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: :eaggl;:z?:?:n!iif;? ;;zz grrsr;ce?:\):)):r)vDe((jG%F’{)g);gi)ﬁ:r(;l:aﬁliig * MonumenTAL-2 (NCT05050097) is a multiarm, phase 1b study of tal in combination with antimyeloma agents in pts with multiple myeloma

I a I q u et a m a b a bispecific antibody (BsAb) for the treatment of patients (pts) + The tal + pom treatment arm enrolled pts who were either naive or exposed to prior T-cell redirection therapy (TCR) or pom (Figure 1)
9

with relapsed/refractory multiple myeloma (RRMM)*-3 . .
Figure 1: MonumenTAL-2 (tal + pom) phase 1b study design

° ° — In the phase 1/2 MonumenTAL-1 study, tal showed overall
response rates (ORRs) of >71% and a clinically manageable P I Dosing schedule:
GPRC5Dx*xCD3 Bispecific

Measurable multiple myeloma Primary endpoint:
Pomalidomide (pom), an established immunomodulatory drug, has 22 prior LOT, including a Pl and lenalidomide 0.4 mg/kg SC QW or 0.8 mg/kg SC Q2W Safetyb
+

° ° ° ° ) ; - .
A n tl b O d I n C O m b I n at I O n dlrsc.ttogt-;tumor apoptotic activity and enhances immune ECOG PS of O or 1 o .
9 activity Prior pom and TCR (CAR-T and BsAb) Key secondary endpoints:

Starting at cycle 2 .
Initial MonumenTAL-2 results (clinical cut-off date: Oct 2023) permitted 2.0 mg PO daily, with dose escalation ORR,° time to response, DOR, PFS

o ° ° ° showed that the combination of tal + pom led to rapid and deep No prior GPRC5D therapy t0 4.0 mg PO daily permitted
| omalidomide in

W d d f d effi | f |+ f aWith 2-3 step-up doses. PAEs assessed per CTCAE v5.0, except for CRS and ICANS, which were graded per ASTCT guidelines. °Assessed per IMWG 2016 criteria.
e report updated safety and efficacy results of tal + pom from AE, adverse event; ASTCT, American Society for Transplantationand Cellular Therapy; CAR-T, chimeric antigen receptor-T cell; CRS, cytokinerelease syndrome; CTCAE, Common Terminology Criteria for Adverse Events; DOR, duration of response;

o o MonumenTAL-2 ECOG PS, Eastern Cooperative Oncology Group performance status; ICANS, immune effector cell-associated neurotoxicity syndrome; IMWG, International Myeloma Working Group; LOT, line of therapy; PFS, progression-free survival; Pl, proteasome
a t I e n t S I t e a p S e inhibitor; PO, by mouth; Q2W, every other week; QW, weekly, SC, subcutaneous.

Results Table 2: DOR by depth of best response Table 3: Hematologic and nonhematologic AEs
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Refractory Multiple Myeloma: | semcmsiaie
N=35

Baseline characteristics have been published previously” 0.0 (NE-NE) TEAE 225%, n (%)

PR
S afet a n d E fﬁ C a C R e S ItS Briefly, the median age was 65.0 years, 39.1% of pts had high-risk n=2 Any grade Grade 3/4
y y u cytogenetics, and 14.3% had extramedullary disease 78.8 (38.1-94.3) Hematologic AEs

Prior treatments included CAR-T (8.6%), BsAb (2.9%), anti-CD38 n=11 Neutropenia 22 (62.9) 20 (57.1)

tibody (74.3%), and pom (22.9%) - . : :
From the Phase 1b antibocy and pom 80.4 (igﬁ 93.2) Anemia 13 (37) 9(25.7)

. Thrombocytopenia 10 (28.6) 7(20.0)
Efficacy

I Z\ As of April 22, 2024, ORR was 88.6% (Figure 2); additional effi Nonhematologic AEs
- + As of April 22, : was 88.6% (Figure 2); additional efficacy
IVI O n u m e n L 2 S t u dy outcomes are presented in Table 1 Safety Tastejrelateda 30 (85.7)
High ORRs were observed in subgroups, including high-risk cytogenetics + The most common AEs were taste-related events, infections,and CRS (Table 3) Infections 28 (80.0)
(77.8%) and prior CAR-T (100%) or pom (100%) + Cytopenias were mostly grade 3/4 and generally limited to the first few cycles CRS 26 (74.3)
Although numbers are small, a trend for longer DOR with deeper - ICANS occurred in 3 pts; all were grade 1 Skin-related® 26 (74.3)
24 (68.6)

response was observed (Table 2) Taste-, skin-, nail-, and rash-related GPRC5D AEs were mainly grade 1/2, with few Nail-related® 68.6
Responses deepened over time (Figure 3) discontinuations Dry mouth
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54.3

19 (
9 pts had AEs that led to treatment discontinuation Fatigue 19 (54.3
14 (

i . AEs led to dose reduction of tal or pom in 37.1% and 48.6% of pts, respectively; i

The Christie NHS Foundation Trust and the University of Manchester, Manchester, UK; 2University of Melbourne, St. Vincent’s Hospital, Melbourne, VIC, Flgure 2' ORR o, o, g P pts, P q y; PyreXIa 400)
Australia; 3Hackensack University Medical Center, Hackensack, NJ, USA; 4Centre Hospitalier Universitaire de Toulouse, Oncopole, Toulouse, France; 65-7A’ and 77.1% Of pts sklpped doses Of tal and pom due to AES' FESpECtWEIy Nausea 13 (37 1)
5Tennessee Oncology and Sarah Cannon Research Institute, Nashville, TN, USA; 8UPMC Hillman Cancer Center, University of Pittsburgh, Pittsburgh, PA, USA; 100 T o a o :
"Maastricht University Medical Centre, Maastricht, Netherlands; 8Centre Hospitalier Universitaire de Nantes, Nantes, France; °Antwerp University Hospital, — The most common AEs that led to dose reduction of pom included neutropenla, N
Edegem, Belgium; '®Janssen Research & Development, Spring House, PA, USA; "Janssen Research & Development, Raritan, NJ, USA; 2Colorado Blood Cancer Diarrhea Ll (314)

Headache 10 (28.6) 1(2.9)

10 (

Institute and Sarah Cannon Research Institute, Denver, CO, USA peripheral neuropathy, and fatigue
80 — Dose reduction and schedule changes were used to manage AEs
- d
In pts with and without oral toxicities, weight loss was evident early but stabilized Rash-related 28.6) 1(29)
60 and improved over time; a more gradual trend of improvement was noted in pts with Back pain 9(25.7) 1(2.9)
oral toxicities Cough 9(25.7) 0

40 A 8 The most common infections were pneumonia, upper respiratory tract infections, Weight decreased 9(257) 2(5.7)
and COVID-19; infections were mostly grade 1/2

Key Takeaway

With longer follow-up, tal + pom showed promising efficacy and a

manageable Safety prOf"e ConSiStent W|th pFeViOUS|y reported First t infecti I din the first f I £t t t flncludes dysgeulsia,aggusia,tastedilsorderl,and hypogeusia. Per CTCAEv5.0,themalximumgrade of dysgeusila
analyses, Wthh further Supports tal as a Versatlle Comblnatlon 20 4 . — First-onset Intections generally occurred in the Tirst Tew cycies or treatmen is 2. bIncludes skin exfoliation, dry skin, pruritus, and palmar-plantar erythrodysesthesia syndrome. cincludes nail

q g q q q discoloration, nail disorder, nail toxicity, nail dystrophy, nail ridging, onychoclasis, onycholysis, and
[oF:] rtner in RRMM Consistent with target expression, there was no reduction in total CD19+ B cells onychomadesis. 9includes rash, rash maculopopular, rash erythematous, and erythema.

during treatment TEAE, treatment-emergent adverse event.

Patients, %

0 4
. Tal + pom
CO n Cl u SIO n S CR, complete response; PR, partial response; sCR, stringent complete response; VGPR, very good

partial response. Figure 3: Treatment response in pts who had 2PR with tal + pom

Tal + pom showed rapid, deep, and durable responses; a trend for longer
DOR with deeper response was observed, which suggests that pts with .
a 2VGPR may have more durable responses Table 1: Efficacy outcomes

Neutropeniawas worse with the combination than with tal monotherapy, ° Endﬁt/’{:_f:;tment et Fﬁes:ggse:

but its frequency was comparable to pom monotherapy*8; there was no : g;g—géher = SEPR

evidence of additive hematologic or CRS toxicities Median follow-up (range), months 16.8 (1.2-25.1) o DIC—pt refused further treatment ¥ PR

4 D/C—Physician decision B VR
M sp

= On treatment as of April 4,2024 M rD

Similar rates of GPRC5D-related AEs were observed as with tal Median time to first response
monotherapy, and the majority were grade 1/2, with few (range), months
discontinuations#; dose reductions were used to manage AEs Median DOR, months (95% Cl) NR (12.0-NE) Schedule change: Tal dose escalation:

Biweekly Tal dose reduction: ¥

12-month DOR rate, % (95% Cl) 74.4 (53.5-86.9) Monthly

11(0.0-3.3)

TalQ2W + pom

Median PFS, months (95% CI) NR (12.9-NE)
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The QR code is intended to provide scientificinformation for individual 12-month PFS rate, % (95% Cl) 72.6 (539—847) Months

reference, and the information should not be altered or reproduced in Includes both confirmed and unconfirmed responses.

any way. NE, not estimable; NR, not reached. +, penta-refractory; D/C, discontinued; MR, minimal residual; PD, progressive disease; SD, stable disease; TR, triple-classrefractory.

https://www.congresshub.com/Oncology/EHA2024/Talquetamab/Searle
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