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Sequencing Therapy in MM:
How should we sequence all these agenits?
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AGENTS APPROVED for MULTIPLE MYELOMA

Proteasome Alkylating Monoclonal Targeted Bispecific CAR T-cells
Inhibitors Agents Antibodies Agents Antibodies | BCMA-directed

Bortezomib Lenalidomide Melphalan Daratumumab Selinexor Teclistamab Idecabtagene
vicleucel
Carfilzomib Pomalidomide Doxorubicin Isatuximab Venetoclax Elranatamab Ciltacabtagene
(liposomal) autoleucel
Ixazomib Thalidomide Cyclophospha Elotuzumab Talquetamab
mide
PACE/CVAD

Almost an infinite # of combinations of these agents: with the inclusion of corticosteroids in all (Dex)

Where and When to use these agents = Sequencing



Options for initial myeloma treatment have evolved
significantly over time

Therapeutic regimens exploredin Phase Ill NDMM trials over time'*

Doublet combinations Triplet combinations

Quadruplet combinations

~1999 onwards ~2010 onwards ~2018 onwards

*Including transplant-deferred. TTwice-weekly and once-weekly V dosing are being explored in the IMROZ and BENEFIT studies, respectively

The emergence of newer agents and novel combination treatment strategies has improved patient outcomes

C, cyclophosphamide; d, dexamethasone; D, daratumumab; E, elotuzumab;

1. Bal S, et al. Am J Hematol 2021;96:367-78;
Isa, isatuximab; K, carfilzomib; M, melphalan; P, prednisone; R, lenalidomide; 2. Gay F, et al. ASH 2023; Presentation 4; 3. Mateos MV, et al. ASH 2023; Presentation 209;
T, thalidomide; Te; transplant eligible; Ti, transplant ineligible; V, bortezomib

4. Mai EK, et al. Leukemia 2015;29:1721-9



Initial Approach to Treatment of Myeloma

P

Nontransplant Candidate
(based on age, performance status,
and comorbidities)

Induction treatment (8-12 cycle)

!

Maintenance?

!

HOW MANY CYCLES?
GOALS OF THERAPY?

- Improve QOL

- Deep Response: CR, MRD
CAN THERAPY BE STOPPED?

Transplant

Candlidate

Induction treatment
(4-6 cycles)

}

Stem cell harvest

}

Stem cell transplantation

}

Consolidation therapy?

|

Maintenance?



Frontline for TE: Quads vs.

PERSEUS:
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Primary endpoint: PFS¢

Study Design

Induction

VRd
V:1.3 mg/m?SC
Days 1,4, 8,11
R: 25 mg PO Days 1-21
d: 40 mg PO/IV Days 1-4, 9-12

Consolidation

VRd
V: 1.3 mg/m?SC
Days 1,4, 8 11
R: 25 mg PO Days 1-21
d: 40 mg PO/IV Days 1-4, 9-12

D-VRd
DARA: 1,800 mg SC*
QW Cycles1-2
Q2W Cycles 3-4

D-VRd
DARA: 1,800 mg SC* Q2W

VRd administered as in
the VRd group

SINGLE TRANSPLANT

VRd administered as in
the VRd group

4 cycles of 28 days 2 cyclesof 28 days

Key secondary endpoints: Overall 2CR rate, overall MRD-negativity rate,% OS

Maintenance

R
R: 10 mg PO Days 1-28 until PD

DARA: 1,800 st
,800 mg tive
SC*Qaw st until PD
R: 10 mg PO Days
1-28
MRD Restart

negative B DARN

Minimum 2y per criteria
28-daycycles
Stop DARA therapy Restart DARA therapy upon

after 224 months of D-R maintenance for confirmed loss of CR without
patients with 2CR and 12 months of PDor
sustained MRD negativity (10°%) recurrence of MRD

GMMG-HD7 interim analysis:
MRD negativity after HDT + ASCT (intensification)

Induction phase (3 x 6-week cycles)

Maintenance phase (4-week cycles)

NDMM
L. : ) E m
§
[ % i 3years or
> § ;
)
c
2
Aftar After After Afver
Screening Cycle 3 HDT 12 months 24 months End of study
MRD [bone marrow ) L | 1 1 ] ]
» ol » ) ‘T‘

Triplets (CD38 for AL

IsKia

Key eligibility
criteria:

TE NDMM patients
aged <70 years

Stratification:

- Centralized FISH
(standard risk/missing
vs. high risk defined as
del{17p) and/or t(4;14)
and/or t(14;16);

- 155 (Ivs. Il and Il

Induction

4x KRd

K: 20 mg/m? IV dd 1 cc 1 only;
followed by 56 mg/m? IV dd
815cc1and dd 1,8,15 cc 2-4
R: 25 mg PO daily dd 1-21

d: 40 mg PO dd 1,8,15,22

Post-ASCT
consolidation

t)

4x Isa-KRd
Isa: 10 mg/kg IV dd 1,8,15,22
cc 1, followed by 10 mg/kg IV
ddland15cc2to4.
K: 20 mg/m? IV dd 1 cc 1 only;
followed by 56 mg/m? IV dd
8,15 cc 1 and dd 1,8,15 cc 2-4
R: 25 mg PO daily dd 1-21
d: 40 mg PO dd 1,8,15,22

MOBILIZATION
Cy: 2-3g/m?
followed by
G-CSF

for stem-cell
collection

and

MEL200-ASCT
MEL: 200 mg/m?
followed by
AECT

4x KRd
K: 56 mg/m? IV dd 1,8,15
cc5-8
R: 25 mg PO daily dd 1-21
d: 40 mg PO dd 1,8,15,22

12x KRd.
K: 56 mg/m? IV dd 1,15
R: 10 mg PO dd 1-21
d: 20 mg PO dd 1,15

4x Isa-KRd
Isa: 10 mg/kg IV dd 1,15 cc
5-8
K: 56 mg/m? IV dd 1,8,15
cc5-8
R: 25 mg PO daily dd 1-21
d: 40 mg PO dd 1,8,15,22

12x Isa-KRd
Isa: 10 mg/kg IVd 1
— K: 56 mg/m? IV dd 1,15
R: 10 mg PO dd 1-21
d: 20 mg PO dd 1,15

1 1 1 1
[ brvos T vrovvos RN o vos- R o vos

GMMG CONCEPT TRIAL: Study Design

ND HRMM
ITT N=125

) D3

:,;"' J:l Induction

an
<70 years Isa-KRd
ist'S 6 cycles

n=99 Stam call mobilization after cyc

28-day cycles

Arm B
NPT Isa-KRd.
B 8 cycles

n=26

Consolidation

Isa: 10 mg/kg £1,8,15,22 in C1; 01,15 In C2+; K- 20 mgim* 01,2 of ©1; 36 mg/m® 0:8,9,15,16 of C1 and
01,289,156 in C2+; R: 25 mg D1-21 all Cycles; d- 40 mg D1,8,15.22 all Cycles (20 mg age >75).

Maintenance

> >

28-day cycles

> >

Sonneveld P, et al. EHA 2024; Raab M, et al. EHA 2024; Gay F, et al. ASH 2023; Leypoldt LB, et al, IMS 2023



PERSEUS Primary Analysis: D-VRd Followed by D-R Maintenance Significantly Improved PFS
and Depth of Response Versus VRd Followed by R Maintenance?

Median time
to reach post-consolidation:

9.7 months

Median follow-up: Overall and sustained MRD-negativity rates®

47.5 months 48-month PFS

100 ¢ 1 | MRD negativity (10~°) MRD negativity (107) Sustained MRD negativity (10°) =12
s . 84.3% months
§ 204 | b D-VRd P <0.0001" P <0.0001" P <0.0001°
o I 0dds ratio, 3.40 0dds ratio, 3.97 Odds ratio, 4.42
oh | VRd (95% C1,2.47-4.69) {95% €I, 2.90-5.43) (95% cl, 3.22-6.08)
§ 601 l I 80 71 ssax 80 - 80 -
= | | _
£ I | 70 1 70 A 65.1% 70
£ I [ xR i | i
5 2 l ! 5 0 60 60
£ [ 1 © 50 - 50 4 50 4
2 | I z
g 201 I l 3 40 | 40 - 40
“ I HR, 0.42; 95% Cl, 0.30-0.59; P <0.0001 | © 32.2%
® I e IR ’ | ® 30 - 30 A 30 -
L 1 c
O | | L] I L] I L] L] I L] L] I L] I ] L] I ] L} 6 20 i 20 a 20 i
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 DE:
Months 10 T 10 1 10 N
No.atrisk 0 - 0 - 0
VRd 354 335 321 311 304 297 291 283 278 270 258 247 238 228 219 175 67 13 0
D-VRd 355 345 335 329 327 322 318 316 313 309 305 302 299 295 286 226 90 11 O (o355 (n3sa) (ne355)  (ne35a) a5 (nessa

58% reduction in the risk of progressionor death in Deep and durable MRD negativity
patients receiving D-VRd achieved with D-VRd

HR, hazardratio; Cl, confidence interval. ®MRD-negativity rate wasdefined as the proportion of patients who achieved both MRD negativity and =CR. MRD was assessed using bone marrow aspirates and evaluated via NGS(clonoSEQ as
version 2.0; Adaptive Biotechnologies, Seattle, WA, USA). ®Pvalues were calculated with the use of the stratified Cochran—Mantel-Haenszel chi-square test.

P value was calculated with the use of Fisher's exact test.

1. Sonneveld P, et al. N Engl J Med. 2024;390(4):301-313.
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GMMG-HD7: The first phase 3 study evaluating Isa + Rvd

HD? for induction and maintenance in patients with Te NDMM

NDMM
N=662

il 24

Induction phase (3 x 6-week cycles)

Second randomization will inform maintenance

Maintenance phase (4-week cycles)

5 Isa + Rvd ) S Isa+R
=) =]
(0] m
E HDT + g
Key eligibility criteria? -§ ASCT S
v" Age 18-70 years S 5
v NDMM and eligible for
HDT + ASCT v X g
Week1l Week2 Week3 Week4 Week5 Week6 Week1l Week2 Week3 Week4
| | ] ] ] | > | | ] ]
) () () N ) N N ™ N
Isa (IV) 10 mg/kg: Cycle1 D1 D8 D15 D22 D29 Isa (IV) 10 mg/kg: Cycle1 D1 D8 D15 D22
™ () ™ 0 ()
Cycles2-3 D1 D15 D29 Cycles2-3 D1 D15
T ™~ A ~tr M A ()
Bor (SC) 1.3 mg/m*> D1 D4 D8 Dil D22 D25 D29 D32 Cycle4+ D1
Len (¢0) 25 mg Doy 2235 Len (°0) 10 mg

A~ AL

Dex (PO)20mg oy a1

89 1112 15

increased to 15 mg after 3 months

N N N 0

SOOI RN Dex (PO) 20 mg: firstcycle D1 D8 D15 D22

2223 2526 2930 3233

**Primary Endpoint: MRD (-); Secondary PFS

GMMG and Heidelberg University Hospital | EHA 2024

The use of RVd is off-label in some countries, according to the lenalidomide summary of product characteristics.
ASCT, autologous stem cell transplant; D, day; d/Dex, dexamethasone; HDT, high-dose therapy; Isa, isatuximab; IV, intravenous; NDMM, newly

diagnosed multiple myeloma; PD, progressive disease; PO, oral; R/Len, lenalidomide; SC, subcutaneous; Te, transplant eligible; V/Bor, bortezomib.

1. ClinicalTrials.gov identifier: NCT03617731. Updated May 12, 2023. Accessed June 5, 2024.
https://clinicaltrials.gov/study/NCT03617731?term=NCT03617731&rank=1

3 years or
PD

4 ARMS!!



GMMG-HD7 interim analysis:
MRD negativity by NGF (10-°) after intensification (ITT; by response)

Patients with MRD negativity and indicated response status

P<0.001*
. | |
70 - 70 A -
63.4% W Isa-RVvd
60 - 60 m Rvd
P<0.001*
~~ 50 A ) E
g o\o 50 [ \
= . e 38.1%
- o 40 7
5 5
30 A
n; o; 30 -
& e
20 A 20
10 A
10 A
0 .
O .

2VGPR

Isa-RVd led to significantly higher MRD negativity/VGPR and

MRD negativity/CR rates (per IMWG) compared with RVd after intensification

*P value derived from stratified conditional logistic regression analysis.
CR, complete response; d, dexamethasone; Isa, isatuximab; ITT, intent to treat; MRD, minimal residual disease; NGF, next-generation flow; R, lenalidomide;
V, bortezomib; VGPR, very good partial response.



IsKia - Post-consolidation MRD negativity by NGS

Subgroup analysis by cytogenetic risk

_ Very high
NGS, 105

100% ! !

90%

79% 78% 77%

80%

70%

60%

50%

Patients (%)

40%

30%

20%

10%

0%
0 HRCA 1 HRCA 2+ HRCA

® |sa-KRd " KRd

1 HRCA was defined as the presence of one of the following high-risk cytogenetic abnormalities: del(17p13.1), t(4,;14) (p16.3,q32.3), t(14,16)

(q32.3;q23), gain(1q21), or amp(1g21); 2+ HRCA was defined as the presence of at least two high-risk cytogenetic abnormalities.

100%

90%

80%

70%

60%

50%

40%

30%

20%

10%

0%

NGS, 10°

Very high

risk
| . 1
s ™
77%
69%
65%
53%
48%
27%
0 HRCA 1 HRCA +
L 2+ HRCA y

® |sa-KRd " KRd

Is K betterthan Vin HRMM

MRD, minimal residual disease; NGS, next-generation sequencing; HRCA, high-risk cytogenetic abnormalities;
Isa, isatuximab; K, carfizomib; R, lenalidomide; d, dexamethasone; del, deletion; t, translocation; amp,

P LT D e



GMMG CONCEPT TRIAL: Study Design

ArmA |nduction Consolidation Maintenance
ND HRMM PSS |Sa-KRd HDT + M Isa-KRd Isa-KR
ITT N=125 DR/ G cycles ASCT W 4 cycles 26 cycles

n=99 Stem cell mobilization after cycle 3
,) 28-day cycles 28-day cycles 28-day cycles
Arm B
TNE or Isa-KRd Isa-KRd Isa-KR
SORCEEM S cycles 4 cycles 26 cycles
n=26

Isa: 10 mg/kg D1,8,15,22 in C1; D1,15 in C2+; K: 20 mg/m? D1,2 of C1; 36 mg/m? D8,9,15,16 of C1 and . .
Arm A: app. 15-18 months after inclusion
Arm B: app. 12 months after inclusion

D1,2,8,9,15,16 in C2+; R: 25 mg D1-21 all Cycles; d: 40 mg D1,8,15,22 all Cycles (20 mg age >75).
HRMM criteria: ISS stage Il or 1l PLUS =1 of: del(17p), t(4;14), t(14;16) and/or >3 copies 1g21 (amp1qg21)

Primary objective: MRD negativity after consolidation (NGF, 10-°)
Secondary objective: PFS; Key tertiary objectives: ORR, OS, safety

HR: Focus has been on duration of therapy and #of agents
Leypoldt LB, et al, IMS 2023 11



CONCEPT Trial: MRD Negativity and IMWG Response

100% - MRD negativity (10°NGF) TE patients TNE patients
at end of consolidation (Arm A; n=99) (Arm B; n=26)
%0%1 p=0.0004 A - 1 )
' . >CR: 48% >CR: 38% >CR: 38%
95% Cl, >CR: 65% [95% ClI, [95% Cl,
60% - g gs% t0 57%] [_9(5:;,85,/ [Zgg!;:éf% 22% to 57%) 22% to 57%] [chs;;;g?%
67.7% 3 P10 73] ST | 63% to 81 39%to 74%
40% - ' 54.2% b
95% CI - = - | :sé%R
20% - 5 4l [0.358; 1] = i m VGPR
B PR
” 5 e 5 SD/PD/NE)
" TE patients (Arm A)  TNE Patients (Arm B) End of End of End of End of End of End of
induction ASCT consolidation induction intensification consolidation
« The trial metits primary endpoint with MRD negativity rates
Negative 63 (67.7) 13 (54.2) of 67.7% (TE) and 54.2% (TNE) at the end of consolidation
Positive 3@3.2) 0 (0) ] .
Not done/missing 2(2.2) 0(0) * Responses deepened over time with 2CR-rates of 72.7% (TE)
Time point not reached 25 (27.0) 11 (45.8) and 57 7% (TNE) as beSt response

6 TE and 2 TNE patients were not assessable

Footnotes

Leypoldt LB, et al, IMS 2023 19



Frontline for Tl: Quads vs. Triplets (CD38 for ALL?

. . Key Eligibility Criteria
Study design: Isa-VRd vs VRd in 4IMROZ = NDMM (transplant ineligible or deferred)
transplant_ineligible NDMM = ECOG PS 0-2; frailty score of 0-1

. Induction Continuous treatment
§ (4x 6-week cycles) (4-week cycles) P"maryp:?dpmm: SUBO Dara-VRd SUBQ Da ra-Rd
T Nowm 5, Isa + Rd : S Dara: 1800 mg SUBQ Cycles 9+
> s e S R R Cycles 1-2: qw; cycles 3-8 3w Dara: 1800 mg SUBQ q4w
& Rd rate, 2VGPR rate, 0S VRd: Schedule as below Rd: Schedule as below

v

MRD (bone marrow aspirate) T 7~ » 7~ ~ 7~
In case of CR or VGPR At end of induction 12 mos 18 mos 24mos 36 mos

v

VRd Rd
V: 1.3 mg/m2 SUBQ, days 1, 4, 8, 11 Cycles 9+

Day 1

8 15 22 29 36 43
i ¥ m q
[(savic24) | 1omore | R: 25 mg PO, days 1-14 R: 25 mg PO, days 1-21
e " " d: 20 mg PO, days 1, 2,4, 5, 8, 9, 11, 12 || [PEIY L NAE g
[vse  [1amome | [ R N .| i B
rosme) sl HEE BN AENE AU IEA AN A A e 21 day cycles; 8 cycles of V R——

d IV/POS 20 mg 2ot
Day 1 8 15 22 29 “*Patients consideredTidue to age or unacceptable toxicity

2]
)
L
I
0
L
@)

c
2
e

]
=

£

o
j=)

c

]
o
-

1

Induction

o . .
BENEFIT Trial: Isa-VRd vs. Isa-RD in T NDMM | T Des]
MAIA Study Design
M18 Primary objective
(MRD at 10-%) . o
—  Patients were enrolled in MAIA from March 2015 through January 2017
Study Schema pm, e .
Treatment Phase Treatment Phase Follow up D-Rd
Cycle 19 onwards — 4-week s g;::“'"'
th cycles D: 16 mg/kg IV
Induction Cy1-12: Induction Cy13-18: Induction Cy 19-PD: ( \ QW Cycles 1-2, Q2W Cycles 3-6, Primariy
N=270 IsaVRd IsavR IsaR Primary endpoint: K Reibilt = then Q4W thereafter until PD e';’FP" nt
Randomizationt:1 |G el O 0 il s o | prAnssn AR R: 25 mg PO Endeot- T
: _ 5 V) 10 o 152 (1V) 10 mog Key secondary © Days 1-21 until PD
mmeers E—ir—k——t mmomon £ oy 2y CKECI : % treatment :
Stratified by: rpass | L Ve 0 IS S G- 20 mg® PO or IV visit Lovg o
y: T e CR rate, MRD- CR « ECOG PS 5] ‘ term endpoints

-Age: <75 and 2 75yrs (NGS, 10%) rate, score 0-2 S Days 1, 8, 15, 22 until PD (30 days follow-up . 0S

5 A 2VGPR rate, PFS, © . after last
- Cytogenetic result by Induction Cy1-12: Induction Cy13-18: Induction Cy 19-PD: 0S, AEs « CrCl ] = dose) * PFS2
FISH (Modified Perrot [ Giscontinns bosed 230 mL/min = . ORR

D1 D8 DIS D22 D28 o1 D8 OIS o1 D8 D15 D28 on PD, + CR/sCR rate

score) ALY . i . [ 1 1 1 unacceptable — g MRD (NGS; 10—5)
- Center “‘:M: : : : : \(y 2o oy 25 g CKECT Wrickes. pelient » il PD

“ 3 L A \ / 4

g . . s 1 Cycles: 28 days

MRD (bone marrow aspirate) In case of PR or better 12 months 18 months 24 months. Yearly

Facon T, et al. EHA 2024; LeLeu X, et al. EHA 2024; Facon T, et al. EHA 2024; Usmani S, et al. IMS 2024



Primary endpoint met: Interim PFS analysis-IRC ~ *"""""

assessment in ITT population Isa-VRd vs. VRd

162 PFS events: 84 (31.7%) in Isa-VRd; 78 (43.1%) in VRd*

10 —  |sa-VRd
() : VRd
w 09 t Censor
§ 0.8 60-mo PFS rate: 63.2%
() O 6 T et MRD Rate (NGS,* 10'5)
a ! 70 - = |sa-VRd
= 05 e e e e e Ay = = VRd
L] 60 58.1 ]
= 0.4 - HR, 0.596 (98.5% Cl, 0.406-0.876) T e . =
g': 0.3 -+ 60-mo PFS rate: 45.2% °ﬂ
S 02 4 mPFS: 54.34 months 5 401
& 01 - (95% Cl, 45207 to NR) 3 307
X 0' 0 Log-rank P=0.0005t 20 -
) - I 1 ] 1 ] 1 1 1 1 1 1 1 ] 10 -
0 6 12 18 24 30 36 42 48 54 60 66 72 o
Number at risk Time, months MRD- ITT MRD-CR [ MRO- sustained
Isa-VRd 265 243 234 217 201 190 177 164 153 104 43 2 0 1701 (1 220 02Ty 1803 (1 22021846  OR (85% CIy:
VRd 181 155 141 121 104 96 89 81 70 51 20 2 0 P=0.00131  12.729 (1.799-4.141)!

At a median follow-up of 5 years (59.7 months), Isa-VRd followed by Isa-Rd
led to a statistically significant reduction in the risk of progression or death by 40.4%

*Cutoff date for PFS analysis: September 26, 2023 (median follow-up, ~5 years). TNominal one-sided P value.
NR, not reached.

AS‘ o : AS CO AMERICAN SOCIETY OF
2024 #ASCO024 PRESENTED BY: Thierry Facon, MD CLINICAL ONCOLOGY
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



CEPHEUS Phase 3 Study of SUBQ Dara-VRd vs VRd in Tl or
—Deferred Patients With NDMM: MRD-Negative and Response Rates

Overall MRD-Negative Rate (10-°)

Overall MRD-Negative Rate (10-9)

Sustained MRD-Negative Rate (10-°) >12 Months

o 100 - OR, 2.37 (95% ClI, 1.58-3.55); " 100 - OR, 2.24 (95% CI, 1.48-3.40); 100 - OR, 2.63 (95% CI, 1.73-4.00);
BN P <0.0001 &~ P =0.0001 X P <0.0001
=~ 90 A1 | = 90 - | = 90 - |
g g %
© 80 - 80 - 2 80 4
= ! A22% ! = ! A19% ' S ! A22% !
70 1 70 - ~ 70 -
& 60 - el & 60 - BE 60
> = 46.2 g% 48.7
= 50 A1 = B0 3 © 2> 50 -
£ 39.4 £ 52
=40 - S 40 - 32 40 -
N o
o o) .
o 30 4 O 30 - 27 3 g 30 4 26-3
iy & c
0 20 - Q 20 - a 20 -
14 14 4
= 10 - = 10 - s 10 -
0 - 0 - 0 -
D-VRd VRd D-VRd VRd D-VRd VRd
(n = 197) (n =198) (n = 197) (n =198) (n = 197) (n =198)
P <0.0001
| PFS .
100 4 | 100 4 Median follow-up: 58.7 months M e d I a n F/u 58 . 7 m
90 5 54-mor.|th PFS
o 807 3 = :
T R g ian:
@ :g >CR: 2CR: 5 ¥ \\-‘""""\h.____‘ ! D-VRd nMcel‘:l:alhed
§' 50 : i 8-1 20./ 61 .6% f; 404 49‘5‘%5 ..u.l VRd Median:
ECR Rate ] i g i 52.6 months
o A0 BsCR mCR ©VGPR PR R H
§ 30 1 g HR, 0.57; 95% CI, 0.41-0.79; P=0.0005
msCR mCR 'VGPR PR °
20 4 253 12 18 2 30 £ 4z a8 54
10 1 SR . - — Month OS: Needs
0 = D-VRd w7 60 0 1B& 132 33
D-VRd VRd longer f/u
(n=197) (n=198)

Usmani SZ et al. IMS 2024. Abstract OA-63.

= Dara benefit was generally consistent across prespecified subgroups
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BENEFIT Trial: Isa-VRd vs. Isa-RD in TINDMM

Results: Primary Endpoint MRD(-) Preliminary PFS (Median F/U 23.5 mos)

Primary endpoint

OR (95% Cl):
3.16 (1.89-5.28)
P<0.0001

(N1 I —

___________

______________

0.75 1

OR (95% Cl): 0.50 -

Probability of
progression-free survival

0.25 A -—Isa-VRd
|sa-Rd

53
2.74(1.54-4.87)
P=0.0006
f_l_\
36
O‘OO- 1 T I L) 1 ! T L] ] ) 1
26 0 3 6 9 12 15 18 21 24 27 30
B |sa-VRd Time since randomization (months)
L lsa-VRd 135 131 127 121 119 117 114 87 56 11 0
I lsa-Rd 135 128 123 121 117 112 108 83 52 14 0O
~ 105 BT

Estimated 24 months PFS
85.2% (95%Cl 79.2-91.7) for Isa-VRd
18 months 80.0% (95% ClI 73.3-87.4) for Isa-Rd

Isa-VRd resulted in deep response rates, particularly MRD(-) at 18 months and PFS is still immature

*MRD was assessedonthe basis of IMWG recommendations.'
Cl, confidence interval; CR, complete response; Isa, isatuximab; ITT, intent-to-treat MRD—, minimal residual disease negativity; NGS, next generation sequencing; OR, odd ratio; R, lenalidomide; V, bortezomib.
1. Kumar$, et al. LancetOncol 2016:17:e328-e346

2024 ASCO ey @ Xavier: Leleu, MO, FHD ASCO amsrsssy

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER



Maintenance: AURIGA Phase 3 Study of SUBQ Dara-R vs R Post Transplant

Results From Maintenance: MRD

MRD-Negative (10°) Conversion Rates From Baseline to 12 Months of Maintenance Treatment

. : OR :4.62
Primary endpoint (95% Cl, 2.20-9.70) OR : 4.40
70 - OR : 4.51 P <0.0001 (95% Cl, 2.26-8.58)

(95% CI, 2.37-8.57) P <0.0001
OR " 4.61

60 - P <0.0001 | o
— (95% Cl, (2.34-9.09)
P <0.0001
—

Patients with MRD negativity, %

D-R R D-R R D-R R
(50/99) (19/101) 46#75 16#62 (50/88) (19/82) (44/99) (15/101)
ITT population Patients achieving ZCR at any time MRD-evaluable population ITT population'
MRD-negative (10-5) MRD-negative (10-%) 2CR
conversion rate by 12 months conversion rate by 12 months

=  MRD-negative (10-°) conversion rates by 12 months were improved with Dara-R vs R across all clinically relevant subgroups

Median follow-up: 32.3 months.
Badros A, et al. IMS 2024. Abstract OA-45.



Conclusions for NDMM

 CD38 + VRd (QUAD therapy) —appears to be new SOC for TE and TINDMM
* Results appear durable bothin TE and Tl - projected PFS >80-90 months

* InTI, (BENEFIT) - QWk bortezomib appears well-tolerated and effective
* Unclearin TE

* High-risk NDMM appears to benefit from QUAD therapy

* Dara-VRd subgroup looks good — need prolonged maintenance
* |sa-KRd shows improved MRD- rates, especially in double hit subgroup

* MRD(-) CR will be the new “early” response metric for future trials
 CD38 in induction and maintenance appears important.

* Treatment adapted trials based on MRD, are needed to help guide
treatment duration

* Will CART and bispecifics show even better results (response and TF)?



Sequencing Therapy in MM after Front-Line:

How should we sequence all these agent.

Newly

Diagnosed Plateau
remission

MYELOMA I

Front-line therap

100 ¢ Symptomatic
MM

SMM Induction

3

al
o

M Protein (g/L)

Consolidation

20
Maintenance

0\l

RELAPSE
TCR

- Seli-Dex

- (EARLY RELAPSE

2-3
RELAPSE

N

1.
RELAPSE

N

- Belantamab

- Combination chemo

- CARS and Bispecific

/

V4

Frontline
Triplets/Quads

Trials: Bispecifics/CARs

»

Early Relapse Late Relapse
(1-3 Prior Line): Triplets Recycle agents,
Bela Triplets Survival <12 mos

Bispecifics/trispecifics



Therapy: Approved and Experimental Products
Competitive Landscape for Triple Class Exposed/Refractory MM

: SAR442085
Iberdomide,
Mezigdomide Hexabody-CD38
TAK-079
Selinexor TAK-573
AMG-424
Venetoclax GBR-1343
Immune — Toxin
CFT7455 TAK-169

SEA-BCMA

ADCs

Belantamab
mafodotin

CC-99712

AZD0305

BCMA
Bispecifics

Teclistamab
Elranatamab

ABBV-383
Linvoseltamab

Non-BCMA
Cevostamab
Talquetamab

Cellular Therapies
BCMA CARs

Idecabtagene vicleucel
Ciltacabtagene-autoleucel

Lummicar (CT053)
Anitocabtagene
FasT CAR (CD19/BCMA)

Allo-CAR
NK-CAR




Disease and Patient Factors Influence Treatment Choices

Lifestyle

Patient

In Relapsed Refractory MM

Frailty Disease Treatment

Age

morbidity history

Previous
therapies

Toxicity

Refractory
disease

preference

Travel /
infusion time

Renal
impairment

Performance
status

Bone

Disability disease

The most effective regimen,
safe and maintaining QoL

Co-
morbidities

*Attrition should be a consideration! With each line of therapy, 20-40% don’t proceed to the next line .



Sequencing Therapy for Patients With R/R MM

1st-line Therapy

Induction Therapy CD38 + RVd)

+ Consolidation (Auto) - DR

+

Lenalidomide Refractory Daratumumab Refractory Dara and Len Refractory

CD38+PI or Pom combination Pl or Len combination Pl or Pom Combination
Isakd, DaraKd, KPd, DaraPd, IsaPd RVd, KRd, VCd, PVd, KPd, PCytd, Kcytd, EloPd

Triple Class Refract

2nd. line

‘ Combination Chemo 3+

Switch partners — use novel agents » Cilta-cel, Ide-cel, Selinexor combination, clinical trial

. 4.|.
| Clinical trial should be considered for all eligible patients | Teclistamab, Elranatamab, Taquetamab




IKEMA: Randomized Phase3 Trial in RRMM 1-3 PLT

l ISA-Kd (isatuximab + carfilzomib +

Study
Design

dexamethasone)?@

(n=179)

Kd (carfilzomib + dexamethasone)?
(n=123)

Results:

1 +
0.9 A
0.8 A
0.7 A
0.6 A

PFS

0.4 1
0.3 1
0.2 A1

011 + Censored

0

Until PD,
unacceptable
toxicity, or patient
choice

I e

Median PFS,

HR for ISA-Kd vs Kd (95% CI)

HR = 0.58 (95.4% Cl, 0.42-0.79)

ISA-Kd Kd

35.7 19.2
0.58 (0.42—0.79)

ISA-Kd
MPFES: 35.7 mo (95% ClI, 25.8-44.0)

Kd
MPFS: 19.2 mo (95% ClI, 15.8-25.0)

0 3 6 9 12

No. at Risk
ISA-Kd 179 164 151 136 127
Kd 123 108 99 85 73

15 18 21 24 27

Time, mo

114 108 95 88 81
63 53 43 39 32

30 33 36 39 42 45 48

75 72 64 62 50 18 1
29 23 21 16 10 3 2

ISA-Kd showed
the longest PFS on a
Pl-based backbone
in RRMM, with 42%
reduction vs Kd in the
risk of progression
or death

Analysis of OS is planned
for 2023




Antibody-drug conjugate (ADC) - Belantamab

ADC
A « Belantamab mafodotin is a humanized,
U afucosylated IgG1 anti-BCMA antibody
“ch Lysosome ADCC conjugated to monomethyl auristatin
wow | (MMAF)

 FDA approved for patients previously treated
with 4 prior therapies then withdrawn due
to failed P3 trial B vs. Pd.

Malignant (
Plasma Cell
. -
S T - DREAMM 7 — Phase 3: 494 patients
Enhanced ADCC
Stable in circulation o DREAMM 8 _ Phase 3
o .
MMAF (non-cell permeable, « Randomized P3: BPd vs. PVd

highly potent auristatin)

Single agent activityin RRMM => ORR 32% . Comeback-Kid of the year!!



DREAMM-7: deeper responses with BVd vs DVd?

ORR 82.7%
90 - (95% Cl, 77.4-87.3)
e 11 ORR 71.3%
(95% Cl, 65:3-76.8)
2 CR MRD negativity": 70 - -
. 2CR: 34.6% [
= : » (95% CI, 28.6-40.9) 2CR: 17.1%
24 7% vs 9.6% o, = (95% Cl, 12.7-22.4)
65% CI. 19 4-20 6) (95% C), 6.2-13.9) ‘E 50 - A
Og
—
o2 @ 40 1 2VGPR: 65.8% VGPR: 29.1
2 VGPR MRD negativity”: o eIl [ (95%Cl,59571.8) —* >VGPR: 46.2%
30 - (95% Cl, 39.9-52.6)
38.7% vs 17.1% 20 - :
(B5% Cl 32545 1) (95% Cl, 127.22 4)
10 -
0

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

Hungria V, et al. N Engl ! Med. 2024;doi: 10.1056/NEMMo022405090. Copyright © 2024 Massachusetts Medical Socisty. Reprinted with permission from Massachusetts Medical Society.

BVd was associated with a greater depth of response with double the 2CR rate and more than double the MRD

negativity rates (sensitivity of 10~°) of DVd (P value <.00001)¢

BVd. belantamab mafodotin. bortezomib. and dexamethasone, CR, complete response; DVd, daratumumab, bortezomib, and dexamethasone, ITT intent to freat, MRD, minimal residual disease. NGS  next.
genaration saquencng, PR, partal response, R-ISS, Revised Internabonal Staging System, sCR, stringent complete response, VGPR. very good partsal response
3Cls were based on the exact method Two patients i the ITT populabion were randomized, not trealed, rescreened . and rerandomized  They are counted as 4 unique patients i this output. * MRD negatinty

rate was defined as percentage of patients who were MRD negative by NGS based on a sensitwity of 10 ©Nominal P value Cochran-Mantel-Haenszel test was used and adjusted for stratification factors,
including number of pnor lines of therapy (1 vs 2 or 3 vs 24), prior bortezomib, and R-ISS stage at screening (1 vs 1l or 111) 9 ‘



r' DREAMM-4 | Belantamab Mafodotin + Pd

Deeper Responses With BPd vs PVd

90 - ORR: 77% !
80 - (95% CI, 70.0%-83.7%) (959?§R6; 17‘}3:/‘9' 2%)
i
" . 2CR: 40% A ]>4 >CR: 16%
g 60 - - (95% CI, 32.2%-48.2%) _ (95% Cl, 10.7%-23.3%)
.§ sy VGPR: 22
® 40 4 | -+ 2VGPR: 64% 2VGPR: 38%
o 30 4 (95% Cl, 55.8%.-71.4%) b (95% CI, 30.2%-46.5%)
VGPR: 24
20 A
10 - “
v BPd PVd
(N=155) (N=147)

The CR or better rate in the BPd arm was more than twice that in the PVd arm

Feom Damopoutos M ot o NENQ JMed 2024 oo 80 SDSANE ARG 403407 Copyright © 2024 Massachute®s Nedcal Sockty Reprnted wilh pormisson Som Massathws ofts Medcal Sooety

Cls were based on the exact mathod All perconts are based on the ITT population
BPd, belamaf, pomabdomede and dexamethasone, CR, complete response, ITT, intent 10 real, ORR, obyactive response rate, PR, partal response, PVd, pomakdomede, bortezomb, and daxamethasona, SCR_ stnngant 13
complete response. VGPR, vary good partal response



Both DreaMM-7 and -8 Show Significant PFS Benefit — No Blurriness Here

1.0- 18-months
BVd DVd
G ERs (N=243) | (N=251)
0.8 ‘
DREAMM 2 Median Events, n (%) 91 (37) 158 (63)
% 36.6 . [
806 months g’;f/; 'gﬁdb'a" 36.6 13.4
v, g R SN .. T SR ON| NOST SO SUWURIPPMON < o0 bty (28.4-NR)  (11.1-17.5)
& o Median E
o 13.4 | HRe 0.41
0.2 months i (95% Cl) (0.31-0.53)
“1 —— Bvd : 43% i [
Mateous et al. DVd ; ; |
0.01 H H P value? <.00001

L) L) L) L) T L) Al ==X L) L) L) L) L} L) L) T Al Ll L) L] L] L) L) L) T Al L) L) L} L] L)

10111213 14 1516 17 18 1920 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41

EHA2024

0 o-

Significant PFS Benefit with BPd vs PVd

. i Events, n (%) 62 (40) 80 (54)
Dimopoulos et al. g 1 12 months
: Median PFS (95% CI), months NR (20 6-NR) 12.7 (9.1-18.5)
EHA2024 ° 08 71% Median
2 2% — Not reached HR (95% Cl); P value 0.52 (0.37-0.73); <.001
e Hii T
2 o R
8 g 06 - 51% Tt ~
B T
®
g 04 4
® Median
s 12.7 months ————+ } t
£ 02 1 __ Bpd
&
= —_—  PVd
& 0.0 -

T T T T T T T T T T T T T T T T T T T T T T T T T

01 2 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39
No. at nisk Time since randomization, months



CARTITUDE-4 (Phase 3) Study Design: 1-3 PLT

 Patients: | PVd

DPd

« Measurable disease Pomaggc:jr;;gelig 4mg Daratumumab SC 1800 mg
« Documented evidence of PD by Bortezomib 1.3 mg/m2SC Cycles léygz\é ﬁy.cc';jvi'& Q2W:
IMWG criteria -— Cycles 1-8: days 1, 4, 8, 11 . i 21 1
- Cycles 9+: days 1 and 8 Pomagg%rglgi;(l) g
* 1-3 prior lines of therapy including PI c Dexamethasone 20 mg* PO Dexamethasoney40 mgt PO or IV pts
and IMiD o Cycles 1-8: days 1, 2, 4, 5, 8, 9, 11, 12 on davs 1. 8. 15. 22
_ _ © Cycles 9+: days 1, 2, 8, 9 ¥$ 58 Lo
* Refractory to lenalidomide N
] ) E Cycle: 21 days Cycle: 28 days
* No prior treatment with BCMA or ) *Dexamethasone 10 mg/day for participants >75 years of age. fDexamethasone 20 mg/day for participants >75 years of age.
CAR-T therapy o
= .
« No monoclonal antibody treatment o’ Cilta-cel 208
within 21 days Cilta-cel infusion at a target dose of 0.75x10°
. N-419 CAR-positive viable T-cells/kg pts

Participants will receive 1 cycle of bridging therapy (PVd or DPd);
a second cycle of PVd or DPd may be administered per investigator discretion along with conditioning regimen (cyclophosphamide and fludarabine).

Primary Outcome: Secondary Outcomes:
* CR or sCR * HRQoL

* Progression-free survival * MRD negativity status * OS, ORR, PFS2
 Sustained MRD negative rate * Safety

Primary endpoint of PFS was met and study now reported

1. https:/iclinicaltrials.gov/ct2/show/NCT04181827 2. hitps:



https://www.prnewswire.com/news-releases/janssen-announces-unblinding-of-phase-3-cartitude-4-study-of-carvykti-cilta-cel-as-primary-endpoint-met-in-treatment-of-patients-with-relapsed-and-refractory-multiple-myeloma-301732398.html
https://www.prnewswire.com/news-releases/janssen-announces-unblinding-of-phase-3-cartitude-4-study-of-carvykti-cilta-cel-as-primary-endpoint-met-in-treatment-of-patients-with-relapsed-and-refractory-multiple-myeloma-301732398.html

Long-term Update CARTITUDE-4 Phase 3 Trial:

Response

ORR

15.9 months | 33.6 months
follow-up! | follow-up
100 - ;
84.6 ! 84.6
(176/208) E (176/208)
80 - 67.3
(142/211)
°
g 2CR:
c
2
©
o 40
20 +
0 .

Cilta-cel Cilta-cel SOC
MW sCR m CR W VGPR m PR

Cilta-Cel (n=208)

MRD Negativity at 10-° (L) and 10° (R)

Patients, %

OR: 13.3 | _
100 - — | OR: 28.5
89.0 f ‘

85.6

80 - OR: 7.6 OR: 14.9°

62.0 3
| 57.2

60 -

40

(n=208) (n=211) (n=145) (n=103) (n=208) (n=211) (n=139) (n=102)
ITT Evaluable for MRD ITT Evaluable for MRD
m Cilta-cel mSOC

SOC (n=211)

Median, months (95% CI) NR

18.7 (12.9-23.7)

30-month rate, % (95% CI) 67.4 (59.7-74.0)

35.5 (27.6-43.6)

Mateos, MV, et al. IMS 2024. Abstract OA-65.

29



Long-Term CARTITUDE-4 Update (34 Months):
Cilta-cel Maintained Significant Improvement in Progression-Free Survival

c 100 -eg Median follow-up 33.6 months
o
]
g 80— L Ao 30—monith PFS
o T :
g S
5 %07 o AMIMAA AAA A Cilta-cel
2 59.4% e
2 40
o
=
.Z 2 e
% 207  25.7% © SocC
2 HR (95% CI): 0.29 (0.22-0.39); P<0.00012< |
0 I I I I T T I I I T I I I 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

No. at risk months

Cilta-cel 208 177 172 165 157 150 145 136 132 129 111 65 29 13 5 O
SOC 211 176 133 116 96 80 74 65 61 52 47 25 12 1 1 0

~70% reduction in the risk of progression or death in patients who received cilta-cel

and mPFS has not been reached

aConstant piecewise weighted log-rank test. P(HR and 95% CI from a Cox proportional hazards model with treatment as the sole explanatory variable, including only PFS events that occurred >8 weeks post randomization.
¢Nominal P value.
Cilta-cel, ciltacabtagene autoleucel; HR, hazard ratio; mPFS, median progression-free survival; PFS, progression-free survival; SOC, standard of care.

Presented by M-V Mateos at the 21st International Myeloma Society (IMS) Annual Meeting; September 25—-28, 2024; Rio de Janeiro, Brazil



Long-Term CARTITUDE-4 Update (34 Months):

Numerically Higher Overall and Progression-Free Survival Rates Versus CARTITUDE-1

100
80
° 60
2
©
32
° 40
20
0
No. at risk
CARTITUDE-4
(1-3 prior LOT)?
CARTITUDE-1

(=3 prior LOT)

aRe-baselined to begin at time of cilta-cel infusion for patients who received cilta-cel as study treatment, with median follow-up of 30.5 months. 233.4-month median follow-up.

OS (as-treated population)

30-month OS

84.3%

68.0%

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

months from cilta-cel infusion
176 172 167 163 162 160 158 154 151 137 83 53 20

97 96 91 88 85 81 79 77 74 69 59 33 19

12

10

2

2

100

c

CARTITUDE-42 o
w 80

0

o

o

o]

> —
Q 60

CARTITUDE-1b1 s

[]

£

=
= 40

o))

=

2
E 20

"

=
I I O
No. at risk
CARTITUDE-4
0 0 (1-3 prior LOT)?
10 CARTITUDE-1

(23 prior LOT)

Cilta-cel, ciltacabtagene autoleucel; LOT, line of therapy; OS, overall survival; PFS, progression-free survival; SOC, standard of care.
1. Lin et al. Abstract 8009, presented at ASCO; June 2-6, 2023; Chicago, IL, USA & Virtual.

Presented by M-V Mateos at the 21st International Myeloma Society (IMS) Annual Meeting; September 25-28, 2024; Rio de Janeiro, Brazil

PFS (as-treated population)
30-month PFS

68.4%

CARTITUDE-42

o CARTITUDE-1®1

| —
0 3 6 9 1

176 172 165 158 150 144 138 133 131 109 61

97 94 85 77 74 67

T T T T T 1 T T T T T 1
2 15 18 21 24 27 30 33 36 39 42 45 48

months from cilta-cel infusion
37 12 8 1 0 0

64 63 60 54 44 25 13 2 1 1 O




Sequencing Therapy in MM after Front-Line:
How should we sequence all these agents?

Newly
Diagnosed I Plateau > REFRACTORY
MYELOMA remission EARLY RELAPSE RELAPSE

TCR

100 ¢ Symptomatic 2.3
= MM RELAPSE _
4 \ - Selinexor-Dex
\=J ] 1
= SMM  f,\ Induction RELAPSE 1 - Combination chemo
5 90 N
; Consolidation 1; - BISpECIfICS
20
Maintenance
, CAR
V4
Frontline Early Relapse Late Relapse
Triplets/Quads (1-3 Prior Line): Triplets Recycle agents,
Belantamab Triplets Survival <12 mos
Bispecifics/CARs Bispecifics/trispecifics

Trials:



Overall Response Rate (ORR) and Progression Free Survival (PFS)
of Recently Approved Therapies in RRMM

40

35

30

25

20

15

10

T cell redirection therapies

For >4 LOT and IMID/Pl/anti CD38 exposed 35

] ORR% [ ] PFSmos

Remaining clinical unmet needs 79
Extramedullary Disease

High risk

ISS3 - B2m

High disease bulk

Prior T cell redirection treatment — esp
BsAb

Decreasing non progression deaths & AEs
Global access to T cell redirection

1

—_—

TEC

Richardson P et al Blood 2014;123(12):1826-32 Rasche et al EHA 2024

Siegel DS et al. Blood 2012;120(14): 2817-2825
Lonial S et al. Lancet 2016;387:1551-1560
Chari A etal. N Eng J Med 2019;381:727-738

Van De Donk et al IMS 2023
Lesohkin et al Nat Med 2023
Anderson L et al. ASCO 2021;abstract 8016 (poster presentation)

ELRAN Ide-cel Cilta-cel

Usmani S et al ASCO 2022;abstract 8028 (poster presentation)

33

This is not a head-to-head comparison and cross-trial comparisons should not be interfered from these data Data represent two populations, PFS includes all patients, DOR includes responding patients only



TRIMM-2 Tal + Dara + Pom Cohort:
High ORRs in Prior Exposure Subgroups

100% ORR (QW + Q2W tal)?

100 (n=13/13)
84.2% 78.1% 81.0% 82.8% 83.3%
(n=16/19) - 170 _ n=24/29 n=20/24
80 - (n=50/64) (n=47/58) ( ) ( )
o L | 2CR
> 60 1 76.9% 2CR 2CR
= | 63.2% 51.6% 53.4% 58.6% 2CR
2 40 70.8%
= i
o
20 A
0 -
Anti-CD38 Pom naive/sensitive Anti-CD38 refractory Pom refractory Bispecific antibody Prior CAR-T
naive/sensitive (n=19) (n=64) (n=58) refractory® (n=24)
(n=13) (n=29)

PR mVGPR mCR msCR

Data cut-off: July 29, 2024.

Anti-CD38 naive = never received anti-CD38 therapy; anti-CD38 sensitive = minimal response or better during treatment; anti-CD38 refractory = best response of SD or PD during treatment or within 60 days of completing anti-CD38
therapy. Response was assessed by investigators, based on IMWG criteria. Percentages are calculated with the number of patients in each group as denominator. PAll 29 patients who received prior bispecific antibody therapy were
refractory. CAR, chimeric antigen receptor; CR, complete response; dara, daratumumab; IMWG, International Myeloma Working Group; ORR, overall response rate; pom, pomalidomide; PD, progressive disease; PR, partial
response; Q2W, every ather week; QW, weekly; sCR, stringent complete response; SD, stable disease; tal, talquetamab; VGPR, very good partial response.

Presented by N Bahlis at the 21st International Myeloma Society (IMS) Annual Meeting; September 25-28, 2024; Rio de Janeiro, Brazil



TRIMM-2 Tal + Dara + Pom Cohort: Responses Deepened
Over Time, Irrespective of Dose Intensity Reductions

Tal schedule (+ dara + pom) & prior therapy

Qw TR+ -
aw TR ) -
Q2W  CD38E =»
2w TR+ -
QW TR+ — I —— -
oW TR | -

— 00—
o TR O - »
Q2W TR+ C e »
QW TR+ I -»
Q2W CD38E e ———— — ¢ ——¢ ———————————————————————————————————— 14
QW Yy 1
Qw ~ Cosse - s —— 3
Q2W TR+ " 0000000000000 90  —"1.J
W TR - 3
QW S
Q2W CD38RE .—————
Gow TR L —-‘
W 1R - 1
QW IR —
Q2W CD38E e Tal 0.4 mg/kg QW Tal 0.8 mg/kg Q2W

..~ e
an FReeE — =& — —>5 Parameter + dara + pom + dara + pom
W TR 5 vy

- ———————— = =

Qow CO3sRE - (n=18) (n=45)
T . Median (range) 15.8 17.5

e
.——— lovup monte _| (02579 02577
aw TR

vV—————————— -
%Vw %gﬁaE —  —eeeeay 91 Median DOR, months 13.8 26.4
2 I8 2 (95% CI) (8.8-26.6) (16.7-NE)
aw TR — 3

I

Gow The e — = 12-month DOR, % 62.7 73.1

——— — —— — § ]
Qv 1 m— (95% Cl) (35.1-81.3) (57.5-83.7)
QW TR+ = »
Q2W CD38E — A
QW TR+ 1
aw TR
RS Response MicR MCR MVGR MPR EVR MO MPD
Q2W TR+ [ — mp On treatment as of Jul 29, 2024 = In follow-up as of Jul 29, 2024
QW TR End of treatment status @ DIC-PD @ DIC-AE @ DI/C-Other 4 D/C— Patient withdrawal 4 D/C — Physician decision
oW TR e ——— Tal dose reduction ¥ 135,200, 400
2w IR [re— 6 Tal dose escalation 400, 800
Qg{'\.‘ -Tr§+ -‘ Schedule change Q2W QM Q8w Q12w

1 1 1 1 1 1 1 1 1 1 I I I I I I I I I I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Data cut-off: July 29, 2024. Months

+, penta-drug refractory; AE, adverse event; CD38E, anti-CD38 therapy exposed; CD38RE, anti-CD38 therapy refractory; CR, complete response; dara, daratumumab; D/C, discontinuation; MR, minimal response; Q2W, every other week;

Q8W, every 8 weeks; Q12W, every 12 weeks; QM, monthly; QW, weekly; PD, progressive disease; PR, partial response; sCR, stringent complete response; SD, stable disease; TR, triple-class refractory; VGPR, very good partial response. 12

Presented by N Bahlis at the 21st International Myeloma Society (IMS) Annual Meeting; September 25-28, 2024; Rio de Janeiro, Brazil



RedirecTT-1 Tal + Tec:
Study Design

e N - B
Key eligibility criteria Key objectives
* Measurable MM «  Safety, including DLTs
«  EMD permitted (=1 nonradiated, bone-independent lesion =2 cm) + ldentify RP2R(s)
«  RR or intolerant to established therapies, including last LOT +  ORR, DOR, time to response, PK, immunogenicity
« Triple-class exposed (prior PI, IMiD, anti-CD38) + PES
. J \. /
Phase 1 dose escalation Dosing schedule
e RP2R Step-up dosing Dose levels 1-3
Week 1 Week 2 Week 3 Week 4
Tal 0.8 mg/kg + tec 1.5 mg/kg Q2W ~ -~ - -
(dose level 4) Tal + tec Tal + tec Tal + tec Tal + tec
+ Step-up J
dosing
Bk mg{';ﬂ;t,eei;'i,mg"‘g il Step-up dosing® Dose level 4 and RP2R?
Tal 0.2 mglkg + tec 1.5 mg/kg QW J £ Week 1 Week 2 X Week 3 Week 4
EizlEiE Tal + tec Tal + tec

Tal 0.2 mg/kg + tec 0.75 mg/kg QW J
(dose level 1)

Patients could transition from QW to Q2W and from Q2W to Q4W
dosing after achieving a 2PR after cycle 4

aTal and tec administered on the same day, 30 (+10) minutes apart, for all step-up and full treatment doses. DLT, dose-limiting toxicity; DOR, duration of response; EMD, extramedullary disease; IMID, immunomodulatory drug;
LOT, line of therapy; MM, multiple myeloma; ORR, overall response rate; PFS, progression-free survival; Pl, proteasome inhibitor; PK, pharmacokinetics; PR, partial response; Q4W, monthly; Q2W, every other week; QW, weekly;
RP2R, recommended phase 2 regimen; RR, relapsed/refractory; tal, talquetamab; tec, teclistamab.
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RedirecTT-1 Tal + Tec:
High ORR and Deep Responses, Including in EMD?

ORR (all treated patients)®

100 - All
79.5% .
(35/44) 76.0%
80 (38/50)
60 1 >CR | >CR
[ 52.3% 44.0%
40 4
20
0 .

RP2R

DL 1-4
"PR mVGPR =mCR

. RP2R DL 1-4
All patients (n=44) (n=50)
Median (range) follow-up, 18.2 290
months (0.7-27.0) (0.5¢-37.1)
EMD Median (range) time to first 14 2.1
61.1% response, months (0.3-5.1) (1.1=7.7)
(11/18) 596‘;13’;/" Median (range) time to best 49 49
(9/16) response, months (1.4-19.8) (1.1-30.6)
>CR 2CR
o 18.8% . . RP2R DL 1-4
33.3%
Patients with EMD (n=18) (n=16)
Median (range) follow-up, 13.6 18.7
months (0.7-25.9) (0.5¢-33.8)
Median (range) time to first 3.0 2.6
response, months (1.4-5.1) (2.1-3.8)
RP2R DL1-4 Median (range) time to best 6.3 39
msCR response, months (3.0-10.7) (2.1-10.7)
S

Data cut-off date: March 15, 2024.

sEMD defined as =1 nonradiated, bone-independent lesion 22 cm. *PResponses were investigator-assessed per IMWG 2016 criteria. Data shown are confirmed responses and calculated in all treated patients. “Denotes patients who
died. CR, complete response, DL, dose level, EMD, extramedullary disease, IMWG, International Myeloma Working Group, ORR, overall response rate, PR, partial response, RP2R, recommended phase 2 regimen, sCR, stringent
complete response; tal, talquetamab; tec, teclistamab; VGPR, very good partial response.

ORR 79.5% (61.1% in EMD) at RP2R with rapid and deep responses
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RedirecTT-1 Tal + Tec:
Highly Durable Responses, Including in EMD?

Duration of response
All patients EMD

100 1 91.0% | i 100 i
AR i 85.9% :
e 1 : 1 0
_ g0- g ': mDOR, NE (NE-NE) g Lau—u—u—u
p a e P e RP2R
E | ; € i mDOR, NE (5.95-NE)
. T g
: ! 55.6% |
40 : E 40 i DL 14
| | | mDOR, 12.9 mo (1.2-NE)
T T T T | T | T T T T T T T T T T ; T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Patients at risk Months Patients at risk Months
DL 1-4 9 7 6 5 5 3 3 3 3 0 0 0
RP2R 35 34 30 26 23 17 10 7 2 0 0 0 0 RP2R 11 11 9 6 2 2 2 1 0 0 0

18-mo DOR of 85.9% at RP2R (81.8% 12-mo rate in EMD)

Data cut-off date: March 15, 2024. Median follow-up: 18.2 months (RP2R) and 29.0 months (dose levels 1-4). Eighteen-month DOR rate at the RP2R was 81.8% in EMD patients. 2BEMD defined as =1 nonradiated, bone-
independent lesion 22 cm. DL, dose level; EMD, extramedullary disease; mDOR, median duration of response; NE, not evaluable; RP2R, recommended phase 2 regimen; tal, talquetamab; tec, teclistamab.
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BCMA

I ifi I Teclistamab
Immunotherapy Bispecific Trials feolistamab
Current and planned (notinclusive of all trials) kig;‘\fg;fgmab
* Myeloma Treatment Paradigm TNafi;’u'zg\:'ngb

Forimtamig
MajesTEC-7: Tec-D vs. DRd Cevostamab
M-Tec-3: Tec-D vs. DPd/DVd
MajesTEC-5: Tec + DRd +/-V=>» Tec-DR M-Tal-1: Tal SQ

M-Tec-4: Rvs. Tec vs. Tec-R

Linvo: Phase I/l

Frontline — maintenance. ! Early RR l RRMM (TCE)

| |
Mag-7: Elranvs. Len Mag-3: Elran (single
- —— Mag-5: Elran, Elran +D, Dara+Pd
Mag-6: Elran-DR vs. DRd Linvo: Combinations

Camma-1: Cevo, CevoPd, CevoDd
Linvo: Linker MM-4

Camma-3: Cevo SQ

HR Trials
Tec+Tal+D Predictors important for all timepoints



Summary: Sequencing in Multiple Myeloma

* Myeloma Treatment Paradigm

Current Strategy:
Frontline Quad (Cd38+VRd) Second-line CART 3+ Line: bispecific combo
PFS: 7-10 years PFS: 3-5+ years PFS 2-3+ years 0S 10-18 yrs
. . ) )
Frontline — maintenance. ! Early RR l RRMM (TCE)
I I

Future Strategy:

Frontline Quad (BsAb+VRd) NG-CART Combinations CART + bispecific Combo

PFS: 10+ years PFS: 5+ years PFS 4+ years OS 15-20+yrs

GOAL: Time-limited therapy!!!! At each Line of therapy; Chronic illness => CURE
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