First Relapse MM
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The Question on the Table

For a patient at first relapse with access to both — which do you choose first ?

Six Battle Lines
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Decision Factor 1: Efficacy

m CARTITUDE-4 (cilta-cel) MajesTEC-3 (tec-dara)

Design/n 1-3 prior lines - ITT n=419 1-3 prior lines - n=587
PFS 30-mo 59.4% 36-mo 83.4% vs 29.7%

HR 0.26 weighted / ~0.40 unweighted HR 0.17
Overall survival 30-mo OS 76.4% 36-mo OS 83.3% vs 65.0%
ORR/2CR >99% of 176 infused 89.0% vs 75.3% - 2CR 81.8%
MRD- 72% of infused 58.4% vs 17.1% (107°)
CD38-refractory 24.0% 0% — excluded by design
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Which trial is reflective of patients seen in our clinic today ?

CARTITUDE-4

24

CD38-refrac
includec
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Cilta-cel Cilta-cel Standard Standard of care HR*t (95% Cl)

events/patients median of care median (95% Cl)

(95% Cl) events/patients

Baseline hepatic function (based on NCl criteria)
Normal 78/184 NE (345-NE)  122/171 12.0 (10-2-155) —e— 0-30 (0-22-0-42)
Impaired (mild, moderate, and severe liver dysfunction) 11/24 NE (6-6-NE) 31/40 6-1(3-4-14-0) A 0-30 (0-14-0-67)
Refractory to
Proteasome inhibitor + immunomodulatory drug 49/103 37:1(23:0-NE) 75/96 7-8 (4:7-11.5) —e— 0-25(0:17-0-38)
Anti-CD38+ immunomodulatory drug 31/50 19-2(9:3-34-5)  41/46 4.3 (3:4-57) e 0-25 (0:14-0-44)
Proteasome inhibitor + anti-CD38+ 17/30 229 (2:6-NE) 29/33 41(31-7-8) b e 0-17 (0-08-0-38)
immunomodulatory drug
Last line of previous therapy 86/205 NE (34-5-NE) 151/208 11.9 (9:7-14-0) —e— 0-30 (0-22-0-40)
Previous exposure to
Daratumumab 30/51 193(97-NE)  47/54 45 (3-6-75) L 024 (014-042)
Bortezomib 85/203 NE (34-5-NE)  147/205 11.9 (9-8-14-0) = 0-30 (0-22-0-40)
Bortezomib and daratumumab 27/48 22:3(9:7-NE) 43/50 47 (3:6-7-5) R — 024 (0:13-0-43)
Daratumumab

59/157 NE(37:1-NE)  106/157 14.0 (11:8-19-8) 0-31(0-22-0-44)

30/51 19:3 (97-NE) 47154 45 (3-6-7'5) 0-24(0:14-0-42)

0:05

010 0:50

Favours cilta-cel Favours standard-
group of-care group
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MajesTEC-9: Teclistamab vs PVd/Kd
Pop: 1-3 Prior Lines, Anti-CD38 and Lenalidomide Exp

PROGRESSION-FREE SURVIVAL OVERALL SURVIVAL DEPTH OF RESPONSE

Estimated 18-month PFS Estimated 18-month OS Complete response (CR)

69.8% 79.2% 659

Teclistamab Teclistamab

0 0 16.8%
00 | 080 -

HR for progression or death HR for death Teclistamab PVd or Kd

b(O.ZQ_ ) ” 0.60 (n=296) (n=297)

(95% Cl, 0.43-0.83)
P<0.001 P=0.002 P<0.001

) SAFETYSIGNALS & Grade 3 or 4
5 adverse events
Grade 3or4 e *, Cytokine Release L~ ICANS
#‘ iefoctions ..6. Syndrome (CRS) :7/§‘\T' (Neurotoxicity) 84 .9%
* 7(/ Teclistamab
41.6% 66.0% 414 S

Teclistamab Mostly grade 1or 2 Any grade 7 6 . 3 %
vs 29.0% with PVd or Kd PVd or Kd

CANCER
\USis ‘ INSTITUTE

Follow up: SHORT for
MajesTEC-9 (17.3 months)

Indefinite Therapy

Infection Risk

HR 0.29 in CD38 Exposed
disease — and CARTITUDE-4

—HR 0.26
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Decision Factor 2: Treatment Free Survival

1 infusion weekly — gq2w — gdw ~68 vs 1

cilla-cel — no maintenance, no consolidation tec-dara — indefinitely, plus ongoing IVIG reaiment encounters over 3 years

One infusion vs. therapy forever
Each marker = a treatment encounter over 36 months

cilta-cel

‘ one infusion = then treatment-free observation

tec-dara
0000000000000 © © © O © © © © © © © ® © © 0 0 0 0 00 0 0 0 0 o0
68 encounters and counting -
0 6 12 18 24 30 36
months
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Decision Factor 3: Quality of Life

NR vs 34.3 mo

Quality of life: cilta-cel patients feel better, sooner, and longer

Time to sustained EORTC QLQ-C30 EQ-5D-5L
symptom worsening (MySIm-Q) 166 global health status, 12 mo visual analogue scale, 12 mo

cilta-cel

+10.1 vs -1.5

4

+8.0 vs +1.4

Standard
of care ; 2

+1.4

1
1
1

T T 1 T T O
10 20 cilta-cel cilta-cel
months

HR 0.42 (95% Cl 0.26-0.68) improved vs, declined ~6x greater improvement

CARTITUDE-4 patient-reported outcomes, Mina et al. Lancet Haematol 2025;12:e45-e56. One infusion — then patients feel BETTER, not just alive.

Comparator is the CARTITUDE-4 SOC arm (DPd/PVd) — not tec-dara. No head-to-head PRO data exist.
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Decision Factor 4: Safety: Cilta-cell Toxicities are real

Delayed / atypical neurotoxicity —
parkinsonism, cranial nerve palsy,
peripheral neuropathy

Parkinsonism / mevement disorder ”s d heme malignancy (CARTITUDE-4) — boxed warning

L

6%
3.4%

Enterocolitis — boxed warning

253 £;.
R \ i
Second malignancies incl. vector-related 5. | 5.
T-cell ymphoma — boxed warning; 3.4% vs z "\.\ §
0.5% °] \ 1+
1- e 0.5%
, B =
Cranial nerve palsy ~90/° in \ Cm'{lg’m?‘il C:-\CF;LIIL:'%E'd . Control arm cilta-cel arm

CARTITUDE-4 vs ~3% in CARTITUDE-1

BEST BEST

Parkinsonism: 6% in CARTITUDE-1 (late line) — ~1% in CARTITUDE-4 (early line).
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MajesTEC-3: Safety Concerns
7.1% 70.7% 54.1%

death from adverse event (vs 5.9%) serious adverse events (vs 62.4% grade 3/4 infection (vs 43.4%)

acH

MajesTEC-3 safety — the other side of the ledger

B Serious adverse events

70.7% Il Death from adverse events

62.4%

% of patients
= N w S (9,
o o (@)

o

teclistamab-daratumumab DPd / DVd

7.1% of patients on tec-dara died of an adverse event — continuous therapy carries a continuous price.

Costa L] et al. N Engl ] Med 2025;394:739-752.
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IVIG added mid-trial

as an urgent safety measure
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Acute and Finite vs Chronic and Cumulative

Acute & finite vs. chronic & cumulative

== Cilta-cel: acute (CRS/ICANS), then resolves
- tec-dara: lower peak, never-ending infection plateau

risk clock keeps running
(indefinite IVIG)

patient recovers,

relative toxicity / infection risk

off therapy
0 5 10 15 20 25 30 35
months from start of therapy
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Halftime: where we stand

1 Efficacy Cross-trial HR ranking isn't valid

2 Treatment-free 1 infusion vs ~68 encounters over 3 yrs
3 Quality of life Symptoms improve vs. decline

4 Safety Acute & finite vs. chronic & cumulative

3 wins, 1 tie — and we haven't talked about access or cost yet.



Decision Factor 5 Access:

Used to be the argument against CART - its changing rapidly

THE HONEST HISTORICAL CASE FOR BISPECIFICS

Off the shelf. No apheresis. No
manufacturing wait. Give it anywhere.

For many patients this was decisive — and for some
it still is.
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WHAT CHANGED

Outpatient CAR-T administration

Community cell-therapy networks

Hub-and-spoke referral and shared care

BEST [BEST
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Tampa General Hospital Network ’
THE ACADEMIC HEALTH CARE FOOTPRINT ‘

7 =0+

 Hospital

® TGH Surgery Center

@ OneTGH Spedialty Clinic

@ TGH Specialty Clinic

' TGH Outpatient Rehabifitation

& Emergency Center

® Tampa General Provider Network

© TGH Cancer Institute

® TGHImaging

& TGH Urgent Care Powered by Fast Track
& USF Tampa General Physiclans

® Tampa General + Mass General Brigham Cancer Care
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Decision Factor 6: Cost:
The One-Time Therapy is Not the Expensive One

Cost: the one-time therapy is not the expensive one

Total cost per treated Cost per Cost per month
patient, 36 months complete responder during PFS
6 -
$792K vs $815K
5 -
Total cost per treated patient, 36 months - 2 S 30-
= G £
;
3 E3 g
$1.07M vs $5.10M §
, | -
Cost per complete responder .| — -
) -
$ 2 5 ] 2 K vs $ 3 8 [ ] 0 K . cilta-cel Real-world . cilta-cel Real-world N cilta-cel Real-world
SOC SOC SOC
Cost per month alive and progression-free
CAR-T costs LESS over 3 years ~4.8x cheaper per CR 1/3 lower per month alive & progression-free

Cost-per-responder model, Hansen DK et al. Expert Rev Pharmacoecon Qutcomes Res 2026,;26:369-378. Induslry-funded — disclose, Sticker price # total cost of care,

Sticker price # total cost of care.

CANCER BEST

JGH ‘ INSTITUTE Hansen DK, et al. Expert Rev Pharmacoecon Outcomes Res 2026;26:369-378 - industry-funded; comparator is real-world SOC basket ﬂ%
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Verdict on the decision factors !

Efficacy

Treatment-free

Safety

Sequencing

Access

Cure

Tie on matched early-line data; HR ranking invalid

One infusion vs. years of dosing; QOL proven

Acute & finite vs. chronic & cumulative

CAR-T-first preserves optionality

Gap closing fast; community + outpatient

Only modality pairing MRD— with off-therapy

CAR-T

CAR-T

CAR-T

5 wins, 1 tie - if efficacy is a tie, every tie-breaker picks CAR-T.



THE MULTIPLE MYELOMA FIST: POWER THROUGH UNIFICATION
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The Question on the Table

For a patient at first relapse with access to both — which do you choose first ?

Six Decision Factors

4 0 {
1 2 3 4 5 6
‘ Treatment- Quality
Efficacy free of life Safety Access Cost
. \ J \\
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Sequencing:
how BOTH win
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What if we use non-CAR-T options before
CAR-T ?

Study / Agent N (prior ORR (prior ORR mPFS (prior) mPFS (naive)

BCMA) BCMA) (BCMA-naive)
Cilta-cel CARTITUDE-2 (ADC) [EE! 62% ~98%

9.5 months 34.9 months

Cilta-cel CARTITUDE-2 7 57% ~98% 5.3 months 34.9 months
(BsAb)

e AVOID using BCMA directed therapy before BCMA CAR-T,

|de-cel Real World (Ferreri) 50/153 74% 88% 3.2 months 9.0 months

|lde-cel CIBMTR (Sidana) 121/ 821 Lower ORR Higher ORR 5.3 months 9.7 months

BCMA-free interval >6 months before CAR-T infusion associated with significantly superior outcomes
1-year 0S: 52% vs 70% with/without prior BCMA therapy (CIBMTR)

Cohen AD et al. Blood 2023 | Sidana S et al. Blood 2025 | Ferreri CJ et al. Blood Cancer J 2023 | Sidana S et al. Blood 2025 (CIBMTR)



What if we we flip that sequence
Given CAR-T first and than BCMA Bispecific

BCMA-Targeting Bispecific Ab After BCMA CAR-T GPRC5D-Targeting (Target Switch) — PREFERRED

Study / Agent Median PFS Study / Agent PFS/DOR

Teclistamab (MajesTEC-1) 15 53% 4.4 months Talquetamab (MonumenTAL-1) 57 72% mDOR 12.3 m
Elranatamab (MagnetisMM 36 53% 10.0 months Talguetamab + Dara (TRIMM-2) 11 82% N/A

pool)

Teclistamab RW (Riedhammer) 21 33% 1.8 months  Talg + Dara + Pom (TRIMM-2) 24 83% 74% at 12 mo.
Note: BCMA-free interval >6—9 months = significantly better PFS GPRC5D-targeting NOT impaired by prior BCMA CAR-T. joing re
>9 months: mPFS 8.1 vs 2.5 months RW German analysis confirmed: no negative impact on ORR or PFS

E Ideally change target, if same target wait atleast 6-9 months&:&= 1



The BCMA-Free Interval: A Critical Modifying Factor

Median PFS (months) by BCMA-Free Interval

< 6 months

Significantly impaired PFS with subsequent BCMA CAR-T
or BiTE. Common denominator across all studies.

6—9 months

'Sweet spot' threshold. Emerging data suggest threshold
may be 9 months for optimal BiTE responses.

> 9 months
Cilta-cel RW Ide-cel RW Teclistamab Teclistamab RW Superior PFS with second BsAb (8.2 vs 4.6 mo, Dima et
(Razzo) al.). T-cell fitness and BCMA re-expression recover.
B mPFS < 6 months prior BCMA M mPFS >= 6 months prior BCMA
BEST BEST
CANCER HOSPIAS s
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It was never either /

One my@yla journey. Both therapies. The order is the strategy.

years off all therapy
[ TREATMENT-FREE ]
[ | [ |
o @ @ Bispecifics [
Diagnosis 1st relapse Cilta-cel 2nd relapse Tec-Dara or Tec and beyond
quad induction Or Tec-Tal Trispecifics

+ transplant

For a patient with myeloma the question is not WHICH therapy.
It is HOW to use both — and the order decides how much of each you get.
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In the pursuit of a cure, our
therapies are rivals only in
excellence, but absolute
allies in purpose

Ankit Kansagra MD
X: @kansagramd
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THANK YOU




