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Introduction

 Teclistamab is a first-in-class B-cell maturation antigen (BCMA) x CD3 bispecific antibody (BsAb) approved
for the treatment of triple-class—exposed relapsed/refractory multiple myeloma (RRMM), with weight-based
dosing, extensive real-world evidence, and the longest study follow-up of any BsAb in multiple myeloma
(median: 30.4 months)*®

* In the phase 1/2, single-arm MajesTEC-1 study, teclistamab demonstrated manageable safety with rapid,
deep, and durable responses3+

* In MajesTEC-1, patients received step-up doses (SUDs) of 0.06 and 0.3 mg/kg followed by 1.5 mg/kg weekly
(recommended phase 2 dose [RP2D])3

— Cytokine release syndrome (CRS) occurred in 72% of patients (nearly all grade 1/2); although most events
occurred during step up, 24% of patients experienced CRS following the first treatment dose

« Higher SUDs may shorten the period of risk of CRS, potentially shortening the CRS monitoring window and
facilitating prompt transition of care to the outpatient setting

* We evaluated higher SUDs in exploratory phase 1 cohorts from MajesTEC-1
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Methods

a2 to 4 days between each SUD. Hospitalization was required after each SUD and after the first treatment dose. PPatients in phase 1 had the option to transition to Q2W if they achieved =PR after 24 cycles of therapy.*
C, Cycle; D, Day; DLT, dose-limiting toxicity; ECOG PS, Eastern Cooperative Oncology Group performance status; PR, partial response; QW, weekly; Q2W, every 2 weeks.

Two exploratory cohorts of MajesTEC-1 were Figure 1: Treatment schedule in MajesTEC-1 RP2D? and exploratory higher SUD cohorts
evaluated (phase 1, ClinicalTrials.gov Identifier: SUD 1° SuD 2¢ Treatment dosing
NCT03145181; Figure 1)

— Cohort 22: SUDs of 0.1 and 0.5 mg/kg RP2D 0.06 mglkg 0.3 malkg 1.5 mglkg QW
(2-4 days between doses)

— Cohort 23: SUDs of 0.2 and 0.7 mg/kg Kay aligibility

(2-4 days between doses) criteria:
+ Confirmed RRMM Cohort 22

Select analyses:

* CRS incidence,
severity, and
timing

1.5 mg/kg QW in Cycle 1

Following SUDs, patients received 1.5 mg/kg on followed by 3 mg/kg QAW

* Intolerant to or

Days 1, 8, and 15 of Cycle 1 followed by progressed on R ——
3 ma/ka everv 4 weeks (04 in n available severity of AEs
g'kg y (Q VV) SUbseque ¢ established and DLTs
CyC|eS therapies « PK

. i . . 1.5 mg/kg QW in Cycle 1
Premedication requirements and permitted "ECOGFS score <1 | |Cohort 23 bRl 0.7 mglkg followed by 3 mg/kg QAW

supportive treatments for CRS were the same
as for the RP2D cohort®

— Prophylactic tocilizumab was not permitted

CRS was graded per Lee criteria’ and converted to American Society for Transplantation and Cellular Therapy (ASTCT) criteria® to allow
comparison with the RP2D3

All adverse events (AEs) were graded according to Common Terminology Criteria for Adverse Events (CTCAE) Version 4.03
Serum samples were collected to assess teclistamab pharmacokinetics (PK)
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Baseline Characteristics

 Atotal of 21 patients were enrolled
(Cohort 22: n=10; Cohort 23: n=11)

 Patient demographics and baseline
disease characteristics were
generally consistent with those of the
RP2D population3 (Table 1)

Data cut-off: September 4, 2024.

aHigh-risk cytogenetics was defined as the presence of del(17p), t(4;14), or t(14;16) by
FISH/karyotype. PBone marrow biopsy or aspirate. Maximum value from bone marrow biopsy or
aspirate was selected if both results were available. BMPC, bone marrow plasma cell; FISH,
fluorescence in situ hybridization; ISS, International Staging System; mAb, monoclonal antibody; PL,
prior line.
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Table 1: Demographics and baseline disease characteristics

Characteristic

Cohort 22
{n=10)

RP2D
(N=165)°

Age, years, median (range) 68.5 (51-76) 70.0 (52-78) 64.0 (33-84)
Male, n (%) 5 (50.0) 7 (63.6) 96 (58.2)
Race, n (%)

White 3(30.0) 7 (63.6) 134 (81.2)

Black/African American 1(10.0) 0 21(12.7)

Unknown 2(20.0) 0 -

Not reported 4(40.0) 4 (36.4) -
z1 extramedullary plasmacytoma, n (%) 1(10.0) 1(9.1) 28 (17.0)
ECOG PS score, h (%)

0 5 (50.0) 4(36.4) 55 (33.3)

1 5 (50.0) 7 (63.6) 110 (B6.7)
High cytogenetic risk,® niN (%) 4/10 (40.0) 19 (11.1) 38/148 (25.7)
260% BMPCs.” n/N (%) 2/10 (20.0) 1710 (10.0) 18/160 (11.2)
1SS stage, n/N (%)

[ 7/10 (70.0) 4/11 (36.4) 85/162 (52.5)

1 3/10 (30.0) 5/11 (45.5) 57/162 (35.2)

I ] 2/11(18.2) 200162 (12.3)
Time since diagnosis, years, median (range) 5.5 (0.8-9.9) 5.5 (0.8-7.6) 6.0 (0.8-22.7)
Number of prior lines, median (range) 3(1-4) 3(1-4) 5(2-14)
Prior therapy exposure, n (%)

Triple-class 10 (100) 11 (100) 165 (100)

Penta-drug 2 (20.0) 4 (36.4) 116 (70.3)
Refractory status, n (%)

Anti-CD38 mAb 8 (80.0) 9 (81.8) 148 (89.7)

Triple-class 4(40.0) 5 (45.5) 128 (77.6)

Penta-drug 1(10.0) 2(18.2) 50 (30.3)
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CRS Incidence, Severity, Timing, and
Supportive Treatment

- Median follow-up was Figure 2: CRS incidence and severity with the RP2D* and higher SUD cohorts

10.2 months (range, 3.4-12.5) for Cohort 22 100 Gradest MGrade2 W Grade 3°

and 3.2 months (range, 1.8-8.1) for Cohort 23 Higher SUDs

« Overall, 22 CRS events were reported in 16 %07 | 80.0 |

patients (8 patients in each cohort); all events 80 — .y s
were grade 1/2 (Figure 2) o °F : “

18.2

* The overall incidence and severity of CRS 60 —
events were comparable to results with the
RP2D SUD (median follow-up: 14.1 months

[range, 0.3-24.4])3

* Median onset of CRS through Cycle 1 Day 1 30
was 2.0 days in Cohort 22 and 2.5 days in 50 =
Cohort 23; median event duration was 2 days
in both cohorts

50

Patients (%)

40

10

+ All CRS events resolved, and none led to 0 RP2D Cohort 22 Cohort 23

treatment discontinuation (N=165) (n=10) (n=11)
+ All 16 (100%) patients who experienced CRS received supportive treatment
— Overall, 5 of 8 (62.5%) patients in Cohort 22 and 4 of 8 (50.0%) patients in Cohort 23 who experienced CRS received tocilizumab
— Of the 2 patients who experienced recurrent CRS during step up, 1 (Cohort 22; grade 2) received tocilizumab for the recurrent event
— Neither of the 2 patients who experienced recurrent CRS after Cycle 1 Day 1 received tocilizumab at any time during treatment

aNo grade 4 or 5 CRS events were reported.
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CRS Incidence, Severity, Timing, and
Supportive Treatment

* A" Inltlal CRS eve nts Occurred during Figure 3: Timing by cycle and grade for the initial CRS event®

SUDs (Figure 3) 100 Cohort 22 (n=10) M Grade 1 [] Grade 2
— With RP2D, 14 (8.5%) patients had e B e
their initial CRS event after Cycle 1 80
Day 1° .
* Four (19.0%) patients in the higher e
SUD cohorts experienced recurrent F
CRS events (2 patients in each N
cohort) S 40
— 2 patients in Cohort 22 had recurrent 3
events; 1 after SUD 2 (grade 2) and 20 - 5(45.5)
1 after Cycle 1 Day 15 (grade 1) o
— 2 patients in Cohort 23 had recurrent . e 0 0
events; 1 after SUD 2 (grade 1) and sup sup 2 ciot
1 after Cycle 1 Days 1, 8, and 15
(all grade 1)
aTime points are mutually exclusive. Occurrence was based on the last treatment visit on or prior to the day in which the event occurred. One patient in Cohort 22 experienced grade 1 CRS after repeat SUD 1 in initial priming. 6
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Safety

Table 2: TEAEs observed with higher teclistamab SUDs

« At an overall median follow-up of 7.4 months, the safety profiles m

of the higher SUD cohorts were general |y Comparable to that of TEAES (any grade: 220%)n (%) | Any grade | Grade 3/4 | Any grade | Grade 3/4 | Any grade | Grade 3/4

the RP2D3 (Table 2) Hematologic
] ) ) Anemia 3(30.0) 2(20.0) 6 (54.5) 2(18.2) 86 (52.1) 61 (37.0)
» Grade 3/4 TEAEs occurred in 7 (70.0%) patients in Cohort 22 Neutropenia 4@00) [ s@oo) | sere) | aers) | 17(09) [ 106(642)
0 . : Thrombocytopenia 4 (40.0) 1(10.0) 2(18.2) 0 66 (40.0) 35 (21.2)
and 8 (727 /0) patlents In COhOft 23 Leukopenia 3(30.0) 3 (30.0) 0 0 29 (17.6) 12(7.3)
— Most common: neutropenia, anemia, and leukopenia Nonhepatogic
CRS 8(80.0) 0 8(72.7) 0 119 (72.1) 1(0.6)
« Hypogammaglobulinemia TEAEs were reported in 6 (28.6%) Wection sike erythema 2(50.0) 0 4(364) 0 43 (261) 0
ients; in addition, immunoglobulin G laboratory values <500 — T T e s
patlentS, Iina I » g s y Hypogammaglobulinemia® 3(30.0) 0 3(27.3) 2(18.2) 24 (14.5) 3(1.8)
mg/dL were reported in 14 (66.7%) patients Diarhea 4400) 0 161 0 47(285) | 6(36)
. . o Constipation 4(40.0) 0 1(9.1) 0 34 (20.6) 0
* No cases of immune effector cell-associated neurotoxicity were COVID-19 1(100) 0 4@4) | 10N | 29076 | 20(21)
. : : : Cough 3(30.0) 0 1(9.1) 0 33 (20.0) 0
reported,_l_ patient in C_ohort 22 experlence_d grade 1 o 00 - e - oo T res
neurotOX|Clty (dysgeu5|a, headache, and dIZZIneSS) Hypophosphatemia 2(20.0) 1(10.0) 2(18.2) 0 20 (12.1) 10 (6.1)
. . . . . URTI 2(20.0) 0 2(182) 0 18 (10.9) 0
« The overall incidence of infections across both higher SUD ror— 2200) o TE0) o ® @6 | 108
cohorts (66.7%; grade 3/4: 23.8%) was generally similar to that ALT increased 2(200) 0 2(182) 0 NR NR
0/ - . 0 3 Insomnia 3(30.0) 0 0 0 NR NR
Of the RPZD (764/0’ grade 3/4 448 /0) Asthenia 2(20.0) 0 1(9.1) 0 18 (10.9) 1(0.6)
o . . . . : Dysgeusia 2(20.0) 0 1(9.1) 0 NR NR
DLTs were reported in 3 patients in Cohort 22 (Escherichia e 7000, - o) T 7ms T o8
bacteremla, neutropenla, and bone paln); no DLTs were Bone pain 2(20.0) 1(10.0) 0 0 29 (17.6) 6 (3.6)
reported In Cohort 23 Hypon?alcemia 2(20.0) 0 1(9.1) 0 NR NR
Pyrexia 2(20.0) 0 1(9.1) 1(9.1) 45 (27.3) 1(0.6)
* One patient in Cohort 23 died from pneumonia related to Pain in extremity 2(200) 0 0 0 21127 | 106
COV| D-19 General physical health deterioration | 2 (20.0) 1(10.0) 0 0 NR NR
Blood creatinine increased 2(20.0) 0 0 0 NR NR
aAny grade TEAESs occurring in 220% of patients in the higher SUD cohorts. "Hypogammaglobulinemia as determined by Confusional state 2(20.0) 0 0 0 NR NR

means of AE reporting. ALT, alanine aminotransferase; NR, not reported; TEAE, treatment-emergent adverse event; URTI,
upper respiratory tract infection.
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Pharmacokinetics

« Median maximal serum Figure 4: Serum teclistamab concentrations
teclistamab concentrations Cohorts: HHRP2D FH Cohort22  HH Cohort 23
following SUD administration 100 4

were slightly higher in the
higher SUD cohorts compared
with the RP2D cohort3

* Trough concentrations of
patients primed with higher
SUDs were comparable to that
observed with the RP2D?3 after
the treatment dose of 1.5
mg/kg (Figure 4) ! . .

sun1ic,,’ sub2c,,’ Crougs TOllowing
first treatment dose?

10 H

———————————————————————— EE‘$_ _—— Ma)( E{:Eua

Serum teclistamab
concentration (pg/mL)
]

0.1

aFrom an ex vivo cytotoxicity assay using bone marrow mononuclear cells from patients with multiple myeloma. P(RP2D: n=40; Cohort 22: n=9; Cohort 23: n=9. °RP2D: n=165; Cohort 22: n=9; Cohort 23: n=9. IRP2D: n=150; Cohort
22: n=9; Cohort 23: n=9. Cy,,,, maximal concentration; Ci,ygn, trough concentration; Max ECqo, maximum 90% effective concentration.
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Key Takeaway and Conclusions

Key Takeaway

* Higher teclistamab SUDs resulted in similar overall CRS incidence and grades compared with the RP2D, but
with a notable earlier occurrence of CRS events

Conclusions

» Rates of CRS in the higher SUD cohorts were similar to those with the RP2D; all events were grade 1/2, most
occurred after the first SUD, and none led to treatment discontinuation

* The overall safety profiles were similar to that of the RP2D

« Higher SUDs resulted in slightly higher teclistamab serum concentrations during step up relative to the RP2D
but did not have an impact on teclistamab exposure following treatment doses

« Alternate SUDs may shorten the time needed for CRS monitoring and potentially facilitate the earlier transition
to outpatient monitoring
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