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» Teclistamab is the first approved B-cell maturation antigen (BCMA) x CD3 bispecific + All patients provided informed consent and received
antibody (BsAb) for the treatment of triple-class exposed (TCE) relapsed/refractory teclistamab at the RP2D (Figure 1)

multiple myeloma (RRMM), with weight-based dosing and the longest study follow-up of HR subgroups included:
Icacy and Safety o -
— Penta-drug refractory (=22 proteasome inhibitors,

In the pivotal phase 1/2 MajesTEC-1study, rapid, deep, and durable responses were =2 immunomodulatory drugs, 21 anti-CD38 SUD 1 SUD 2:

Figure 1: Teclistamab dosing schedule

Treatment Subsequent

observed in patients treated with the recommended phase 2 dose (RP2D) of teclistamab?3-5 monoclonal antibodies) 0.06 mg/kg 0.3 mg/kg 1;‘:;/1;9 trfgt:;:gdgzss’
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T e C I I St a m a b I n P a tl e n tS High-risk (HR) features of MM, such as older age, HR cytogenetics, and extramedullary HR cytogenetics (del[17p], t[4:14], t[14;16])

disease (EMD), have been historically associated with poorer outcomes and fewer Age 275 years

° treatment options®’ 9
W I t h R e I a S e d / R e fr a Ct O r Bone marrow plasma ceIIs (BMPCS) 260/0 2-4 days were alloweq between SUD 1, SUD 2, and
— Emerging real-world dgta suggest teclistamab may provide meaningful clinical benefit EMD (=1 sc?ft tissue plasmacytoma'WIth no g:z;?t‘if;[‘ft‘i"lse;‘-fr:f"z:fdg‘;'r:g ff“g]s;qggggxue o Option to transition to Q2Wa dosing if:
for some of these patlentssrg contact with bony structures, a stricter definition respond on the Q2W schedule. CR, complete response; - 2PR after 24 cycles (phase 1)

than used in other clinical trials) e Qe o1y other weeks QW « 2CR for 26 months (phase 2)
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Here, t b lysis of patients f MajesTEC-1with HR feat
IVI u Itl p I e IVIy e I O m a W It h ere, we present a subgroup analysis of patients from Majes wi eatures International Staging System (ISS) stage I
High-Risk F : A
I g = I S e a u r e S ° . Figure 3: DOR to teclistamab in patients with HR features in MajesTEC-1

Patients
- 50.1 62.1 36.4 53.8 42.9 50.0 571
(40.1-59.4) (42.1-77.0) (17.5-55.8) (24.8-76.0) (9.8-73.4) (18.4-75.3) (17.2-83.7)

- As of Aug 22, 2023, 165 patients had received teclistamab at the RP2D (Table 1)

Subgroup Analysis From
n/N

the Phase 1/2 MajeSTEC-1 | zmemswon | sore

HR cytogenetics
Age 275 years 24/165

T T
S t u d BMPCs 260% 18/160 . Overall RP2D Penta-drug refractory  HR cytogenetics Age 275 years BMPCs 260% EMD ISS stage lll
EMD 28/165 X Responders, n 104 30 23 13 8 10 7
mFU, mo (range)  30.4 (0.3-41.5) 31.3(0.3-38.0) 31.5(0.3-41.5) 29.5(1.5-32.9) 29.0 (0.3-35.8) 30.9 (0.3-37.9) 31.0 (0.3-37.9)
ISS stage lll 20/162

24-month DOR rate,
% (95% Cl)

Results should be interpreted with caution due to small patient numbers. mFU, median follow-up; NE, not estimable; NR, not reached.
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Caroline Hoding, Clarissa Uhlar®, Athena Zuppa'®, Katherine Chastain'®, Margaret Doyle", Maria-Victoria Mateos'? Efficacy

Table 2: Summary of safety outcomes in patients with HR features in MajesTEC-1

- Patients who were penta-drug refractory, had HR cytogenetics, or were aged 275
years had similar response rates to the overall RP2D population (Figure 2) Overall P - Age EMD ISS stage lll
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"University of Alabama at Birmingham, Birmingham, AL, USA; 2Arnie Charbonneau Cancer Institute, University of Calgary, Calgary, AB, Canada; 3Memorial Sloan Kettering Cancer Center, New York, RP2D refractory cytogenetlcs 275 y = (N=28) (N=20)
NY, USA; Amsterdam University Medical Center, Vrile Universiteit Amsterdam, Amsterdam, Netherlands; SWinship Cancer Institute, Emory University, Atlanta, GA, USA; Centre Hospitali R A = 5 = =
A U msarn Uty Moo Cntr, L irstot At mctrd, Nhgnc Mt ot e, Sy Uy, A G Ui ompomiader * Duration of response (DOR) was generally comparable with the overall RP2D (N=165) | _(N=50) (N=38) (N=24)

gi‘::’;g‘:s; 35Q'farfa"ﬁ%sp:uuginﬁfﬁiﬁﬁsezﬁzeaifﬁz ﬁe?ec‘:;lggrm(g‘nt/\gérﬁasmr‘églgfs‘::ﬁ::gasgsguc:s Dublin reland; “Hospital Universtario de Salamanca, Instituto de Investigacidn population across most subgroups (Figure 3) Any grade TEAE, n (%) 165 (100) 50 (100) 38 (100) 24 (100) 18 (100) 28 (100) 20 (100)
Grade 3/4 TEAE 156 (94.5) | 48 (96.0) 37(97.4) | 21(87.5) | 18(100) | 26(92.9)| 18(90.0)

" . . Discontinuation due to TEAE, n (%) 8(4.8) 4(8.0) 0 0 1(5.6) 1(3.6) 1(5.0)

Kev Takeawa + The safety profile across subgroups was generally consistent with the overall RP2D

y y population, including incidence and severity of adverse events (AEs), deaths due to Deaths, n (%) 94 (57.0) 28 (56.0) 26 (68.4) 15(62.5) | 11(61.1) | 20(71.4) 12 (60.0)

. . . . . . . AE I f di inuati AEs (Table 2

Teclistamab provides clinical benefit to patients with TCE RRMM 5 and low rates of discontinuation due tpXg) (Table 2) Due to AE 26(158) | 10(20.0) 6(158) | 5008 | 166 | 271 | 3050
with some of the HR features that have been historically associated - Ra;es erckrnele o discase progiegyr were comparable of figher in most Due to disease progression 56(33.9) | 17(34.0) 17447) | 9375 |10(55.6) | 15(53.6) | 7(35.0)
with poorer outcomes and limited effective treatment options. This is subgroups compared with the overa ) population, highlighting the poor
further supported by emerging real-world data outcomes associated with these HR features

Safety

TEAE, treatment-emergent adverse event.

Figure 2: ORR in patients with HR features in MajesTEC-1
Conclusions 80 - ORR®:

Patients who are penta-drug refractory, have HR cytogenetics, or are age 275 . . o . o o
years had ORR and =CR rates comparable with the overall RP2D MajesTEC-1 (132‘/%’5) (gg}%é) (22}533) (?;/'22’) X (fg};g’)
population; patients with BMPCs 260%, EMD, or ISS stage lll disease also derived
benefit but remain difficult to treat

Safety profiles, including grade 3/4 TEAEs and rates of discontinuation and
deaths due to AEs, were generally comparable between HR subgroups and the
overall RP2D population

Patients, %

An opportunity remains to further improve outcomes by treating earlier in the
disease course, when fewer HR features are present, or treating with
teclistamab-based combinations to enhance antimyeloma activity I . M scr

H cr
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Best response:

https://www.congresshub.com/Oncology/EHA2024/Teclistamab/Costa

The QR code is intended to provide scientific information for individual Overall RP2D Penta-drug refractory HR cytogenetics Age 275 years BMPCs 260% ISS stage lll
reference, and the information should not be altered or reproduced in

any way. “Response assessed by independent review committee. sCR, stringent complete response; VGPR, very good partial response.
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