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Antibody, for Patients With Background Methods

. * B-cell maturation antigen (BCMA) is a member of the tumor necrosis factor * MagnetisMM-3 (NCT04649359) is an open-label, multicenter, non-randomized, - Hospitalization was required for ~48 h following the first step-up dose, - This analysis reports efficacy and safety results in BCMA-naive patients (Cohort A)
. : ) : . :
Re ‘ a p S e d / Refra CtO ry M u ‘t' p ‘ e receptor supgrfamlly unl.versal.ly expresse(?l on multiple myeloma (MM) cells Fnhasetﬁ s:udy_(:I]eS|gt.nei]ci to .et\rlwaku;l\t/lel\;he efficacy and safety of elranatamab and for ~24 h after the second step-up dose _ Data cut-off was March 14, 2023 (~15 mo after the last patients first dose),
» Elranatamab is a humanized bispecific antibody that targets both onotherapy in patients wi - Premedication was required before the first 3 doses except for cytokine release syndrome (CRS) and immune-effector
. s and ; e led bati : L 9 ptiorcy ase sy |
M e ‘ O m a ( R R M M ) o Exte n d e d BCMA-expressing MM cells and CD3-expressing T cells - 1Er)ro e patlegtsI vtverecrle racto[jy1to aE'%?:EQ prgtbeadsome inhibitor, . Patients who received QW dosing for 26 cycles and achieved a partial cell-associated neurotoxicity syndrome (ICANS) which was January 12, 2023
y y * Data from the ongoing phase 1 MagnetisMM-1 study (NCT03269136) ! IMMUNOMOAUIAtory @rug, and 1 ant- antibody response (PR) or better for 22 mo had their dosing interval changed to » Post-hoc analyses included efficacy and safety in patients who switched from
demonstrated the safety and efficacy of elranatamab in patients with « Patients were enrolled to 1 of 2 independent, parallel cohorts: once every 2 wk (Q2W) QW to Q2W dosing
" " . . 2-5 o e 0 . . . ) . . . .
FO ‘ ‘ OW— u p a n d B |We e k‘y Ad | | | | n |St rat| O n relapsed/refrac':tory MM (RRMM) o - Those naive to BCMA-directed therapies (Cohort A), and « Dose modifications were permitted for toxicity - Treatment-emergent adverse events (TEAES) were evaluated within the 3-mo
B /:\fzer[g?Re]glgaﬂ)/f)ollﬁwxpd?fr1]2d0 rmt(i)’ ?]m]?rng responc[J)eCr)sé(obJec;u;/e; response - Those with previous exposure to BCMA-directed antibody-drug conjugates + Minimal residual disease (MRD)-negativity was assessed by window before vs after the switch
From the MagnetisMM-3 Stud (95% C1, 10.6—not svaluable NEJF 1o T Or CAR'T cells (Conort ©) nextgeneration sequencing
—_ o Cl, 10.0— : : : : :
g U y These results subbort further develooment of elranatamab both * Patients received subcutaneous elranatamab 76 mg one weekly (QW) on a - Evaluable patients included those who achieved complete response (CR)/
JItS sUpport Turther ¢ P dtamab both as 4 28-day cycle (days 1, 8, 15, and 22) with a step-up priming regimen of 12 mg stringent CR (sCR) with an evaluable sample and an identified baseline clone
monotherapy and in combination with other agents on day 1 and 32 mg on day 4 during the first week
J PATIENTS AND TREATMENT EFFICACY SAFETY Table 3: AEs of special interest: Infections
+ Results from the MagnetisMM-3 trial in patients naive to » Patient demographics and characteristics are shown in Table 1 « After a median follow-up of 14.7 (range, 0.2-25.1) mo, confirmed ORR per blinded « TEAEs were reported in all 123 patients treated with elranatamab, with grade Cohort A (N=123)
. . i i 0 0] - i I 0 I -
BCMA-directed therapies (Cohort A) after ~15 mo of follow-up, . Median duration of treatment was 5.6 (range, 0.03-24.4) mo mdependen.t .central I’.E\./I.EW (BICR) was 61.0% (95% C.I, 51 .8. 69.6) (oFlgure 1A) 3/4 events reported in 70.7% of patients | Patients, n (%) Any grade Grade 3/4 e
. . ° - — - 1 1 0 1
including patients who switched from QW to Q2W elranatamab — 48.0% of patients had been treated for >6 mo and 35.8% of patients had MRD-negativity (sensitivity threshold 10-5) was achieved in 89.7% of evaluable Most commonly reported TEAEs are shown in Table 2 Infection TEAEs in ZaM of patients
administration, are presented been treated for >12 mo patients who achieved CR/sCR (n=29) +  Among patients who received the 2 step-up priming regimen (n=119), CRS and EOVID'19‘fe'itedt S 33 212223 & (:)5'4) 2 (:)'6)
' , : .. . i i At — i : - : pper respiratory tract infection :
. At the data cut-off, 33.3% of patients were still receiving elranatamab Among patients who achieved an objective response (n=75), median time to ICANS, respectively, were reported in 56.3% (grade 3/4, 0%) and 3.4% (grade 3/4, oheumonis B g .
: : : : response was 1.2 (range, 0.9-7.4) mo 0%) of patients e ' '
« Most common primary reasons for permanent treatment discontinuation were , ) o _ _ , , Sinusitis 13(10.6) 2 (1.6) 0
) progressive disease (39.0%) and adverse events (13.8%) . At.the time of data cut-off, 66.7% (n=50/75) of objective responses were ongoing - No patients permanently discontinued treatment due to CRS or ICANS Urinary tract infection 12 (9.8) 4(3.3) 0
Conclusions (Figure 18) — m——— " :
Table 1: Demographics and baseline characteristics  The median DOR was not reached (95% CI, NE-NE), and the Figure 2: Outcomes in patients with RRMM receiving elranatamab Bacteremia 7(5.7) 2(1.6) 0
_ L _ , Cohort A (N=123)° Kaplan-Meier (KM) probability of maintaining the response at 15 mo was 71.5% A Progression-free survival per BICR CMV infection reactivation 7(5.7) 2(1.6) 0
Elranatamab remains efficacious in patients with RRMM after " " P (95% CI, 58.8-80.9) (Figure 1C) 1001 — 89.5% (95% CI, 74.3-95.9) Key infection TEAEs occurring in <5% of patients®
~15 mo of follow-up ge, median (range), y (36-89) 80! Pneumocystis jirovecii pneumonia 6 (4.9) 5 (4.1) 0
, , Male, n (%) 68 (55.3) Figure 1: Best overall response per BICR (A), durability of response (B), = CMV infection 4(33 0 0
- High response rate (ORR, 61.0%) with early, deep, and 9 P P 4 P £ 60 50.9% (95% CI, 40.9-60.0) . . -3
. Race and DOR (C) 3, Adenoviral hepatitis 1 (0.8) 0 1(0.8)
durable responses observed (15-mo DOR rate, 71.5%) _ _ g 40 Adenovirus infection 1(0.8)¢ 0 1(0.8)°
White 72 (58.5) A 100 “ 50 Median PFS, mo (95% CI) . L
- With a median follow-up of 14.7 mo, median PFS and OS have Asian 16 (13.0) 90 - TGl i L GSND Hepatitis B reactivation 1(08) 0 0
b Lo . e 0 80 - 01, , , , , , , , , , Pneumonia adenoviral 1 (0.8) 0 1 (0.8)
not been reached (rates at 15 mo: PFS, 50.9%; OS5, 56.7%) Black or African American® 9(7.3) 8 704 0 3 6 9 12 15 18 21 24 27 Pneumonia cytomegaloviral 1(0.8) 1(0.8) 0
Deepened and/or sustained responses were observed in Not reported/unknown 26 (21.1) | §§ <CR (15.4% No. at risk Months Pneumonia pseudomonal 1(0.8) 0 1(0.8)
c . c 0 ® >CR: ngrall ) 123 78 67 62 52 37 6 2 1 0 2 Includes preferred terms in COVID-19 (narrow) standardized MedDRA queries; ® Key infection TEAEs includes preferred terms: CMV infection reactivation, Pneumocystis
the majonty Of reSponderS WhO SWItChEd from QW tO QZW ECOG performance status, n (/0) - 40 - 35.0% CR (19.5%) >VGPR: Patients with 2CR 43 43 43 41 38 29 6 2 1 0 jirovecii pneumonia, CMV infection, Adenoviral hepatitis, Adenovirus infection, Hepatitis B reactivation, Pneumonia adenoviral, Pneumonia CMV, Pneumonia
3 ' % seudomonal. ¢ Preferred Terms both reported in 1 patien
elra nata mab dOS|ng 26 Mo bEfOl’e the data CUt-Off 0 45 (366) 28: 261% B Overall survival 100- 92.6% (95% CL, 78.7-97.6) gggi?:Sgﬁgiit?ir\eif)nadr}tci)kr)?r%%?ﬁtlica)gzjl/gr]wadnglii\/ri]riasldage;tps fgrir:fection prophylaxis was permitted for patients at increased risk of infection in accordance with local standard
. . AE=adverse event; CMV=cytomegalovirus; MedDRA=Medical Dictionary for Requlatory Activities Terminology; TEAE=treatment-emergent adverse event
The safety profile of elranatamab is manageable 1 67 b BE— . 80 ) , )
5 7 (5.7) 0 oot N1z 2 56.7% (95% CL, 47.4-65.1) « Infections were reported in 69.9% (grade 3/4, 39.8%; grade 5, 6.5%) of patients
- 12/32 mg step-up priming regimen with premedication F ey ——— s (Table 3)
" . ' B < ]
successfully mitigated the rate and severity of CRS and ICANS I 28 (22.8) — ——— g o os . - Most frequently reported were COVID-19-related TEAEs (29.3%)
. — — 20 Median OS, mo (95% CI) . i . . . .
Most common grade 3/4 TEAEs were hematologic II 68 (55.3) —— ——— N  Padents with2CR NE (NENE) * Among patients with quantitative immunoglobulin (Ig) data (n=72), 98.6% had
: - - - - - - - - - - immune paresis (defined as 22 uninvolved Ig <lower limit of normal) at baseline
: : 0 : : 111 19 (15.4) — > 0 3 6 9 12 15 18 21 24 27 P 9
Infections were reported in 69.9% of patients. Infection I — : : Months  Overall, 43.1% of patients received IgG replacement during the stud
monitoring, prophylaxis, and education are recommended Unknown 8(6.5) i SCR No. at risk P J2Tep J /
ring, propiy L . ) c risk. (9 £ - VoPR Overall 123 106 92 83 74 58 12 3 0 « Peripheral neuropathy was reported in 20.3% (grade 3/4, 1.6%) of patients
for patients with MM receiving T-cell redirecting therapies Cytogenetic risk, n (%) o S — PR Patientswith=CR 43~ 43 43 &2 4 35 9 2 1 0 5 . .
) ) i ) ) Standard 83 (675) -g >’> g/lDR BICR=blinded independent central review; NE=not evaluable; OS=overall survival; PFS=progression-free survival - MOSt common (25 /O Of pat|entS) event reportEd was perlpheral Sensory
Among patients who switched to Q2W dosing, the incidence of Hich 3105.2) 8 : : s EOT due to adverse event neuropathy (7.3%)
. I . o — - . R . . . . p
grade 3/4 TEAEs decreased by >10% after the switch o < : = - O e sive disease Table 2: Most common TEAEs (any grade 220%) - All events were grade 1/2, except for 1 patient with grade 3 Guillain-Barré
. Missing 2(7.3) -_— > Switchto Q2W Cohort A (N=123)° syndrome and 1 patient with grade 3 muscle atrophy
These results support the continued development of Extramedullary di by BICR, n (%)° 39 (31.7) S Switch to QW ,
. . . e s e R ' v : . I Confirmed PD Patients, n (%) Any grade Grade 3/4 - No Grade 5 peripheral neuropathy events were observed
elranatamab both as a monotherapy and in combination with Bone marrow plasma cells, n (%) : o Ongeing treatment ALk . . . .
standard or novel therapies for patients with MM <0y 50 (724 ———— : Hematologic - Permanent treatment discontinuation due to peripheral neuropathy events
6 (72.4) = Anemia 60 (48.8) 46 (37.4) was reported in 2.4% of patients
>50% 26 (21.1) S . Neutropenia 60 (48.8) 60 (48.8) - A medical history of peripheral neuropathy at baseline was reported in:
issi ' ' ' ' ' ' Thrombocytopenia 38 (30.9 29 (23.6 . .
Missing 8(6.5) 0 > 10 15 20 25 VP 29:9) (23.0) « 56.0% of patients who developed peripheral neuropathy TEAEs
R —— 81 (65.9) Time from initial dose (months) Lymphopenia 33 (26.8) 31 (25.2) . . .
=" POOTprog ' Non-hematologic . 40.8% of patients who did not develop peripheral neuropathy TEAEs
Prior lines of therapy, median (range) 5 (2-22) c 100 % e . 89.2%(95%CI73.5-958) CRS 71 (57.7) 0 « TEAEs led to death in 25 patients (11 due to progressive disease) of which 4
i 0 e 80 . . ) . .
Prior stem cell transplant, n (%) 87 (70.7) 2 e Diarrhea 52 (42.3) 2(1.6) were cor.15|der.ed treatme.nt rglated. by investigator | |
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Penta—drugh 52 (42_3) Patients with 2CR 43 43 43 40 33 14 3 0 Hypokalemia 30 (26 0) 13 (1 0 6) There were 50 res . . S .
_ : : . ponders by BICR who switched to Q2W dosing =6 mo prior
Refractory to lastTine of therapy, n (%) 118059) el Rsporses e IC ez 0 st o QW 0 Q2 et e B Ot e men il resprses GRFebjcive respons Cough 31(252) 0 to the data cut-off; among these patients, 80.0% of patients maintained or
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Tolloning: ECOG performance sttt of 3, R 1S5 lseate stage of 3 exttamed.lory discase o baseine. high cytogenetc k.o bone marrom padma cell Tovement. - Median progression-free survival (PFS) and overall survival (OS) had not been AES were Qraded by Common Terminalacy CHes o Aderse entsv50, excapt fo (RS and ICANS which were oraded by Amercan Sociey or ranepamtana ceiuir |+ Among all 58 patients who switched to Q2W dosing, the incidence of any grade
Presented at the Society Of Hematologic Oncology (SOHO) izrig:ﬁ;;omglc(]leijlc;éi;zfreurgst,o;g?rgrtj?(s:%rgge;miﬁgg;1 immunomodulatory drug, and 1 anti-CD38 antibody; " Penta-drug refers to 22 proteosome inhibitors, 2 reached at the t|me Of data Cut'Off, W|th KM rateS Of 509% (95% CI, 409_600) tT:r%rjg%/ ;rétgrgar(tLheeelaDS\/tV,d%tSZI.OI?(SJtIaBrIto;dnl;/lvirarg:;g;acrésr%ggzéisﬁi;@ﬁ;gfgﬁrii:‘gted as any new event that occurred from the start of elranatamab treatment TEAES was 94.8% (grade 3/4, 58.6%) W|th|n the 3 mo before SWitChing and 89.7%
September 6-9 2023. Houston. Texas BICR=blinded independent central review; ECOG=Eastern Cooperative Oncology Group; R-ISS=Revised Multiple Myeloma International Staging System and 567% (95% CI, 474_651) at 15 mo (Figure 2) AE=adverse event; CRS=cytokine release syndrome; MedDRA=Medical Dictionary for Regulatory Activities; TEAE=treatment-emergent adverse event (g rade 3/4, 466%) in the 3 mo after




