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Learning Objectives

* Evaluate the mechanisms of action, clinical rationale, and most
recent clinical trial and real-world data associated with novel and
emerging monotherapies and combination strategies in R/R MM

 Describe the latest recommendations for treatment selection and
sequencing as well as strategies to mitigate potential toxicities
associated with novel and emerging therapies for R/R MM

* Implement multidisciplinary team strategies to address AEs,
treatment resistance, care coordination, and overall outcomes

R/R MM = relapsed/refractory multiple myeloma; AE = adverse event.
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Epidemiology of Myeloma

* |In 2024, 35,780 new cases will be diagnosed (19,520 in men and 16,260
iIn women) and 12,540 deaths are expected to occur (7020 in men and
5520 in women)

* In 2021, there were an estimated 179,063 people living with myeloma in
the United States (5-year survival rate is 61.1%, median age at diagnosis
Is 69 years, and median age of death is 76 years)

* Prognosis has significantly improved, with median survival estimated at
12 years

* Disease is sensitive to treatment, but curable only in a small subset

American Cancer Society. Accessed October 24, 2024. https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-
statistics/annual-cancer-facts-and-figures/2024/2024-cancer-facts-and-figures-acs.pdf. NCl. Accessed October 24, 2024.
https://seer.cancer.gov/statfacts/html/mulmy.html. Parikh, R et al. Presented at: American Society of Clinical Oncology Annual Meeting;
June 3-7, 2022; Chicago, lllinois. Abstract 8061.


Presenter Notes
Presentation Notes
Multiple myeloma is the second most common hematologic malignancy and constitutes 10% of total hematologic cancers diagnosed in the United States. Approximately 30,280  new cases are diagnosed and about 12590 deaths are estimated in 2017. This is a dramatic increase due not only to early diagnosis but also may reflect the recent liberalization of the criteria for symptomatic myeloma, which if true we will be seeing the incidence rates increase for the next few years before they plateau. It is a disease of the elderly, median age of diagnosis is 69 and death is 75 years. Prognosis has significantly improved, with median survival estimated between 7-10 years ( and more if treated at an institution with early access to newer agents). P=ID, with increase in the incidence as well as patients living longer, the expected prevalence will be huge. As opposed to the current prevalence of myeloma which is around 100,000 patients in US, my best guess is that the expected prevalence will reach 200,000 in the next 5 years.


Evolution of Modern Multiple Myeloma Therapy

Panobinostat
Daratumumab Belantamab
Elotuzumab mafodotin Cilta-cel
Thalidomide Lenalidomide Carfilzomib Ixazomib Isatuximab Teclistamab

1999 2003 2006 2007 2012 AN 2015 2019 2020 2021 2022 2023

Bortezomib Liposomal Pomalidomide Selinexor Ide-cel Elranatamab
doxorubicin Melflufen Talquetamab

US Food and Drug Administration (FDA). Accessed October 28, 2024. https://www.accessdata.fda.gov/drugsatfda_docs/label/1998/
20785Ibl.pdf; 2003/0216021bl.pdf; 2005/021880Ibl.pdf; 2007/050718s0291bl.pdf; 2012/202714Ibl.pdf; 2013/2040261bl.pdf; 2015/205353s0001bl.pdf;
2015/7610360rig1s000ibledt.pdf; 2015/761035s0001bl.pdf; 2015/2084621bl.pdf; 2019/212306s0001bl.pdf; 2020/761158s000Ibl.pdf;
2020/761113s000Ibl.pdf; 2021/214383s000Ibl.pdf; 2022/761291s000Ibl.pdf; 2023/7613450rig1s000Ibl.pdf; 2023/761342s000I1bl.pdf;
https://lwww.fda.gov/imedia/147055/download?attachment; https://www.fda.gov/imedia/156560/download.



Landscape of Myeloma at First Relapse

The present and future:
triplet/quadruplet combinations of
len, Pls, mAbs

The past:
len- or bort-based
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Options at 15t relapse

mAb = monoclonal antibody; V = bortezomib; M = melphalan; P = prednisone; R = lenalidomide; d/D = dexamethasone; C =
cyclophosphamide; T = thalidomide; PAD = PS-341 (bortezomib), doxorubicin, dexamethasone; A = doxorubicin; | = ixazomib; K =
carfilzomib; IMiD = immunomodulatory drugs; Pl = proteasome inhibitor.
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NCCN Guidelines

NCCN Guidelines Version 1.2025
Multiple Myeloma

NCCN Guidelines Version 1.2025
Multiple Myeloma

Order of regir does not indi P ive efficacy
Anti-CD-38 Refractory Bortezomib-Refractory Lenalidomide-Refractory

+ Carfilzomit nide/d e + Carfilzomib/lenalidomide/d hasone gory 1) + Dar b/bortezomib/dexar ne gory 1)

(category 1) - D b/carfilzomib/d thasone (category 1) « Daratt b/carfilzomib/d thasone (category 1)
* Carfilzomib/pomalidomide/s asone |+ D i i 1asone y 1) * Isatuximab-irfc/carfi ib/dexar 1e (category 1)
« Pomali ide/bortezomib/di asone  |* i irfc/car 1asone (category 1) * Pomalidomide/bortezomib/dexamethasone (category 1)

(category 1) » Carfil, ib/pomalidomidel/ \asone » Carfil ib/pomalidomi ne
After two prior therapies including After one prior therapy including lenalidomide and a Pl After one prior Py g i ide and a Pl
lenalidomide and a Pl » Dar Ip idomi \asone (category 1) » Darat ‘pomalidomi 1asone (category 1)

» Elotuzumab/| i i

After two prior therapies including lenalidomide and a Pl | After two prior th: i lenalidomide and a P!
After two prior therapies including an IMiD » Isatuximab-irfc/p i i nethasone y 1) | »Isatuximab-irfcip i i nethasone gory 1)
» Elotuzt fp ide/ hasone » Elotuzumab/p i ide/d th e

and a Pl and with disease progression

on/within, 50 ceys.of compistion of lest After two prior therapies including an IMiD and a Pl and

therapy p . - 3
+ Ixazomib/pomalidomide/dexamethasone g:;r::;:sueas;z rogressiononivithin 60 cays of. completion

» Ixazomil ymide/d 1asone

CAR T-Cell Therapy
After one prior line of therapy including IMID and a P, and refractory to lenalidomide
» Ciltacabtagene autoleucel (category 1)

After two prior lines of therapies including an IMiD, an anti-CD38 monocional antibody and a Pl

» Idecabtagene vicleucel (category 1)

* For Other Recommended Regimens and for regimens Useful in Certain Circumstances for Relapsed/Refractory Disease After 1-3 Prior Therapies, see MYEL-G 4 of 5

a

but not of all reg The reg: under each p category are

listed by order of NCCN Category of Evidence and Consensus alphabetically.

b Supmxlve Care Treatment for l‘?umgre Myeloma (MYEL-H). e L

G General Considerations for Myeloma Therapy (MYEL-F)
Management of Renal Disease in Multiple Myeloma (MYEL-K).
Regimens included under 13 prior therapies can also be used later in the disease course.
Attempt should be made to use drugs/drug classes the patients have not been exposed to or
exposed to >1 line prior.

™ Autologous HCT should be considered in patients who are eligible and have not previously
received HCT or had a prolonged response to initial HCT.

™ In order to imize benefit of sy ic therapy, age gimens may be or
repeated if relapse is after at least 6 months of stopping therapy.

© Alkylating agents can impact the ability to collect T cells for CAR T-cell therapy. See

y-Related Toxicities.,

Relapsed/Refractory Disease After 3 Pri

» CAR T-cell Therapy:
¢ Ciltacabtagene autoleucel
& ldecabtagene vicleucel

After at least four prior therapies, including an anti-CD38 monoclonal antibody, a PI, and an IMiD
» Bispecific Antibodies:
© Elranatamab-bemm
¢ Talquetamab-tgvs
© Teclistamab-cqyv

Other Recommended Regimens

+ Bendamustine

+ Bendamustine/bertezomib/dexamethasone

* Bendamustine/carfilzomib/dexamethasone

» Bendamustine/lenalidomide/dexamethasone
- High-dose or fractionated cyclophosphamide

After at least four prior therapies and whose disease is refractory to at least two Pls, at least two immunomodulatory agents, and
an anti-CD38 monoclonal antibody
+ Selinexor/dexamethasone

Useful in Certain Circumstances?

After at least four prior therapies, including an anti-CD38 monoclonal antibody, a PI, and an IMiD
- Belantamab mafodotin-bimf (if available through compassionate use program)

3 Selected, but not inclusive of all regimens. The regimens under each preference category
are listed by order NCCN Category of Evidence and Consensus alphabetically.
b Supportive Care Treatment for Multiple Myeloma (MYEL-H). " In order to maximize benefit of ic therapy. ag i
© General Considerations for Myeloma Therapy (MYEL-F). repeated if relapse is after at least 6 months of stopping therapy.
d Management of Renal Disease in Multiple Myeloma (MYEL-K). 9 Alkylating agents can impact the ability to collect T cells for CAR T-cell therapy. See NCCN.
I Regimens included under 1-3 prior therapies can also be used later in the disease course Guideline for Management of Immunotherapy-Related Toxicities.
Attempt should be made to use drugs/drug classes the patients have not been exposed to 9 Patients can receive more than one B-cell maturation antigen (BCMA) targeted therapy.
or exposed to >1 line prior. Optimal sequencing of sequential BCMA targeted therapies is not known; however
™ Autologous HCT should be considered in patients who are eligible and have not previously — accumulated dala suggests immediate follow on with second BCMA directed therapy after
received HCT or had a prolonged response to initial HCT. relapse may be associated with lower response rates

may be i or

National Comprehensive Cancer Network (NCCN). Accessed October 24, 2024. https://www.nccn.org/guidelines/guidelines-

detail?category=1&id=1445.



Factors in Selecting Treatment
for Early Relapsed Myeloma
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Framework to Choose the
Best First Relapse Regimen

Lenalidomide/dexamethasone Bortezomib/dexamethasone
back bone back bone

Pomalidomide/dexamethasone Carfilzomib/dexamethasone
back bone back bone



Randomized Studies with
Lenalidomide-Dex Control Arms

Carfilzomib Ixazomib Elotuzumab Daratumumab
KRd vs Rd IRd vs Rd ERd vs Rd DRd vs Rd

(n=792) (n=722) (n=646) (n=569)
Median FU, mo 67.1 85 70.6 79.7
ORR, % 87.1% 66.7% 78.3% 71.5% 79% 66% 92.9% 76.4%
CR, % 31.8% 9.3% 12% 7% 4% 7% 56.6% 23.2%
Median PFS, mo 26.1 16.6 20.6 14.7 19.4 14.9 45 17.5
I PFS HR (95% ClI) 0.66 (0.55-0.78, P<.001) 0.74 (0.59-0.94, P=.01) 0.70 (0.57-0.85, P<.001) 0.44 (0.35-0.54, P=.0001) I
Median OS, mo 48.3 40.4 53.6 51.6 48.3 39.6 67.6 51.8
OS HR (95% ClI) 0.79 (0.67-0.95, P=.005) 0.94 (0.78-1.13, P=.5) 0.82 (0.68-1.00, P=.05) 0.73 (0.58-0.91, P=.0044)
IMiD refractory, % 21 21 - 3.5

D = daratumumab; E = elotuzumab; FU = follow-up; ORR = overall repsonse rate; CR = complete response; PFS = progression-free
survial; OS = overall survival; HR = hazard ratio; Cl = confidence interval.

Stewart AK, et al. N Engl J Med. 2015;372(2):142-152. Siegel DS, et al. J Clin Oncol. 2018;36(8):728-734. Moreau P, et al. N Engl J Med.
2016;374(17):1621-1634. Richardson PG, et al. J Clin Oncol. 2021;39(22):2430-2442. Lonial S, et al. N Engl J Med. 2015;373(7):621-631.
Dimopoulous MA, et al. Blood Cancer J. 2020;10(9):91. Bahlis NJ, et al. Leukemia. 2020;34(7):1875-1884. Dimopoulous MA, et al. J Clin
Oncol. 2023;41(8):1590-1599.



Randomized Studies with Bortezomib-Dex Control
Arms Including Lenalidomide-Refractory MM

Pomalidomide Daratumumab* Carfilzomib Selinexor Venetoclax

PVd vs Vd DVd vs Vd Kd vs Vd SVd vs Vd VenVD vs VD
(n=559) (n=498) (n=929) (n=402) (n=194 vs n=97)

Median FU, mo 64.5 72.6 44.3 28 45.6
ORR, % 82 50 84 63 77 63 76 62 84 70
CR, % 13 3 29 10 13 6 17 11 29 7
Median PFS, mo 11.7 6.9 16.7 7.1 18.7 9.4 13.2 9.5 23.4 1.4
0.56 (0.49-0.77, 0.31 (0.24-0.39, 0.53 (0.44-0.65, 0.71 (0.54-0.93,
0,
PFS HR (95% Cl) P<.001) P<.001) P<.0001) P<.006) 0.58 (0.43, 0.78)
Median OS, mo 35.6 31.6 49.6 38.5 47.8 38.8 36.7 30.2 33.5 NR
0.94 (0.77-1.15, 0.74 (0.59-0.92, 0.76 (0.63-0.92, 0.84 (0.60-1.17, 0.74 (0.59-0.92,
(o)
i ) P=.571) P=.0075) P=.0017) P=.147) P=.0075)
Daratumumab-refractory patients excluded in CASTOR, not represented in others PthLiFLAfgim
OS HR 0.61

*Vd: 8, 21-day cycles.

Richardson PG, et al. Lancet Oncol. 2019;20(6):781-794. Beksac M, et al. Presented at: International Myeloma Society Annual Meeting;
September 27-30, 2023; Athens, Greece. Abstract OA-52. Palumbo A, et al. N Engl J Med. 2016;375(8):754-766. Sonneveld P, et al. J Clin
Oncol. 2023;41(8):1600-1609. Dimopoulos MA, et al. Lancet Oncol. 2016;17(1):27-38. Orlowski RZ, et al. Clin Lymphoma Myeloma Leuk.
2019;19(8):522-530.e1. Mateos M-V, et al. Eur J Haematol. 2024;113(2):242-252. Kumar S, et al. HemaSphere. 2020;4(S1):Abstract EP939.



Randomized Studies with Carfilzomib and Pomalidomide-Dex
Control Arms Including Lenalidomide-Refractory MM

Daratumumab

DKd vs Kd

Isatuximab
IKd vs Kd

Daratumumab
DPd vs Pd

Isatuximab
IPd vs Pd

Elotuzumax
EPd vs Pd

(n=569) (n=341) (n=304) (n=307) (n=117)
Median FU, mo 50 56.6 39.6 52.4
ORR, % 84.3% 72.7% 86.6% 83.7% 69% 46% 60% 35% 53% 26%
Median PFS, mo 28.4 15.2 35.7 19.2 12.4 6.9 11.5 6.5 10.3 4.7
PFS HR (95% CI) 06‘/1320046%-?)83 0.58/(3(1.%25-;).79, 063;32004:)71-{(3))85 0.5%2.33;(;.81, 0.54/3(2.33{-3()).86, ‘
Median OS, mo 50.8 43.6 NR 50.6 34.4 23.7 24.6 17.7 29.8 17.4
0S HR (95% Cl) 0.7813(3..52;).03, 0.8?39%14-)1 2, 0.82 (0.61-1.11, P<.2) 0.781(3(:50%-)1.02, 05&/93&003571-;))93
PFS HR, Len Non- 0.74 (0.49-1.11) 0.48 (0.28-0.82) 0.36 (0.15-0.83) 0.18 (0.02-1.49) 0.51 (0.21-1.19)
Refractory
PFS HR, Len 0.47 (0.29-0.78) 0.60 (0.34-1.06) 0.66 (0.49-0.90) 0.59 (0.43-0.82) 0.59 (0.33-0.97)
Refractory

Dimopoulos MA, et al. Lancet Oncol. 2020;396(10245):186-197. Usmani SZ, et al. Blood Adv. 2023;7(14):3739-3748. Martin T, et al. Blood
Cancer J. 2023;13(1):72. Yong K, et al. Presented at: International Myeloma Society Annual Meeting; September 27-30, 2023; Athens,
Greece. Dimopoulos MA, et al. Lancet Oncol. 2021;22(6)801-812. Dimopoulos MA, et al. Lancet Haematol. 2023;10(10):e813-e824. Attal M,
et al. Lancet. 2019;394(10214):2096-2107. Richardson PG, et al. Haematologica. 2024;109(7):2239-2249. Dimopoulos MA, et al. N Engl J
Med. 2018;379(19):1811-1822. Dimopoulos MA, et al. J Clin Oncol. 2023;41(3):568-578.



Selinexor MOA
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MOA = mechanism of action.

Nooka AK, et al. Clin Lymphoma Myeloma Leuk. 2022;22(7):e526-e531



Newer Compounds: Iberdomide MOA

IL-2 Secretion by MM Cell Survival in
o . . o Treated PBMCs Co-Culture With
IBER enhances in vitro immune stimulatory activity vs LEN and POM Treated PEMCs
LEN IBER 1,5007 _o | EN 120 ~
—=—POM
) ——IBER & 100
£ =
S 1,000 - N
£ @] |
80
o 2 !
= @
i T 60
% 500 8
9 2 LEN
& S 404 —*
—=—POM
0 ——IBER
(®) Tr e RS T teee
KMS12BM KMS12BM/PR o N ,\Q QQ QQ o IN ,\Q Q.Q QQ

Tme() 0 3 6 16 24 0 3 6 16 24 Y o8 N O
O N

Aiolos - - D — — ——
‘j:‘s"gfmiw Compound Concentration (nM) Compound Concentration (nM)

Pomalidomide (1 M)

kusizem  kwsizewer  CRBN binding ICs, Aiolos degradation (5 hrs) EC5, lkaros degradation (5 hrs) EC5,
T":D‘:;-”. e ‘:’. > =2 . CC-220: 006 uM ° CC-220: 0.5 nM « (CC-220: 1.0 nM
cRBN m - «  Pomalidomide: 120uM ¢ Pomalidomide: 22.0 nM « Pomalidomide: 24.0 nM
A P e e e ] [ e e ]| Lenalidomide: 150uM * Lenalidomide: 87.0 nM + Lenalidomide: 67.0 nM

Iberdomide (0.1 pM)

PBMC = peripheral blood mononuclear cell; IL = interleukin; EC;, = half-maximal effective concentration; IC;, = half-maximal inhibitory
concentration; DSMO = dimethylsulfoxide.
Bjorklund CC, et al. Leukemia. 2020;34(4):1197-1201. Adapted with permission from: Matyskiela ME, et al. J Med Chem. 2018;61(2):535-542.
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Presentation Notes
CC-220 Binds Cereblon and Degrades Aiolos and Ikaros More Efficiently Than Lenalidomide or Pomalidomide
CC-220 is a Superior Inducer of IL-2 Secretion, Granzyme B Degranulation and PBMC Killing of MM Cells
Novel CELMoD® agents IBER and CC-92480 have:
Higher binding affinity for CRBN*
More efficient degradation of CRBN substrates (Aiolos, Ikaros)*/**
Potent immune modulation of T and NK cells*/**
Anti-tumoural activity in LEN- and POM- resistant myeloma cells* and in patients resistant/exposed to IMiD® agents** 



CC-220-MM-001 Study Design and Objectives

Phase 1: dose escalation Phase 2: dose expansion®

Cohort A
IBER

CohortD

IBER (RP2D) + DEX

X Cohort | (postBCMA)
' IBER (RP2D)* + DEX

1(0.9)

8 (7.5)
19 (17.8)

Cohort B
IBER + DEX

114.2)
4(16.7)

,BE 11 (10.3) 4(16.7) ubR
20 MR Cohort E Cohort J1 (NDMM TNE)
@ uso IBER + DARA + DEX Bmmmd 'BER + BORT + DEX
S 40 - 46 (43.0) 8 (33.3)
8
%0 ] CohortF § CohortJ2 (NDMM TE)

15 (14.0) 4(16.7) IBER + BORT + DEX IBER + BORT + DEX

o - . 2(8.3)
Cohort D Cohort |
IBER + DEX... IBER + DEX post BCMA... Cohort G Objectives: To present safety

IBER + CFZ + DEX

Key eligibility criteria (Cohorts E, F, and G)

* RRMM 2 2 prior regimens (2 1 in Cohort F) including

Len/Pom and PI

» PD on or within 60 days of last antimyeloma therapy

Study endpoints
* Primary: to determine MTD/RP2D
» Secondary: to assess safety and preliminary

and efficacy of

CohortE) - IBER + DARA + DEX
Cohort F) - IBER + BORT + DEX
Cohort G) - IBER + CFZ + DEX

efficacy

aCohort C (IBER monotherapy expansion) was planned, but not opened; 1.6 mg q.d.

BCMA = B-cell maturation antigen; MTD = maximum tolerated dose; NDMM = newly diagnosed multiple myeloma; TE = transplant eligible;
TNE = transplant non-eligible.

Lonial S, et al. Presented at: Congress of the European Haematology Association; June 9, 2021; virtual. Abstract S187. National Institutes

of Health (NIH). Accessed October 25, 2024. https://clinicaltrials.gov/ct2/show/NCT02773030. EU Clinical Trials Register. Accessed October
25, 2024. www.clinicaltrialsregister.eu/ctr-search/search?query=2016-000860-40.



EXCALIBER Study

Treatment Arm A (IberDd)

IBER (oral): 1.6 mg days 1-21
Daratumumab (SC): 1800 mg cycles 1-2
on days 1, 8, 15, and 22; cycles 3-6 on
days 1 and 15; cycles > 7 on day 1
Dexamethasone (oral): 40 mg on days
1, 8, 15, and 222

Long-term FU for
Ongoing study D/C due EQ-5D-5L, survival
28-day cycles treatment to PD status, subsequent

o until PD, anti-myeloma therapies

b= ——p unacceptable —pp (and subsequent dates

; Treatment Arm B (DVd) toxicity, or D/C due 28-Day FU of PD), every 4 months
Daratumumab (SC): 1800 mg cycles 1-3 withdrawal of visit & enter until at least 5 years

DR PFS FU. Continue after last patient
other than . . 3
PD or efficacy is randomized
. assessments until
withdrawal
of consent PD followed
by PFS D/C visit

on days 1, 8, and 15; cycles 4-8 on day consent
1; cycles > 9 on day 1
Bortezomib (SC): 1.3 mg/m? cycle 1-8
on days 1, 4, 8, and 11
Dexamethasone (oral): 20 mg cycles 1-8
ondays1,2,4,5,8,9, 11, and 12°
Bortezomib and dexamethasone .
dosing must be discontinued after Endpoints
cycle 8 * Primary: PFS
Cycles 1-8: 21-day cycles « Secondary: 0S, MRD negativity, ORR, TTR, DOR, TTP, TTNT, PFS2, safety, HRQoL
Cycles 2 9: 28-day cycles » Key exploratory: biomarkers, PK

RRMM, 1-2 prior lines
RANDOMIZATION 1:1

PD = progressive disease; D/C = discontinue; MRD = minimal residual disease; TTR = time in therapeutic range; DOR = duration of
response; TTP = time to progression; TTNT = time to next treatment; PFS2 = time to second disease progression; HRQoL = health-related

quality of life; PK = pharmacokinetics.
NIH. Accessed October 25, 2024. https://www.clinicaltrials.gov/study/NCT04975997. Lonial S, et al. Presented at: International Myeloma

Workshop; September 8, 2021; Vienna, Austria. Presentation 1087040.



BCMA-Directed CAR-T in Multiple Myeloma

Ide-cel Cilta-cel
FDA Approved: Mar 26, 2021 FDA Approved: Feb 28, 2022
. \ \ KarMMa Trial CARTITUDE-1 Trial e
Phase Il (N=128) Phase Ib/Il (N=97)
CD8a Spacer —— CD8a Spacer ——
CD8aTM — COSATH ==
ORR: 72% ORR: 98%
- . 95% Cl, 63.2-80.8 +  95% Cl, 92.7-99.7 .
4188 - ORR=sCR+VGPR + PR - ORR=sCR+VGPR + PR 4188
mDOR: 11.3 months mDOR: 33.9 months
03— 95% Cl, 10.3-15.3 . 95% Cl, 25.5-NE 03—
s mPFS: 22.6 months mPFS: 34.9 months o
.y % 95% Cl, 14.39-NE . 95% Cl, 25.2-NE .y
mOS: 24.0 months mOS: NR
95% Cl, 18.96-NE +  62.9% OS at 36 months

CAR-T = chimeric antigen receptor T cell; mDOR = median duration of response; mPFS = median progression-free survival; mOS =
median overall survival; sCR = stringent complete response; VGPR = very good partial response; PR = partial response; NE = not
estimable; NR = not reached.

NIH. Accessed October 25, 2024. https://lwww.clinicaltrials.gov/study/NCT03361748; NCT03548207. Lin Y, et al. J Clin Oncol. 2023;41(Suppl
16):8009. Scheller L, et al. Leuk Lymphoma. 2024;65(2):143-157.



Earlier Line CAR-T Is HERE!

KarMMa-3 (N=386)

Key inclusion criteria Key inclusioncriteria
« Aged =18 years with MM » Aged =18 years with MM
Screening * 2-4 prior LOT (including IMiD + Pl + Anti-CD38 mAB) Screening * 1-3 prior LOT (including PI + IMiD)
* Refractory to the last regimen + LEN Refractory
+ ECOG PS 0-1 + ECOG PS 0-1
-
2:1 Randomization 1:1 Randomization
Stratified by Stratified by
Randomization * Age (<65 vs 265 years) Randomization < Choice of PVd/DPd
* Number of prior LOT (2 vs 3 or 4) + ISS Stage
» High-risk cytogenetics (yes vs nofunknown) * Number of prior LOT
- N
Apheresis Optional Bridging Apheresis
e > DPd, DVd, IRd, Kd, or Standard Regimens PVd or DPd
| EPd £1 cycle 21 cycle
DPd, DVd, IRd, Kd PVd or DPd
or EPd
LDC Ide-cel infusion LDC
—> 150 to 450 x 108 (Target: 0.75x106
CAR+ Tcells Ide-cel allowed after CAR+ T cells/kg)
| confirmed PD
-------------------------------- CrossOver oo ¥

LOT = line of therapy; ECOG PS = Eastern Cooperative Oncology Group Performance Status; LDC = lymphodepleting chemotherapy; SOC
= standard of care.

Rodriguez-Otero P, et al. N Engl J Med. 2023;389(11):1002-1014. San-Miguel J, et al. N Engl J Med. 2023;389(4):335-347. NIH. Accessed
October 25, 2024. https://lwww.clinicaltrials.gov/study/NCT03651128; NCT04181827.



Study Designs: Key Differences

KarMMa-3

2-4 Prior Lines of Therapy 1-3
Triple-class exposed Prior Treatment Exposure Pl, IMiD exposed, LEN refractory
: s . Required per protocol; 80% received
Not d; only 1 le all d Brid R t
ot required; on cycle allowe ridging Requiremen % @ 8 Geles
PFS in ITT, including patients who were Primary Endpoint PFS HR excludes any events within
apheresed but not infused with ide-cel Analysis Methodology the first 8 weeks of randomization

Allowed; 56% in SR arm went on to

: Not itt tocol
receive lde-cel Cross-Over ot permitted per protoco

ITT = intention-to-treat; SR = standard regimens.
Rodriguez-Otero P, et al. N Engl J Med. 2023;389(11):1002-1014. San-Miguel J, et al. N Engl J Med. 2023;389(4):335-347. NIH. Accessed
October 25, 2024. https://lwww.clinicaltrials.gov/study/NCT03651128; NCT04181827.



Efficacy of CAR-T as an Earlier LOT

KarMMa-3 Primary Endpoint: PFS analysis (ITT) CARTITUDE-4 Primary Endpoint: PFS (ITT Population)
Week8  Bridging phase, patients in cilta-cel arm were receiving
100 + Median PFS 2 100 ALY the same treatment as the SOC arm
' Ide-cel: 13.8 months % 76% mPFS: not reached
80 5 80 \Nﬁm (95% Cl, 22.8-NE)
>
60 £ 60
~ c
7)) 9
i+ 2
40 © 40
S
o
= oL
20 - HR = 0.49 (95% £ 20 HR=0.26 (95%
Cl, 0.38-0.63) Cl, 0.18-0.3);
P ] P<.0001
0 .
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 0O 3 6 9 12 15 18 21 24 27 30
Months since randomization Progression-free survival, months

in 3L as of 4/5/24 in 2L as of 4/5/24

Dhakal B, et al. Presented at: American Society of Clinical Oncology Annual Meeting; June 2-6, 2023. Abstract LBA106. NIH. Accessed
October 25, 2024. https://www.clinicaltrials.gov/study/NCT03651128; NCT04181827.



CARTITUDE-4 PFS and OS vs CARTITUDE-1

OS (as-treated population) PFS (as-treated population)

100 T 100 —
30-month PFS
30-month OS
c
CARTITUDE-4 o
80 . 3 80 —
o 68.4%
8’ .
:.- DR b
0 7 CARTITUDE: = - CARTITUDEA
- it
3 68.0% 3
© =
= 40 A 3 40 -
gj o CARTITUDE-1
2 '
e
20 5 20 4
0
' 2
0 T T I I T T T I I |I T T T I T T 0 | 1 | | | | | | I ; | | | | I |
No.atrisk 0 3 6 9O 12 15 18 21 24 27 30 33 36 39 42 45 48 No.atrisk © ° © 9 121518 21 24 27/30 33 36 39 42 45 48
months from cilta-cel infusion months from cilta-cel infusion
CARTITUDE-4 CARTITUDE-4
(13 prior LOT) 176 172 167 163 162 160 158 154 151 137 83 53 20 12 2 0 0 (1-3 prior LOT) 176 172 165 158 150 144 138 133 131 109 61 37 12 8 1 0 0O
CARTITUDE-1 CARTITUDE-1
c3priorLor) & % 91 88 85 81 79 77 74 69 59 33 19 10 2 1 0 3priorLot) O 94 8 77 74 67 64 63 60 54 44 25 13 2 1 1 0

Cilta-cel use in earlier lines demonstrated numerically higher rates of overall and progression-free survival

Mateos MV, et al. Presented at: International Myeloma Society Annual Meeting; September 25-28, 2024; Rio de Janeiro, Brazil. Abstract
OA-65. NIH. Accessed October 25, 2024. https://www.clinicaltrials.gov/study/NCT04181827; NCT03548207.



Overview of Teclistamab

& CD3
T Cell

CD3 Arm

@\_/Q

Cell
Killing Teclistamab
BCMA Arm
Multiple
Myeloma

Cell

BCMA

PD = pharmacodynamics; AE = adverse event.

Adapted from: Pillarisetti K, et al. Blood Adv. 2020;4(18):4538-4549. NIH. Accessed October 25, 2024.

https://www.clinicaltrials.gov/study/NCT04557098.

Key eligibility

criteria:

* RRMM’

* ECOGPSOor1

* Triple-class
exposed (PI,
IMiID, anti-CD38
mADb)

* No prior
BCMA-directed
therapy

Phase 1

Dose
escalation

v
cohorts

Dose
expansion

Phase 2

Primary
endpoint: ORR
Key secondary
endpoints:

« PK/PD

« DOR

* PFS

« OS

* MRD negativity
* AEs

+ HRQoL




MajesTEC-1 ORR and DOR

80 -

ORR
63.0
(104/165)

60 -
32
'IUE, 40 - 2CR ‘<
S 46.1 | 2VGPR:
a 59.4

20 A

0

Best response:

B sCR
B CR

Hl VGPR
PR

100 A

80 A

2 60 -
8
c
2
®
o 40 -
20 - Median, mo (95% Cl)  30-mo DOR rate (95% Cl)
Overall 24.0 (17.0-NE) 45.0% (34.8-54.7)
>CR NR (26.7-NE) 60.8% (48.7-71.0)
=VGPR 25.6 (18.1-NE) 48.7% (38.3-58.3)
0 1 1 L 1 L] 1 ) L T L T L] L 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Patients at risk DOR, months
Overall 104 101 93 83 72 64 60 53 46 39 18 8 3 1 0
>CR 76 76 73 71 64 60 56 50 44 37 15 7 2 1 0
>VGPR 98 97 90 80 69 62 58 51 45 38 18 8 3 1 0
—&— QOverall —&—=CR —8— =2VGPR

Oriol A, et al. Presented at: European Haematology Association Congress; June 13, 2024; Madrid, Spain. Abstract P942. NIH. Accessed

October 25, 2024. https://lwww.clinicaltrials.gov/study/NCT04557098.



100 4

60 -

40 A

Patients progression free and alive, %

8014

MajesTEC-1 PFS and OS

All RP2D (N=165)

DOR, mo mPFS, mo mOS, mo
95% (95% CI) (95% Cl)

24.0 (17.0-NE)

11.4 (8.8-16.4)

22.2 (15.1-29.9)

>CR (n=76) NR (26.7-NE) NR (26.9-NE) NR (35.5-NE)
>VGPR (n=98) 25.6 (18.1-NE) 26.7 (19.4-NE) NR (31.0-NE)
MRD-neg (n=48) NR (19.2-NE) NR (21.0-NE) NR (29.9-NE)
<3 pLOT (n=43) 24.0 (14.0-NE) 21.7 (13.8-NE) NR (18.3-NE)
>3 pLOT (n=122) 22 4 (14.9-NE) 9.7 (6.4-13.1) 17.7 (12.2-29.7)
Phase 2 efficacy (USPI) (n=110) 22 4 (14.9-NE) 10.8 (7.4-16.4) 21.7 (12.7-29.9)
>CR (n=51) NR (21.6-NE) NR (22.8-NE) NR (NE-NE)

20 - Median, mo (95% CI) 30-mo PFS rate (95% CI
Overall 1.4 (8.8-16.4) 30.1% (22.9-37.7)
=CR NR (26.9-NE) 61.0% (48.9-71.1)
=VGPR 26.7 (19.4-NE) 48.8% (38.5-58.4)
0 L] L T L L] 1 L} L] L T T L} L] 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Patients atrisk
Overall

=CR

>VGPR

PFS, months

165 N0 99 87 75 70 61
76 76 74 T

56 49 44 19
65 63 57 52 46 42
98 97 93 84 72 67 59 53 47 43 19

8 9 3
10 4

—6— Qverall —&— =CR —®— >VGPR

00 4 1 O

1 0
1 0

Oriol A, et al. Presented at: European Haematology Association Congress; June 13, 2024; Madrid, Spain. Abstract P942. NIH. Accessed
October 25, 2024. https://lwww.clinicaltrials.gov/study/NCT04557098.



Overview of Elranatamab

Cytotoxic T cell activation

+ MagnetisMM-3 (NCT04649359) is an open-label, multicenter,
non-randomized, phase 2 study

— Interim analysis data-cut off: March 23, 2022

Patients with RRMM

Tumor cell Key inclusion criteria: T —— 1

killing « Refractory to at least 1 each of the following: | Cohort A (n = 123) I
proteasome inhibitor, immunomodulatory ; o |
drug, and anti-CD38 antibody »| No prior BCMA-directed treatment

I Cohort B (n = 64)
* Creatinine clearance 230 mL/min : 7
1. platelets 225 x 10%/L I Prior BCMA-directed ADC or CAR-T

* ANC 21.0 x 109/L
+ Hemoglobin 28 g/dL

Interim analysis of Cohort A
\ ".I First 94 patients who received 21 dose of elranatamab

Elranatamab 76 mg SC
QW on a 28-d cycle

A
m
O
o}
o}
°
(0]
e
[e]
S
3
[+7]
-
(¢]
0]
@
)
c
w
A
%]

« Patients will be followed for ~2 y from enrollment

Primary endpoint

+ ORR by BICR

Secondary endpoints

+» Duration of response

*CRrate

+ORR

* ORR by baseline extramedullary
disease status

= Duration of CR

* Time-to-response

SPES

» MRD-negativity rate

08

+ Safety

« Pharmacokinetics

ANC = absolute neutrophil count; ADC = antibody-drug conjugate.
NIH. Accessed October 25, 2024. https://www.clinicaltrials.gov/study/NCT04649359.




MagnetisMM-3 ORR and DOR

- sCR, 16.3%; CR, 21.1%; VGPR, 18.7%; PR, 4.9% )
« MRD negativity rate was 90.3% in patients with 2CR who were evaluable for - 1‘“‘1 "' e
MRD (n=31) at the threshold of 10 1 t_-"h._
+ Median DOR was not reached (Figure) a; ;E %—_"—:m”
+ The probability of maintaining a response at 2 years was: 3 50 B8 5% (54.4.76 7
— 66.9% (95% Cl, 54.4-76.7) among all responders, and £ :,;
— 87.9% (95% CI, 73.1-94.8) in patients with 2CR -

Median DOR, months (5% CI)
Patients with OR HE (ME-ME)
0 Patients with 2CR NE [NE-NE)

10

HNo. af risk Months

Fatents
with 2CR

46 48 4G 43 40 3@ 35 M 00M

] 3 ] 9 12 16 18 21 M

™™ 70 G5 &7 &0 45 41 38 35

With extended follow-up, ORR per BICR remained at 61.0% (=CR rate, 37.4%)

BICR = blinded independent central review.

Mohty M, et al. Presented at: European Haematology Association Congress; June 13, 2024; Madrid, Spain. Abstract P932
October 25, 2024. https://www.clinicaltrials.gov/study/NCT04649359.

. NIH. Accessed



MagnetisMM-3 PFS and OS

9.8-NE) months (Figure 1)

N o—_— s = " a4 % Gl -
10t 1 —_ _ In EltIEI"'ItS W|th ECR r'l'IEdIEII'I 100 _ Median 08, 24.6 maonths (85% CI. 13.4-NE)
op- 4 Ly } ! %0
ol b ?ﬂ::':;ﬁrt' — PFS was not reached and the |
ol with 2CR (95% Gi) probability of being progression- :”'

i . 04
? e free at 2 years was 90.6% (95% 2 |
3 sy L, e Cl, 76.9-96.4) % . o
i1 " .E
g * Median OS was 24.6 (95% ClI, g 40
£l .
13.4-NE) months (Figure 2) 01
29 Median PFS, months (5% CI) 204
10 Overall 17.2 |9.8-NE)
|~ Patients with 2CR NE (NE-NE) 1
T s 0
II'.I ‘I'{ Il‘i *fll 12 1I.'- IIFI M 24 ar ":I.'I f‘-l.'!- "-L' I I _I. [ I. [ I_ . [ . [ . I . I . I_ 1 . |
R Months ] 3 & 9 12 15 g 21 2 2F 30 33 35 349
174 TA 6T B3 54 4B 44 42 3@ 32 F 1 0 Months
:::tllll.l:‘t{ a8 48 48 a4 42 B 36 35 15 I8 7 { 0 Mo alrsk 122 106 92 B4 74 67 B1 60 56 47 13 3 2 i

Mohty M, et al. Presented at: European Haematology Association Congress; June 13, 2024; Madrid, Spain. Abstract P932. NIH. Accessed
October 25, 2024. https://www.clinicaltrials.gov/study/NCT04649359.



Overview of Talquetamab

Talguetamab
GPRCED=CD3I ontibody

" Tecell activation
. Cytokine release

« Perforin/granzymes

ol daath

Eligibility Criteria

Phase 1

. Measurable MM

. Intolerant to or
progressed on
established
therapies

« ECOGPS<1

Phase 2

. Measurable MM
e 23 prior LOT

« ECOGPS <2

TCR = triple-class refractory; BsAb = bispecific antibody.
NIH. Accessed October 25, 2024. https://www.clinicaltrials.gov/study/NCT04634552.

0.4 mg/kg SC QW

Prior anti-BCMA

(TCR naive) ADC allowed

0.8 mg/kg SC
Q2w
(TCR naive)

0.4 mg/kg SC QW
or 0.8 mg/kg SC
Q2w

Prior anti-BCMA
CART, or BsAb

(PRIOR TCR) allowed

Primary Endpoint

+ ORR
Secondary Endpoint
« DOR

« PFS

« OS

+  Safety

* Immunogenicity
*  Pharmacodynamics




MonumenTAL-1 Long-Term Follow-Up

Figure 3: Time to first confirmed response per IRC (A) and DOR by
depth of response (B) in the Q2W cohort

1.0 1

Cumulative incidence, %

0.0 4

=PR
=VGPR
zCR

=PR
=VGPR
2CR

100 A1

80

Pts in response, %

20 -

U =

Pts at risk

Best response: PR

100 ¢ PR WVYGPR MNECR MNsCR
74.1 so.s A
80 -+ 106/143 . 66.7
( ) - (107/154) (52/78)
60 - 23.1 h
" 9.8 2VGPR: 312
8 g == : >VGPR: 2VGPR:
& 40- 59.4 o 59.1 55.1
20 A J
- -
0]
0.4 mg/kg 0.8 mg/kg Prior TCR
sc Qw SC Q2w
B
0.4 mg/kg SC 0.8 mg/kg SC Prior TCR
QW (n=143) Q2W (n=154) (n=78)
mFU, mo 29.8 234 20.5
mDOR (95% Cl), mo 9.5 (6.7-13.4) 17.5 (12.5-NE) N/A
mDOR in pts with 2CR 28.6 NR N/A
(95% CI), mo (19.4-NE) (21.2-NE)
mPFS (95% Cl), mo 7.5(5.7-9.4) 11.2 (8.4-14.6) 7.7 (4.1-14.5)
24-mo OS rate (95% Cl), % | 60.6 (51.7-68.4) 67.1(58.3-74.4) |57.3(43.5-68.9)

IRC = independent review committee.

Rasche L, et al. Presented at: European Haematology Association Congress; June 13, 2024; Madrid, Spain. Abstract P915.

NIH. Accessed October 25, 2024. https://www.clinicaltrials.gov/study/NCT04634552.

Best response: VGPR
Best response: =CR
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Potential Mechanisms of Resistance
to T-Cell Directing Therapies

CART

Target antigen loss
Expression of
immunosuppressive molecules-
Adverse genomic features

T-cell exhaustion
Activation-induced cell death
T-cell subset/phenotype or CAR design

Immunosuppressive cell types
and soluble molecules

EMD = extramedullary disease.
Lee H, et al. Nat Med. 2023;29(9):2295-2306.

[ Tumor intrinsic ]

[ T-cell dependent |

[ Microenvironment J

BsAb

Target antigen loss
MHC downregulation-
Tumor biology (eg, EMD, stage)
Adverse genomic features

BCMA binding domain mutation

T-cell exhaustion

Soluble BCMA sink (for BCMA-directed BsAbs)
Immunosuppressive cells/cytokines



Sequencing: Teclistamab following
Prior Anti-BCMA Therapy

MajesTEC-1: RRMM with =23 prior LoT including PI, IMiD, anti-CD38 mAb
N=40

LBCMA ADC or CAR T — BCMA BsAb J

ORR
100 —
P Median Duration of Therapy, mo (range)
S
i 5.2 (0.2-13.6)
5;} 60 55.2% 53.3% 52.5% mDOR, mo (95% Cl)
g " “ Not reached (10.5-NE)
T 40 -
o __EVGIZ*R |_=VGPR | =VGPR
48.3% 46.7% 47.5% o
20 4 MRD negativity rate (10-5)
) 17.5%
0 Prior ADC I Prior CAR T ' Any prior BCMA Median follow-up: 12.5 mo (range, 0./—14.4)
n=29 n=15 N=40

Touzeau C, et al. Presented at: American Society of Clinical Oncology Annual Meeting; June 2, 2022; Chicago, lllinois. Abstract 8013.



Sequencing: Elranatamab following
Prior Anti-BCMA Therapy

MagnetisMM-1 (n=13), MagnetisMM-2 (n=1), MagnetisMM-3 (n=64), and MagnetisMM-9 (n=9)

( BCMA ADC or CAR T — BCMA BsAb

Prior BCMA Pooled Analysis (N=87)
Any prior ADC (n=59) | Any prior CAR T (n=36)

ORR mDOR, mo* Progression Free Survival
100 - (95% ClI) 1.04 0
- mPFS, mo (95% Cl)
90 - Any prior BCMA 091§ Any prior BCMA 5.5 (2.2-10.0)
sCRm CR mVGPR » PR 17.1 (9.8-NE) 081} Prior ADC 3.9 (1.9-6.6)
S zce 2 071 Y Prior CART  10.0 (1.9-NE)
g70 1 Prior ADC ;06
= 13.6 (6.8-NE) £ 05
& 507 52.8% 8 04
& 50 - 46.0% 42.49, =R I Prior CAR T 2 0.3
=R N =28 194% NE (9.8-NE) 0.21
E i =CR- =VVGPR: 0‘1 i
=i 18.6% >VGPR: AN 0.0°
20 BV e 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32
10 - 42.5% N Number at risk Months
: AnyBCMAB7 50 41 35 31 3022 18 4 3 2 2 2 2 1 1 0
0 = -— : : 1 ADC59 35 27 27 18 1713 10 2 2 1 1 1 1 1 1 0
Any prior BCMA Prior ADC Prior CAR T CART36 21 18 17 16 16 11 10 3 2 2 2 2 2 1 1 O
N=87 n=39 n=36 Median follow-up: 11.3 months

Nooka A, et al. Presented at: American Society of Clinical Oncology Annual Meeting; June 2-6, 2023; Chicago, lllinois. Abstract 8008.



MonumenTAL-1: RRMM with =23 prior LoT including PI, IMID, anti-CD38 mAb

N=70

Dy

Sequencing: Talquetamab following
Prior Anti-BCMA Therapy

ORR
100 = : s
: ny prior rior ;
SCR® CR m VGPR = PR gﬂ'ca"’"’ BCMA CAR T LRy
utcomes = i n=23
80 N=70 n=48
" 72.9%
67.1% 5 Median
o - 2 R — 18.4 18.4 16.3
> 60 56.5% o P,
g .
[ =VGPR ;:
£ 404 2VGPR [~ 58.3% 12°r09:‘l’:‘scrlate' 32:4—-;54 34 59?@3 4 133;1-;19 3
o 55.7% >VGPR (95% Cl) (32.1-55.4) (34.9-63.4) (13.5-49.3)
47.8%
20 p 12-mo DOR §5.2 54.7 433
. rate, % (95% Cl) (39.3-68.5) (36.0-70.0) (16.3-67.9)
0
Any prior TCR Prior CART Prior BsAb
N=70 n=48 n=23

Nooka A, et al. Presented at: American Society of Clinical Oncology Annual Meeting; June 2-6, 2023; Chicago, lllinois. Abstract 8008.
Jakubowiak AJ, et al. Presented at: American Society of Hematology Annual Meeting & Exposition; December 10, 2023; San Diego,
California. Abstract P3377. NIH. Accessed October 25, 2024. https://www.clinicaltrials.gov/study/NCT04634552.



Sequencing: Cilta-Cel following

Prior Anti-BCMA Therapy

CARTITUDE-2: Phase 2 study of cilta-cel in RRMM
N=20

LBCMA ADC / BsAb — CAR T

J

100% -
90% -
80% -
70% -

i 60% -

=

@ 50% -

z

® 40%
30% -
20% -
10% -

60.0%

ORR

sCR B CR B VGPR

2VGPR
r55.0%

0%

Nooka A, et al. Presented at: American Society of Clinical Oncology Annual Meeting; June 2-6, 2023; Chicago, lllinois. Abstract 8008.

61.5%

2VGPR
(61.5%

PR

57.1%

[ 42.9%

2V/GPR

Efficacy Ag‘ém‘" Prior ADC Prior BsAb
tcomes n=13 n=7
o N=20
115 1.5 8.2
1]
miok, me; (fay ) (7.9-NE) (7.9-NE) (4.4-NE)
0.95 0.97 0.92
mTIR 1range):mo (0.9-6.0) (0.9-5.1) (0.9-6.0)
Median time to best response 2.22 2.58 1.41
(range), mo (0.9-9.9) (0.9-9.9) (0.9-7.0)
MRD negativity, % 70.0 (7/10) 71.4 (5/7) 66.7 (2/3)

Any prior BCMA  Prior ADC

N=20

n=13

Prior BsAb
n=7

Cohen AD, et al. Blood. 2023;141(3):219-230.



Sequencing: Ide-Cel following
Prior Anti-BCMA Therapy

RWE: Ide-cel ORR (prior vs no prior anti-BCMA) RWE: Ide-cel ORR post-anti-BCMA ADC/BsAb/CAR-T

A significantly longer time between

last BCMA-targeting therapy and . 0
apheresis was observed in responders 100 - ORR: 100%
vs non-responders (P=0.017)
100 - : ORR: 86%
ORR: 88% : Q
o S 801  ORR: 68%
9 " : 68%
< 80 1 ORR: 74% T
£ g
S 3 60
g 60 n “6
s 5
= 40 -
§ 40 - 5
2 o EEN
S "R £ -
] 43.0
2 20 - VGPR 20
22.0 20.0
17.0 ol PR
0 0
No prior BCMA Prior BCMA Prior ADC Prior BsAb Prior CAR-T
(n=144) (n=49) (n=37) (n=T7) (n=5)
mPFS, months 9.0 3.2 mPFS, months 3.2 2.8 NR

RWE = real-world evidence.
Ferreri CJ, et al. Blood Cancer J. 2023;13(1):117.



Non-Anti-BCMA (GPRC5D) CAR T Therapy (BMS-
986393) after Various Anti-BCMA Therapies

Phase Il study of BMS-986393 after BCMA-targeted therapy

100 - ORR: 96.3%
R 4. ORR: 76.0% otal
0 —> 2CR: 40.7% E 3 . o Ota
;c-; Prior Anti-BCMA Therapy, n (%) (N=25)
T 60 - . 26.0°
§ ) TECR:36.0% CAR-T cell therapy
S (cilta-cel, ide-cel, orva-cel, 19 (76.0%)
£ 401 - ALLO 715, others not specified)
2 msCR
(o]
= 201 "o Non-CAR-T cell th
VGPR on-LAR-T cell therapy 8 (32.0%)
22.0 (ADC, BsAb)
8.0 PR
0
No prior BCMA Prior BCMA
(n=27) (n=25)

NIH. Accessed October 28, 2024. https://www.clinicaltrials.gov/study/NCT06297226.


Presenter Notes
Presentation Notes
Post progression on BCMA CART


Belantamab Mafodotin MOA

Belantamab mafodotin:

a BCMA-directed antibody and
microtubule inhibitor conjugate,
comprising 3 components

\ Humanized anti-
U BCMA IgG1 mAb
that binds to BCMA-
expressing MM cells

Protease-resistant
maleimidocaproyl
linker that joins

1. Belantamab mafodotin
binds to BCMA

expressed on normal and
malignant PCs

MMAF: microtubule-
disrupting cytotoxic

MMAF to mAb and agent that leads to

releases payload I,/é\ apoptosis of BCMA-
expressing MM cells

only in target cell

l

MM Cell
Death

2. Belantamab mafodotinis internalized and
MMAF is released after proteolytic cleavage
from the mAb

ADCC/ADCP

Fc receptor.

3. IVIIVIAF disrupts the microtubule network
intracellularly resulting in cell cycle arrest and
apoptosis.

4. Belantamab mafodotin also induces tumor cell
lysis via ADCC and ADCP

MMAF = monomethylauristatin F; ADCC = antibody-dependent cellular cytotoxicity; ADCP = antibody-dependent cellular phagocytosis;

PC = plasma cell.

Tai YT, et al. Blood. 2014;123(20):3128-3138. Farooq AV, et al. Ophthalmol Ther. 2020;9(4):889-911.


Presenter Notes
Presentation Notes
ADC, antibody–drug conjugate; ADCC, antibody-dependent cellular cytotoxicity; ADCP, Antibody-dependent cellular phagocytosis; BCMA, B-cell maturation antigen; mAb, monoclonal antibody; MM, multiple myeloma; PC, plasma cell; PI, proteasome inhibitor.

Rationale for Targeting BCMA:
BCMA is a cell surface protein expressed on late-stage B cells and plasma cells but virtually absent on naïve and memory B cells1-3
BCMA is highly expressed on malignant plasma cells in all patients with MM3-5 
The BCMA ligands BAFF and APRIL are detected in increased levels in patients with MM3,5
BCMA is essential for the proliferation and survival of malignant plasma cells3



DREAMM-7 Phase 3 Trial of BVd vs DVd in

R/R MM: Will Belantamab Mafodotin Be Back?

Key Eligibility Criteria Patint Characteristics® BVd (n=243) DVd (n=251)
+  RRMM with 21 prior LOT; PD during or after most recent therapy Median age (range), years 65.0 (34-86) 64.0 (32-89)
* No prior anti-BCMA _ ECOG PS <1, n/N (%) 232/242 (96) 235/246 (96)
*  Not refractory to or intolerant of daratumumab or bortezomib UGS siEre | A Saesig,
(%) 102 (42) 103 (41)
- Cycles 1-8 Cycles 9+ High-risk cytogenetics, n (%) 67 (28) 69 (27)
§ Bvd S t(4;14) 41 (61) 42 (61)
z S UL UG £ monotherapy t(14;16) 8 (12) 6 (9)
': Bort 1.3 mg/m?2 SUBQ days 1, 4, 8, 112 2 5 ma/ka a3w del(17013 30 (45 35 (51
o Dex 20 mg day of/day after bortezomib ~> Mgikg q el(17p13) (45) (91)
® oror LOT 125 (51) 125 (50)
| Dara 16 morka aw oot 1.3: a3 cveles 4.8 Dara (0/";” N 20r3 88 (36) 99 (39)
S ara 16 mg/kg qw cycles 1-3; q3w cycles 4- (
= Bort 1.3 mg/m2SUBQ days 1, 4, 8, 112 1"(‘5°r:°::°r32¥v >4 30 (12) 27 (1)
e Dex 20 mg day of/day after bortezomib g’k q _ Bortezomib 210 (86) 211 (84)
b Prior treatment,
= _ o _ Daratumumab 3(1) 4 (2)
Until PD, death, unacceptable toxicity, end of study, or withdrawal of consent n (%) : :
Lenalidomide 127 (52) 130 (52)
Refractory to Len, n (%) 79 (33) 87 (35)
Primary endpoint: PFS (IRC) Refractory (n=79/87) 1 22 (28)/103 (63) 27 (31)/98 (60)
B e ornot (n=164/164) 2 24 (30)/30 (18) 21 (24)/ 42 (26)
by prior LOT, n (%)° 3+ 33(42)/31(19) 39 (45)/24 (15)

a21-day cycles; P'Subgroup analyses by high- vs standard-risk cytogenetics and Len-refractory vs not Len-refractory are noted by the blue shading; ‘Post hoc

analysis.
R-ISS = Revised International Staging System.

Mateos MV, et al. Presented at: American Society of Clinical Oncology Annual Meeting; May 31-June 4, 2024; Chicago, lllinois. Abstracts 7503 and 439572.
Mateos MV, et al. Presented at: Congress of the European Haematology Association; June 13, 2024; Madrid, Spain. Abstract S214. NIH. Accessed October 25,
2024. https://www.clinicaltrials.gov/study/NCT04246047.



DREAMM-7 PFS and OS in the ITT

PFS

0.8
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Time Since randomization, months

BVd (n=243) DVd (n=251)

91 (37) 158 (63)
36.6 (28.4-NR) 13.4 (11.1-17.5)
0.41 (0.31-0.53)
<.00001
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18 months
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Events, n(%)

OS, median (95% CI), mo
HR (95% Cl)

P value

Time Since randomization, months

BVd (n=243) DVd (n=251)

54 (22) 87 (35)
NR NR
0.57 (0.4-0.8)

00049



DREAMM-8 Phase 3 Trial of BPd vs PVd in
R/R MM: Study Design and Patients

Key Eligibility Criteria Patient Characteristics BPd (n=155) PVd (n=147)
*  RRMM with 21 prior LOT including Len Median age (range), years 67 (40-82) 68 (34-86)
+  PD during or after most recent therapy 0
+  No prior anti-BCMA, Pom; not refractory/intolerant to Bort ECPC\)g((Ba ;;5<){Iears(:,/n) (%) 111-96(:927)) ?20(2(:)7)
<1, N ("
ISS stage | at screening, n (%) 93 (60) 85 (58)
_ BPd (g4w) . o
= Belantamab mafodotin 2.5 mg/kg IV (cycle 1), E)_(trarr?edUIlary dlse_ase’ n (%) 20 (13) 1)
. then 1.9 mg/kg IV (cycle 2+) High-risk cytogenetics,” n (%) 52 (34) 47 (32)
= Pom 4 mg PO, days 1-21 (28-day cycles) Relapse >12 months after 1L initiation, n
= Dex 40 mg?, days 1, 8, 15, 22 (%) - 133 (86) 127 (86)
E 1 82 (53) 77 (52)
_§ PVd (g3w) Prior LOT, n (%) 2o0r3 54 (35) 48 (33)
5 Bortezomib 1.3 mg/m2SUBQ, days 1, 4, 8, 11 cycles >4 19 (12) 22 (15)
E 1-8, then days 1, 8 (21-day cycles) Prior ASCT, n (%) 99 (64) 82 (56)
= Pom 4 mg PO, days 1-14 (21-day cycles)
Dex 20 mg?, on the day of and day after Bort Bortezomib, n (%) Exposed 134 (86) 130 (88)
Until PD, death table toxicit d of stud! ithd I of t , RefraCtory 16 (10) 8 (5)
nti . deatn, unaccepltaple roxicity, end or stuay, or wi rawal or consen . - Exposed 155 (100) 147 (100)
Lenalidomide, n (%)
Primary endpoint: PFS (IRC per IMWG) Refractory 125 (81) 111 (76)
Key secondary endpoints: OS, MRD negativity, DOR Anti-CD38 mAb, n Exposed 38 (25) 42 (29)
(%) Refractory 35 (23) 36 (24)

apatients aged >75 years, with comorbidities, or intolerant to 40 mg in arm A or 20 mg in arm B could have dose level reduced to half per INV discretion; *High-
risk cytogenetics defined as the presence of 21 of: t(4;14), t(14,16), or del(17p13).

ASCT = autologous stem cell transplantation; INV = investigator.

Trudel S, et al. Presented at: American Society of Clinical Oncology Annual Meeting; May 31-June 4, 2024; Chicago, lllinois. Abstract LBA105. Dimopoulos M, et
al. Presented at: European Haematology Association Congress; June 13, 2024; Madrid, Spain. Abstract LB3440. NIH. Accessed October 25, 2024.
https://www.clinicaltrials.gov/study/NCT04484623.



DREAMM-8 Efficacy

PFS

1.0
A 12 months

0.8 71%
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0.0
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No. at risk Time since randomization, months
PFS BPd (n=155) PVd (n=147)
Events, n(%) 62 (40) 80 (54)

Median PFS (95% ClI), months NR (20.6-NR) 12.7 (9.1-18.5)

HR (95% CI); P value 0.52 (0.37-0.73); <.001

BPd Pvd
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012345678 91011121314151617 181920212223 24252627 2829 30313233 34 3536 37 38 39 40
No. at risk Time since randomization, months
Interim OS BPd (n=155) PVd (n=147)
Events, n(%) 49 (32) 56 (38)
Median OS (95% CI), months NR (33.0-NR) NR (25.2-NR)

HR (95% Cl) 0.77 (0.53-1.14)

Trudel S, et al. Presented at: American Society of Clinical Oncology Annual Meeting; May 31-June 4, 2024; Chicago, lllinois. Abstract
LBA105. NIH. Accessed October 25, 2024. https://www.clinicaltrials.gov/study/NCT04484623.



Ocular Issues with Q 8-Week Dosing

Cohort 1 Cohort 2 Cohort 3
2.5 mg/kg q8w 1.9 mg/kg q8w 1.4 mg/kg q8w
N=216 N=244 N=207

Total N of OAE® /Total N of ocular assessments (%)

Grade 0-1 86 (39.3) 130 (55.7) 115 (56.5)

Grade 2 91 (43.9) 81 (31.1) 66 (31.4)

Grade 3-4 39 (18.1) 33 (13.5) 26 (12.6)
Total N of BCVA decline assessments/Total N of ocular assessments (%)

Grade 0-1 90 (41.7) 139 (57) 119 (57.5)

Grade 2 93 (43) 73 (30) 63 (30.4)

Grade 3-4° 33 (15.3) 32 (13) 25 (12.1)
Total N of keratopathy assessments/Total N of ocular assessments (%) Bortezomib i

Grade 0-1 179 (82.9) 214 (87.3) 185 (89.4) orte .O b S

——— s i s associated with a

rade 3- : . : . .
high risk of grade 3

N of assessments with meaningful BCVA decline® with at least 3 lines 21/216 (9.7) 24/244 (9.8) 17/201 (8.5) g . . g ]
drop in the better seeing eye/Total N of ocular assessments (%) ' ) ) or h |g her |nfeCt|0nS .
Time to resolution of BCVA decline in months, median (range) 2.1 (0.3-6.3) 1.9 (0.9-6.2) 1.9 (0.9-8.6)
Time to resolution? of meaningful BCVA decline with at least 3 lines
drop in better seeing eye in months, median (range) B (=) R =) 122 e,
Time to resolution® of OAE in months, median (range) 2.1 (0.3-6.3) 1.9 (0.9-6.2) 1.9 (0.9-8.6)
Time to resolution? of BCVA decline in months, median (range) 2.1 (0.3-6.3) 1.9 (0.9-6.2) 1.9 (0.9-8.6)

Time to resolutiond of keratopathy in months, median (range) 1.0 (0.5-7.4) 1.4 (0.9-2.8) 1.0 (0.9-3.7)

OAE = ocular adverse evento; BCVA = best-corrected visual acuity.
Terpos E, et al. Haematologica. 2024;109(8):2594-2605.



Real-World Considerations Are
Vital in Selecting Treatment

Bispecific antibodies Small molecules ADC-based
. G 1 ho wglttlme 'S Little to no waittime is Little to no waittime is
Treatment Cell manufacturing takes required prior to ired prior t ired prior t
ilability ~4 weeks administration; limited required prior 1o required prior 1o
aval . administration administration

resourceutilization

Usually administered in
specialized medical

LI BT S 7 centersand/or hospitals; Outpatient Outpatient

Administration e 1 .
specialized medical

setting centerand/or hospitals outpatient administration (no hospitalization required)  (no hospitalization required)
P approaches are being
explored
Post treatment monitoring
fo.r GRS r)eurotoxmlty . Must remain within Regular visits with an
Post- requires patients to remain .. .
administration  within proximity to an proximity to a healthcare L ophthalmologist(Q3W)
- . . facility for 48 hoursafter Or less frequently with
monitoring administration center for :
step-up dosing new approaches

24 weeksfollowing
administration

*Specific monitoring requirements are currently unknown.

CELMoD = cereblon E3 ligase modulator; CRS = cytokine release syndrome.

Herrera AF, et al. Clin Lymphoma Myeloma Leuk. 2018;18(7):452-468.e4. Moreé S, et al. Cancers (Basel). 2023;15(11):2948. Barila G, et al.
Pharmaceuticals (Basel). 2021;14(1):40. Varshavsky-Yanovsky AN, et al. Hemasphere. 2023;7(Suppl):e605007f. Hartley-Brown MA, et al.
Cancers (Basel). 2024;16(6):1166. FDA. Accessed October 25, 2024. https://www.fda.gov/imedia/147055/download?attachment;
https://www.fda.gov/imedia/156560/download?attachment; https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/761291s000Ibl.pdf.



Emory Myeloma Team

Sagar Lonial
Jonathan L. Kaufman
Madhav V. Dhodapkar
Lawrence H. Boise
Nisha S. Joseph
Craig Hofmeister
Vikas Gupta

Leon Bernal
Benjamin Barwick
Sara Scott

Pauline Newlands
Loree Mincey
Shawn Reece
Bryan Burton
Charise Gleason
Joel Andrews
Rachel Morffi
Danielle Roberts
Sara DiCamillo
Christina Chase
Rosie Pruitt

anooka@emory.edu
@AjayNookaMD




Novel and Emerging Therapies
and Overcoming Challenges in
R/R MM Management

Christopher A. Fausel, PharmD, MHA, BCOP
Director of Pharmacy, Precision Genomics
Indiana University Simon Comprehensive
Cancer Center

Indianapolis, Indiana



Idecabtagene Vicleucel—Grade lIl/IV Toxicity

Idecabtagene Vicleucel (n=128)

Neutropenia 89%

Anemia 60%
Thrombocytopenia 52%

Leukopenia 39%

Lymphopenia 27%

Febrile neutropenia 16%

Cytokine release syndrome 5% (84% all grades)
Neurotoxicity 3% (18% all grades)
Hypophosphatemia 16%

Hypocalcemia 8%

Hyponatremia 5%
Hypoalbuminemia 3%

Munshi NC, et al. N Engl J Med. 2021;384:705-716.



Ciltacabtagene Autoleucel—Grade llI/IV Toxicity

Fatigue 95%

Anemia 68%

Thrombocytopenia 60%

Leukopenia 61%

Lymphopenia 51%

Cytokine release syndrome 4% (95% all grades) 1%
Neurotoxicity 11% (22% all grades) 1%
Neutropenia 5%

AST increased 5%

ALT increased 3%

Hypocalcemia 3%

Hypophosphatemia 7%

Hyponatremia 4%

Hypokalemia 2%

AST = aspartate transaminase; ALT = alanine transaminase.
Martin T, et al. J Clin Oncol. 2023;41(6):1265-1274.



Management of CAR T-Associated CRS

I Management
Lk Considerations
Grade 1 Grade 1
(fever only, F
: .r- * For treatment centers
without . .
hypotension or Tocilizumab with cgpablllty for .
hypoxia) If grade 1, and no improvement . | Dexamethasone Z:J];praatﬁgterzggllzgr;gof
in 4 hours, consider g o
’ 10 mg PO/IV g24h inpatient care when
needed, initial monitoring
If grade 1, and no improvement in 8 hours can be done outpatient
Or progression to Grade 2 or higher » Assess for infections
\ 4 Can add Grade 2'4
Grade 2-4 Tocilizumab » Dexamethasone 10-20 « Inpatient monitoring
Repeat Vi q8h mg PO/IV q6h . Moniftgr cy;t:)kinet_panel and
. consider alternative
(up to 3 doses total) If no improvement, oytokine blockade
escalate to Medrol below - Monitor cardiac, renal,
For progressive symptoms hepatic functions,
afte_r_the second C?ose of Methylprednisolone Coagulopathy; if |
Tocilizumab consider . dysfunction not attributed
alternative cytokine 1000-2000 mg IV daily x to other causes, manage
blockade. Anakinra has been 3 days and taper over 2- as refractory CRS
most commonly-used after 3 days as tolerated. + Vigilant monitoring for
tocilizumab. infections

» Consider disease debulking during CAR-T manufacturing whenever possible to reduce CRS risk
» Proactive intervention should be given early in the onset of CRS to reduce the likelihood of progression to higher grade
» Prophylactic cytokine blockade is being studied and not standard of care at this time

Lee DW, et al. Biol Blood Marrow Transplant. 2019;25(4):625-638.



Management of ICANS Associated with CAR T

Management
considerations

ICANS Grade

Grade 1

Grade 1 Dexamethasone « ICANS during CRS-
ade 10-20 mg PO/IV i ;
ICE score 7-9, dail Tocilizumab can be given
awakens y for CRS

spontaneously, ; * Neurologic presentation
pno seizure, ’ No Symptom improvement Yes impacts patient safety-

motor deficits, v v Initiate steroids
increased ICP or Dexamethasone » Dysphasia alone at

De-escalate & Taper off steroid . -
10-20 mg PO/IV Q6h . presentation- Monitor
cerebral edema g as quickly as tolerated for without steroid

symptoms <= Gr 1 not

Symptom . . . ¢ Seizure prophylaxis- Add
improvement impacting ADL or patient safety keppra
lNO | Yes$ l
Methylprednisolone Grade 2-4
Grade 2-4 2mg/kg OR 1000 - 2000  Neurologic evaluation to
mg IV daily rule out raised ICP,

seizures, cerebral edema
and infections

Cerebral edema should be co-managed with neurology ICU specialists.
Consider adding mannitol and lymphotoxic agents.

ICANS = immune effector cell-associated neurotoxicity syndrome; ICE = immune effector cell encephalopathy; ICP = intracranial
pressure; ADL = activity of daily living; ICU = intensive care unit.
Lee DW, et al. Biol Blood Marrow Transplant. 2019;25(4):625-638.



Management of Post-CAR T Cytopenia

Evaluations

Management

Month 1
Grade 3 or higher
cytopenia can be

common

depending on
cytopenia prior to
CAR-T and CRS
severity

Rule out persistent or recurrent inflammation

* CRRP, ferritin, bone marrow biopsy

Rule out nutritional deficiencies

« lIron studies, pernicious anemia eval,
copper, zinc

Rule out infection

« PCRfor CMV, EBV, parvovirus B19,
HHV6

If IEC-HS identified, consider anakinra,
add steroid if refractory. Escalate
immunosuppressive agents if refractory.
If nutritional deficiencies or infections
identified, treat as appropriate

Continue blood count monitoring and
transfusion support

Variable success with growth factor and
thrombopoietin mimetics

Month 3

Anticipate

cytopenia
improvement to
grade 2 or less

Rule out nutritional deficiencies and infections

as above if not tested earlier

Rule out persistent or recurrent inflammation

 CREP, ferritin

Rule out MDS, T-MN

* Bone marrow biopsy with cytogenetic
testing

If MDS and T-MN is ruled out, consider
stem cell boost in patients with grade 3 or
higher cytopenia and who have stem
cells available

* Antibacterial prophylaxis should be given during prolonged neutropenia
» Antifungal prophylaxis should be given in month 1 post-CAR T and continued if patient is receiving chronic immunosuppressive

medications

* Antiviral prophylaxis and PJP prophylaxis should be continued until CD4 T cells count is persistent >200 (this can take 1 year or longer)

» Prophylactic IVIG, 400 mg/kg IV, should be given monthly for IgG<400 mg/dL, or for patients with IgG<600 mg/dL who have frequent

infections

CRP = C-reactive protein; PCR = polymerase chain reaction; CMV = cytomegalovirus; EBV = Epstein-Barr virus; HHV6 = human
herpesvirus 6; MDS = myelodysplastic syndromes; T-MN = therapy-related myeloid neoplasms; IEC-HS = immune effector cell-associated
hemophagocytic lymphohistiocytosis-like syndrome; PJP = pneumocystis jirovecii pneumonia; IVIG = intravenous immunoglobulin.




Teclistamab—Grade IlIl/IV Toxicity

Neutropenia 64%
Anemia 37%
Thrombocytopenia 21%
Lymphopenia 33%
Leukopenia 7%
Diarrhea 4%
Fatigue 2%
Nausea 1%
Pyrexia 1%
Headache 1%
Arthralgia 1%
Pneumonia 13%
COVID-19 12%
Bone pain 4%
Back pain 2%
Cytokine release syndrome 1%
Neurotoxic event 1%

Moreau P, et al. New Engl J Med. 2022;387(6):495-505.



Talquetamab—Grade llI/IV Toxicity
mcg/week (n=30) mcg/week (n=44)

Anemia 30% 23%
Neutropenia 60% 32%
Lymphopenia 40% 39%
Thrombocytopenia 23% 11%
Leukopenia 30% 14%
Cytokine release syndrome 3% (77% all grades) 0% (80% all grades)
Skin-related event 0% 2%
Rash-related event 0% 16%
Fatigue 3% 0%
Increased alanine 3% 7%
aminotransferase

Increased aspartate 0% 7%
aminotransferase

Hypophosphatemia 17% 7%
Decreased appetite 3% 0%
Increased glutamyltransferase 3% 7%

Chari A, et al. New Engl J Med. 2022;387:2232-2244.



Elranatamab—Grade llI/IV Toxicity

Treatment-Emergent Adverse Event Elranatamab (n=123)
Anemia 37%

Neutropenia 49%
Thrombocytopenia 24%
Lymphopenia 25%

Cytokine release syndrome 0 (58% all grades)
Diarrhea 2%

Fatigue 3%

Decreased appetite 1%

Pyrexia 4%

COVID-19 related 15%

Hypokalemia 11%

Lesokhin A, et al. Nat Med. 2023;29(9):2259-2267.



Options for Management of
Severe CRS and IEC-HS

Additional medications have been used to manage CAR T-associated severe CRS, IEC-HS.
Use may be off-label usage and not covered by insurance.

Medication Starting Dose Comment(s)
e |V doses can be given if concerns for subQ absorption
Anakinra 100 mg subQ BID e Doses up to 48 mg/kg/day and 3500 mg/day IV for 3 days have been tolerated
in infection and COVID-19
o Max dose: 100 mg bolus, 2 mg/kg/hr IV
Siltuximab 11 mg/kg IV over 1-hour x 1 o If cytokine blockade in IL-6 strongly consider
o If cytokine blockade in IL-2 strongly consider
Basiliximab 20 mg IV x1 e  Assess response after 6 to 8 hours; for robust responses additional doses can
be given 4 days after the first
Etoposide 150 mg/m? IV twice a week o Not exceeding a cumulative dose of 2 g
Ruxolitinib 5 mg po BID with a max of 20 mg po BID
Etanercept 25 mg subQ 2 times a week
Cyclosporine Trough of 200 to 250
o Non-formulary treatment and may increase administration time
Emapalumab 1 mg/kg IV 2 times a week o If cytokine blockade in IFN-y strongly consider
o Max dose: 10 mg/kg IV 2 times a week
Cyclophosphamide** 1000 mg/m2 IV
ATG (rabbit)** 2 mg/kg/day IV

**For refractory, potentially fatal severe CRS or IEC-HS where high expansion of CAR T is detected, lymphotoxic agents such as high-
dose cyclophosphamide or anti-thymocyte globulin (ATG) may be considered.

Hines MR, et al. Transplant Cell Ther. 2023;29(7):438.e1-438.e16.




Venetoclax—Grade lIl/IV Toxicity

Neutropenia 21%
Anemia 14%
Thrombocytopenia 26%
Leukopenia 14%
Lymphopenia 15%
Nausea 3%
Diarrhea 3%
Fatigue 5%
Back pain 8%
Vomiting 3%

The investigators noted “serious adverse events” occurred in <10%,
with pneumonia, sepsis, cough, hypotension, pain, and pyrexia.

Kumar S, et al. Blood. 2017;130(22):2401-2409.



Selinexor/Dexamethasone—Grade llI/IV Toxicity
Selinexor/Dexamethasone (n=123)

Thrombocytopenia 58%
Anemia 44%
Neutropenia 21%
Leukopenia 14%
Lymphopenia 11%
Fatigue 25%
Hyponatremia 22%
Nausea 10%
Pneumonia 9%
Diarrhea 7%
Hypoglycemia 7%
Hypokalemia 7%
Mental status changes 6%
Decreased appetite 5%
Dyspnea 4%
Vomiting 3%

Chari A, et al. N Engl J Med. 2019;381(8):727-738.


Presenter Notes
Presentation Notes




* In R/R MM patients who received a
median of four prior lines of therapy in
the RedirecTT-1 study, combination
talguetamab + teclistamab exhibited a
manageable safety profile consistent
with each of the monotherapies

* The combination of daratumumab +
carfilzomib with dexamethasone is
approved for the treatment of adult
patients with R/R MM in an effort to
overcome drug resistance

» Bortezomib is associated with a high
risk of grade 3 or higher infections




Thank you
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