-12 following twice-weekly in <75 years 49 (66.2) 196 (74.0) Grade >3 treatment-related non-hematological TEAE 12 (24.5) 87 (44.6) 5 (20.0) 28 (41.2)
cycle 1 in ' | ' Serious TEAE 15 (30.6) 85 (43.6) 11 (44.0) 26 (38.2)

_ _ _ _ _ >75 years 25 (33.8) 69 (26.0)
" (PN) 26 5 key dose-limiting toxicity, often requiring dose reduction/discontmuation” Baseline weight (ig), mean (SD) 711 15.5) 724 15:5) crade 5 TEAE with fatal outcome during the treatment, perioc e G L6 P
3 / ECOG PS, n (%) rade -WI ata _o_u_come urlr_mg e_ rea_men perio : : :

- Weekly bortezomib has demonstrated significant clinical benefit and favorable tolerability 0 26 (35.1) 123 (46.4) Any TEAE leading to definitive study discontinuation 0 16 (8.2) 2 (8.0) /7 (10.3)
in Ti-NDMM patients across multiple studies, with its efficacy within the Isa-VRd regimen 1 41 (55.4) 112 (42.3) Any TEAE leading to partial/ permanent discontinuation of bortezomib 6 (12.2) 18 (9.2) 2 (8.0) 14 (20.6)
compared with Isa-Rd notably evidenced by the phase 3 BENEFIT study’ ! 5 7 (9.5) 29 (10.9) Any TEAE leading to discontinuation of isatuximab 0 3 (1.5) 0 0

~ Optimizing bortezomib dosing to decrease the incidence of PN while maintaining efficacy 3 0 1 (0.4) Any nervous_ s_yftem disorder TEAEs leading to bortezomib dose reduction 7 (14.3) 73 (37.4) 7 (28.0) 24 (35.3)
is crucial, especially in older patients!? Participants with soft-tissue plasmacytoma at study entry as per eCRF, n (%) 1(1.4) 49 (18.5) Selected toxicities, n_(%) _

) ) R-ISS stage at study entry, n (%) All-grade resplra_tory mf_ectlon_s 20 (40.8) 118 (60.5) 9 (36.0) 39 (57.4)
Her_e, we evaluate the comparative safety and eiiflcacy of the Isa SC OBI VRd Stage I 17 (23.0) 66 (24.9) Grade >3 resplrato.ry mfect.lonfs 3 (6.1) 38 (19.5) 3 (12.0) 9 (13.2)
regimen from ISASO_CUT and t_he Isa_ IV_VRd regimen from IMROZ at 8 months of Stage II 35 (47.3) 163 (61.5) Grade >3 n_eujcrope_nlc comp_llcatlonsa 1 (2.0) 8 (4.1) 1 (4.0) 2 (3.0)
follow-up after the first dose, including in patients <75 years old and =75 years old Stage III 13 (17.6) 27 (10.2) Any systemic infusion reactions 3 (6.1) 45 (23.1) 1 (4.0) 15 (22.1)
Unknown/missing 9 (12.2) 9 (3.4) All-grade polyneuropathy 0.0 13 (6.7) 0.0 3 (1.5)
Cytogenetic risk, n (%) All-grade peripheral neuropathy 24 (49.0) 110 (56.4) 9 (36.0) 40 (58.8)
MEthOdS High-risk CA 16 (21.6) 40 (15.1) Grade =2 peripheral neuropathy 11 (22.4) 74 (37.9) 5 (20.0) 29 (42.6)
- Grade 3 peripheral neuropathy 1 (2.0) 17 (8.7) 0.0 4 (5.9)
. . : : . . ) Standard-risk CA 48 (64.9) 207 (78.1) _
° II;;;E:E/;;SS Ifnr(g;dzdd?satﬂqecl?ct:tnvéﬁgs-réFl\ilgm-l\:)-treatEd with Isa-based quadruplet Unknown or missing 10 (13.5) 18 (6.8) Grade 4 peripheral neuropathy 0.0 1 (0.5) 0.0 1 (1.5)
: . _ eGFR <60 mL/min/1.73m? 17 (23.0) 66 (24.9) Grade 5 _perlpheral neuropathy - 0.0 0.0 0.0 0.0

- Isa SC OBI VRd patients from ISASOCUT, an externally-sponsored, prospective, Hematological laboratory abnormalities, n/N (%)
multicenter, phase 2 study (N=74) All-grade neutropenia 30/42 (71.4) 150/195 (76.9) 19/25 (76.0) 56/68 (82.4)

- Isa IV VRd patients from IMROZ, a company-sponsored, global, randomized, phase 3 Sajety o _ o _ _ _ All-grade anemia 49/49 (100) 191/195 (97.9) 24/25 (96.0) 67/68 (98.5)
study (N=265) e The incidences of TEAEs and serious TEAEs were gener_ally similar be’_cween the Isa SC OBI VRd and Isa IV VRc_I populations, with a higher rate All-grade thrombocytopenia 40/48 (83.3) 178/195 (91.3) 22/25 (88.0) 67/68 (98.5)

e AE repOrting criteria for hemat0|Ogica| |aboratory abnormalities differed between the Of nervous system disorder TEAEs leadlng to bortezomib dose reduction observed in the Isa IV VRd group (tW|ce-WeekIy V) vs Isa SC OBI VRd 2Reporting criteria for neutropenia and hematological events differed between the studies. In ISASOCUT, all such events (grade 1-5) were recorded as TEAEs, regardless of clinical significance. In IMROZ, they were reported
studies: (Weekly V) (Table 2) as TEAEs if they led to treatment changes, met a serious criterion, or were defined as an AESI.

— ISASOCUT: all laboratory abnormalities (grade 1-4) were recorded as TEAEs, regardless

of clinical significance

- IMROZ: laboratory abnormalities were reported as TEAEs if they led to treatment changes,
met a serious criterion, or were defined as an AESI

Planned bortezomib (V) dosing
The full V planned dose is slightly lower in IMROZ (41.6 mg/m?) than in ISASOCUT

e The incidence of respiratory infections was higher in the Isa IV VRd group compared to the Isa SC OBI VRd group (Table 2)

e Systemic infusion reaction rates were lower with Isa SC OBI VRd (5%) vs Isa IV VRd (22.8%) (Table 2)
e Hematological laboratory abnormalities neutropenia and thrombocytopenia showed similar incidences in the 2 treatment populations (Table 2)

TABLE 2. Overall safety summary, selected TEAEs, and hematological laboratory abnormalities at 8-month follow-up (safety

population)

Efficacy
e Isa SC OBI VRd (weekly V) and Isa IV VRd (twice-weekly V) showed high and generally comparable ORRs and =VGPR rates regardless of age

- 2=VGPR rates for Isa SC OBI VRd and Isa IV VRd were 87.8% and 83.2%, respectively (RR: 1.055; 95% CI: 0.934-1.192) in the <75 age
subgroup and 80.0% and 82.6%, respectively (RR: 0.968; 95% CI: 0.774-1.211), in the =75 age subgroup

e CR rates are not directly comparable between the 2 studies because of differing bone marrow aspiration timing, with aspirations performed
upon CR (or VGPR plateau) in IMROZ, whereas in ISASOCUT the timing was fixed at 8 months

(48.1 mg/mz) Isa SC OBI VRd (N=74 Isa IV VRd (N=263
i sa = sa —
e However, with a follow-up of 8 months post-C1D1: TEAE _ N ( ) ( ) Ke C nCI Si ns
.. . . overview, n
— The full planned V dose has been administered in IMROZ patients (41.6 mg/m?) Ay TEAE 0 (%) 7 (6180) 250 (G55 y o usio
ny :
_ i i i 2 i . .
ISASOCUT patients would have received approximately 32.5 mg/m? (assuming Grade >3 non-hematological TEAE 32 (43.2) 161 (61.2) e The analysis of Isa SC OBI VRd (weekly V) from the ISASOCUT study and Isa IV VRd (twice-weekly V) from the IMROZ study showed that
full V dose and no cycle delay) et 2 (e s mem-hesislaeli] TRAE 17 (23.0) 115 (43.7) safety and efficacy were consistent between the treatment groups with no new safety signals, further supporting the efficacy and safety
- ' ' of the OBI delivery method
FIGURE. Study desi f ISASOCUT and IMROZ clinical trial Serious TEAE 26 (35.1) 111 (42.2) Y - | -
- Study designs o 2 cllitfez o el Tl (ot e ST 13 (17.6) 61 (23.2) — Systemic infusion reaction rates were lower with Isa SC OBI VRd than with Isa IV VRd for both age subgroups
- ~ Grade 5 TEAE with fatal outcome during the treatment period 1 (1.4) 11 (4.2) — ORRs and =VGPR rates were comparable in the Isa SC OBI and Isa IV VRd populations, regardless of age subgroup
B ISASOCUT® Any TEAE leading to definitive discontinuation of all study treatment > (2.7) 23 (8.7) e There was a lower incidence of PN with Isa SC OBI VRd (weekly V) than with Isa IV VRd (twice-weekly V), regardless of age subgroup
) | | . . :
@ % Any TEAE leading to discontinuation of isatuximab 0 3 (1.1) - SpeC|f|Ca”y, Only 1 patlent treated with Isa SC OBI VRd (Weekly V) had grade >3 PN
NDMM N=74 c e Sy TEARE leaeling (© dheeemimuErisn o Serizmeml 8 (10.8) 32 (12.2) ~ No patient from the Isa SC OBI VRd group (weekly V) in either age subgroup experienced a grade >3 nervous system disorder TEAE
Q_ = . -
O Any nervous system disorder TEAE leading to bortezomib dose reduction 14 (18.9) 97 (36.9) leading to bortezomib dose reduction
Day 1 8 15 22 28 1 8 15 22 28 1 8 15 22 28 Selected toxicities, n (%) e These findings suggest that the weekly bortezomib schedule in an Isa-based quadruplet regimen, as administered in the ISASOCUT study,
All-grade respiratory infections 29 (39.2) 157 (59.7) may be more tolerable for patients than the twice-weekly schedule administered in IMROZ with regard to PN, while maintaining efficacy
I I I I I I I . . . ' ' in patients aged <75 years and =75 years
N + Grade =3 respiratory infections 6 (8.1) 47 (17.9) _ _ _ _ _ _
- I I I I 0 I I I ™ Crade >3 meutrosenic comolicatione > (2.9 10 (3.8) e The efficacy and safety profile of Isa-based quadruplet therapy (Isa VRd) in ISASOCUT was consistent with what was observed in the
. o P = P P ' ' IMROZ study as well as in the BENEFIT study in Ti-NDMM patients!61!
R PO 25 mg sy D1-21 S D1-21 S D1-21 All-grade polyneuropathy 0.00 16 (8.2)
>
O © All-grade peripheral neuropathy 33 (44.6) 150 (57.0) References
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(1) £ [ V) R (No8S) All-grade neutropenia 49/67 (73.1) 206/263 (78.3) Abbreviations
- wice-weekly = . AE, adverse event; AESI, adverse event of special interest; C, cycle; CA, chromosomal abnormality; CR, complete response; D, day; d, dexamethasone; ECOG PS, Eastern Cooperative Oncology Group performance status;
NDMM N=446 .8 i A”_grade anemia 73/74 (98'6) 258/263 (98'1) eCREF, electronic case report form; eGFR, estimated glomerular filtration rate; Isa, isatuximab; IV, intravenous; NDMM, newly diagnosed multiple myeloma; OBI, on-body injector; ORR, overall response rate; P, pomalidomide;
c f] Isa IV VRd (twice-weekly V)/ Isa IV Rd (N=265) All-grade thrombocytopenia 62/73 (84.9) 245/263 (93.2) PN, peripheral neuropathy; PO, orally; QIW, 4 times per week; R, lenalidomide; R-ISS, Revised International Staging System; RRMM, relapsed/refractory multiple myeloma; SC, subcutaneous; TEAE, treatment-emergent
g | ) adverse event; V, bortezomib; VGPR, very good partial response.
*Reporting criteria for neutropenia and hematologica! event; differed between .the studies. In ISASOCUT, all such events (grade 1-5) were recorded as TEAEs, regardless of clinical significance. In IMROZ, they were reported Disclosures
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e Only 1 patient in the Isa SC OBI VRd (weekly V) had grade 3 PN in the <75 age subgroup vs none in the =75 age subgroup, whereas 8.7% and
5.9% of Isa IV VRd patients experienced grade 3 PN, respectively (Table 3)

210 mg/day if eGFR 30-<60 mL/min/1.73 m?; *If aged =75 years, d was administered on days 1, 4, 8, 11, 15, 22, 25, 29, and 32.
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