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Elranatamab Fixed Dosing:
The Optimal Dosing Strateqy for

Figure 1. Overview of BW quartiles?

Background Methods

Bispecific T-cell engagers (TCEs) are a promising modality for cancer Data from the phase 2 MagnetisMM-3 trial (NCT04649359) were used to

treatment,’ and evaluation of dosing strategies, including utilization of BW- evaluate the impact of BW on the PK, safety, and efficacy of elranatamab®

Safety, Effl CaCy, din d CO nvenience based versus fixed dosing, is essential to ensure optimal therapeutic outcomes - Patients were classified into quartiles (Q) according to their baseline BW to Lowest N s & @ edian S s & @ Highest
. - Elranatamab is a bispecific TCE that targets B-cell maturation antigen (BCMA) either Q1 (<25th percentile), Q2 (>25th to < median), Q3 (> median to <75th (36'?;’ng) BW @ f_‘g"’kg) BW (153\25ng)
AC ross BOdy We i g hts on myeloma cells and CD3 on T cells? percentile), or Q4 (>75th percentile) (Figure 1) (61.8 kg) (84.4 kg)
— Elranatamab is approved for the treatment of adult patients with RRMM?2-4 — This trial comprised 2 cohorts: Cohort A (n=123) included patients who had not | v ! '
« Here, we provide data evaluating the impact of BW on the PK, safety, and previously received BCMA-directed therapy and Cohort B (n=64) included Qu(gt;')e 1

efficacy of elranatamab, supporting the approved fixed dosing strategy for patients who had received prior BCMA-directed therapies
elranatamab — All patients received a 76-mg fixed dose of subcutaneous elranatamab after a
2-step priming dose regimen (12 mg on day 1; 32 mg on day 4)
* Blood samples were collected from MagnetisMM-3 trial patients for PK analysis

a2 Open circles represent greater than or less than, while closed circles represent greater than or equal to or less than or equal to.
BW=body weight; Q=quartile

Results

PATIENTS

« 187 patients (both cohorts) were enrolled in MagnetisMM-3 .
« Baseline characteristics were balanced across quartiles (Table 1)

SAFETY

There were no clinically relevant differences in the safety profiles across BW
quartiles (n=183)

Objectives
To evaluate the impact of body weight (BW) on the

Figure 4. ORR by BICR by BW quartile (Cohort A)

: : : : Group Responders (n) / Patients (N) ORR (%, 95% CI)
pha_rmaCOkmet'CS (PK)’_ safet.y, ana _efﬁcacy of fixed : : — :  Incidence of treatment-emergent adverse events (TEAEs) was 100% in all
dosing of elranatamab in patients with Table 1. Baseline patient characteristics by BW quartile quartiles All patients 75/123 61.0 (51.8-69.6) —
' - Quartile 1 Quartile 2 Quartile 3 Quartile 4 : :
relapsed/refractory multiple myeloma (RRMM) Characteristic b o b e  For BW quartiles Q1, Q2, Q3, and Q4, respectively:
Median age (range), years 70 (36-84) 71 (48-85) 66 (41-88) 65 (46-78) : Quartile 1 17/32 53.1 (34.7-70.9) ®
Female, n (%) 28 (50.6) 33 (68.8) 17 (39.5) 10 (22.2) — Incidence of grade 3/4 TEAEs was 63.8%, 68.8%, 60.5%, and 84.4%
Race, n (%) — : - (o] (o] o) o]
Wit 23 (48.9) 26 (58.3) 27 (62.8) 34 (75.6) Incidence of serious TEAEs was 72.3%, 77.1%, 81.4%, and 71.1%
Asian | 9(19.1) 3(6.3) 4(9.3) 1(2.2) — Discontinuations due to TEAEs occurred in 27.7%, 16.7%, 37.2%, and 28.9%
- Black or African American 2 (4.3) 3 (6.3) 3 (7.0) 3 (6.7)
C O n CI u s I O n S Not reported or unknown 13 (27.7) 14 (29.2) 9 (20.9) 7 (15.6)
ECOG performance status, n (%) Table 2. TEAEs by BW quartile?@
_ _ _ _ 0 16 (34.0) 18 (37.5) 19 (44.2) 11 (24.4)
Concerns with flat dosing include the potential for ! 2Ee DER 2 e Any grade Grade 3 or 4
. . : ' ' ' Quartile1 Quartile2 Quartile3 Quartile4 | Quartile1 Quartile2 Quartile3 Quartile 4
overdosing patients with lower BW and Type of mycoma. n 4 s s . o556, Proferred term (n=47) (n=48)  (n=43)  (n=45) | (n=47) (n=48) (n=43)  (n=45)
underdosmg |nd|V|duaIs Wlth hlgher BW Non-IgG 7 (14.9) 12 (25.0) 5 (11.6) 5 (11.1) Cytokine release syndrome 27 (57.4)  30(62.5) 22(51.2) 27 (60.0) 0 (0) 1(2.1) 0 (0) 0 (0) 0 25 50 75 100
Light chain 7 (14.9) 9 (18.8) 6 (14.0) 10 (22.2) Anemia 25(53.2) 27(56.3) 27(62.8) 20(44.4) | 19(404) 23(47.9) 21(488)  15(33.3) ORR (%, 95% Cl)
I i I i Unk 6 (12.8 5 (10.4 2 (4.7 5(11.1
However’ thIS StUdy prOVIdeS eVIdence that f|Xed R-ISS dr;sgz:venstage, n (%) ( ) ( ) b ( ) Neutropenia 22 (46.8) 17 (35.4) 22 (51.2) 23 (51.1) 22 (46.8) 15 (31.3) 21 (48.8) 25 (51.1) BICR=blinded independent central review; BW=body weight; ORR=0bjective response rate
dosmg of elranatamab is effective and has a | 10 (21.3) 12 (25.0) 6 (14.0) 10 (22.2) Thrombocytopenia 19 (40.4)  16(33.3) 19(442) 13(28.9) | 13(27.7) 11(22.9) 15(34.9)  9(20.0)
) . I 27 (57.4) 23 (47.9) 27 (62.8) 26 (57.8) . .
consistent and manageable safety profile across a i 7(14.9) 12 (25.0) 7(16.3) 8 (17.8) Hypokalemia 15(319)  9(188)  14(326) 5(11.1) | 6(128)  4(83)  5(116)  2(44) Figure 5. PFS by BICR by BW quartile (Cohort A)
Unk 3(6.4 1(2.1 3(7.0 1(2.2
broad range of BWs Cytogegeggﬁgk’n(%) (64) 1) (7.0) (2:2) Pyrexia 15(31.9)  16(33.3) 10(23.3) 12(26.7) | 1(2.1) 1(2.1) 2 (4.7) 2 (4.4)
BW h Yo : he PK f Standard risk 31(66.0) 38 (79.2) 26 (60.5) 26 (57.8) Diarrhea 14(29.8)  18(37.5) 24(55.8)  21(46.7) 0 (0) 1(2.1) 2 (4.7) 2 (4.4) 100 7 .
High riska 12 (25.5) 7 (14.6) 11 (25.6) 14 (31.1) 1 %
| as no significant impact on the , safety, or Missing 4(85) 3(6.3) 6 (14.0) 5(11.1) Asthenia 12(255)  11(229)  4(9.3) 7 (15.6) 1(2.1) 3(6.3) 2(4.7) 2 (4.4) 90 1
efflcacy of elranatamab Extramedullary disease by BICR,” n (%) Lymphopenia 12(255) 16(33.3) 18(41.9)  9(20.0) | 10(213) 16(33.3) 17(39.5)  8(17.8) 80 - Ll
Yes 20 (42.6) 19 (39.6) 20 (46.5) 15 (33.3) 1,
: : : . No 27 (57.4) 29 (60.4) 23 (53.5) 30 (66.7) Decreased appetite 12 (25.5) 11(22.9) 13(30.2) 14 (31.1) 0 (0) 1(2.1) 0 (0) 1(2.2) . 70
These findings S_uppo_rt the a_pproved fixed dosing Bone marrow plasma cells, n (%) Cough 10(21.3)  11(229) 13(302) 12(267) | 0(0) 0 (0) 0 (0) 1(2.2) % Ljﬂ
of elranatamab in patlents with RRMM < 50% 32 (68.1) 39(81.3) 31(72.1) 28 (62.2) : : : : ' 2 607 —
2 50% 13 (27.7) 4 (8.3) 7 (16.3) 13 (28.9) Nausea 9(19.1) 11 (22.9) 9 (20.9) 11 (24.4) 0 (0) 0 (0) 0 (0) 0 (0) S N | |
Missing 2 (4.3) 5 (10.4) 5(11.6) 4 (8.9) | S 501 | ] | AN |
Renal function, n (%) Fatigue 9 (19.1) 14 (29.2) 17 (39.5)  13(28.9) 0 (0) 1(2.1) 2 (4.7) 1(2.2) 2 . | H——"— |
CrCl < 60 mL/min 26 (55.3) 19(39.6) 13(30.2) 6(13.3) Leukopenia 8(17.0)  8(16.7)  13(30.2)  5(11.1) 4 (8.5) 6(125) 11(25.6)  3(6.7) g 4
CrCl > 60 mL/min 21 (44.7) 29 (60.4) 30 (69.8) 39 (86.7) 30 -
Patients with =1 poor prognosis feature,® n (%) 36 (76.6) 30 (62.5) 29 (67.4) 31 (68.9) Headache 6 (12.8) 11 (22.9) 9 (20.9) 10 (22.2) 0 (0) 0 (0) 0 (0) 0 (0) .
) . : : Median PFS, months (95% CI)
Ezt'i2:“2”\;;sr:'rzat?iﬁ;_::ng;&zergidr:a(r;/o()range) L??(f;%%)) 28(?;2)%)) 53(?;1)%)) f;f;:)é)) SARS-CoV-2 test positive 6(128)  11(229) 11(256) 12(267) | 1(2.1) 5 (10.4) 2(4.7) 1(2.2) 201 —— Q1: 13.9 (2.2-NE)
Patients who are triple-class refractor;/,e n (%) 45 (95.7) 47 (97.9) 41 (95.3) 44 (97.8) 2 Data are presented as n (%) and are shown in descending order of proportion of patients with event in Quartile 1. Events presented if the 10 - Q2: 17.6 (3.7-NE)
Patients who are penta-drug exposed,’ n (%) 36 (76.6) 33 (68.8) 35 (81.4) 35 (77.8) reported occurrence was >20% of patients in the safety analysis set from any BW quartile. Q3: 9.8 (2.6-28)
Patients who are penta-drug refractor;/ In (%) 26 (55.3) 17 (35.4) 19 (44.2) 21 (46.7) bThe following clustered terms for cytopenias were used: thrombocytopenia (thrombocytopenia, platelet count decreased), anemia (anemia, 0 - Q4: NE (10.4-NE)
Refractorv to last li fth o ’ 46 97'9 46 95.8 38 88.4 40 88-9 hemoglobin decreased, red blood cell count decreased, hematocrit decreased, normochromic anemia, normocytic anemia, normochromic I I I I I I I I I I I I I I I
Electronic Poster : ry. 0 a.S ine of therapy, n (%) (97.9) (95.8) (88.4) (88.9) normocytic anemia), neutropenia (neutropenia, neutrophil count decreased, neutrophil percentage decreased, cyclic neutropenia,
Patients with prior BCMA-targeted therapy, n (%) 17 (36.2) 17 (35.4) 11 (25.6) 19 (42.2) 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

agranulocytosis, granulocytopenia, granulocyte count decreased), leukopenia (leukopenia, white blood cell count decreased), lymphopenia
(lymphopenia, lymphocyte count decreased, lymphocyte percentage decreased, CD4 lymphocytes decreased, CD4 lymphocyte percentage
decreased, CD8 lymphocytes decreased, CD8 lymphocyte percentage decreased).

BW=body weight; TEAEs=treatment-emergent adverse events
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If you do not have a smartphone, access the poster via the internet at:
https://scientificpubs.congressposter.com/p/jgjawv5a29591btf

Median Baseline sBCMA (range), ng/mL 66.6 (1.31-511) 43.8 (3.87-467) 40.6 (3.96-606) 41.8 (0.274-575)
a High risk if any of the following three chromosomal abnormalities of interest are present: T(4;14), T(14;16), DEL (17P); °Extramedullary
disease was defined as presence of any plasmacytoma (extramedullary and/or paramedullary) with a soft-tissue component; ¢Includes
patients who have at least one of the following: ECOG performance status of 2, R-ISS of 3, EMD at baseline by BICR, high cytogenetic risk or
bone marrow plasma cell involvement 250%; ‘Received at least one PI, one IMID, and one anti-CD38 mAb; ¢Refractory to at least one PI, one
IMID, and one anti-CD38 mAb; Received at least two Pls, two IMIDs, and one anti-CD38 mAb; 9Refractory to at least two Pls, two IMIDs, and

Months

No. at risk
Q1 32 18 16 16 13 12 12 12 11 9 8
32 20 19 18 15 13 12 12 11 11 11

EFFICACY 29 18 12 11 9 6 6 6 5 4 3

Copies of this poster obtained through the QR Code are for personal use only and may not be
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* For Cohort A (n=123), overall response and complete response rates were

comparable across BW quartiles (Figure 3)

+ Aclinically meaningful objective response rate benefit with overlapping
confidence intervals was observed across quartiles, consistent with the primary

BICR=blinded independent central review; BW=body weight; CrCl=creatinine clearance; ECOG=Eastern Cooperative Oncology Group;
EMD=extramedullary disease; IgG=immunoglobulin G; IMID=immunomodulatory drug; mAb=monoclonal antibody; Pl=proteasome inhibitor;

R-1SS=Revised Multiple Myeloma International Staging System; sBCMA=soluble B-cell maturation antigen BICR=blinded independent central review; BW=body weight; Cl=confidence interval; NE=not estimable; PFS=progression-free survival;
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Figure 6. DOR by BICR by BW quartile (Cohort A)

5. Lesokhin A et al. Nat Med 2023;29:2259-2267. . Elrapatamab concentrations _showed overlapplng dlstrlbutl_ons with comparable efficacy analysis for Cohort A5 (Figure 4)
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Cycle/Day a Stacked bar graph illustrating the rate of sCR, CR, VGPR, and PR in 123 patients who were treated with elranatamab. Responses were 18 15 12 10 7 6 5 5 5 4 2 1 0 0
Presented at the 2025 IMS Annual Meeting assessed by BICR. 217 20 19 17 16 14 12 12 1 10 8 4 0 0

a2 Boxplot showing the median and 25%/75% quartiles with whiskers to the last point within 1.5 times the interquartile range.
BW=body weight; C=cycle; D=day; Q=quartiles

BICR=blinded independent central review; BW=body weight; CR=complete response; ORR=0bjective response rate; PR=partial response;
Q=quartile; sCR=stringent complete response; VGPR=very good partial response
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BICR=blinded independent central review; BW=body weight; Cl=confidence interval; DOR=duration of response; NE=not estimable; Q=quartile
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