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Outcomes from RVD 1000 Cohort
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Cumulative PFS

Median PFS: 65.02 months (95% CI, 58.73 to 71.31 months)
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Median PFS, standard risk: 76.52 months
{95% CI, 66.87 to 86.17 months}

Cumulative PFS

Median PFS, high risk: 40.25 months (85% Cl, 33.53 to 46.96 months)
Log-rank, P < .0001
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Median OS: 126.56 months (95% CI, 113.32 to 139.79 months)
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Median OS, high risk: 78.16 months
(95% Cl, 62.18 to 94.14 months)

Log-rank, P< .0001
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Joseph et al, JCO 2020



[FM2009 (N = 700)

PFS by MRD status®]
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Mel, melphalan; MRD, minimal residual disease; OS, overall survival; PFS, progression-free survival; R, lenalidomide; RVD, lenalidomide/bortezomib/dexamethasone. ™ RVP alone ® Transplant

a. Attal M, et al. N Engl J Med. 2017;376:1311-1320; b. Perrot A, et al. Blood. 2020;136:143.
These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.



DETERMINATION (N =722)

PFS by MRD status
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FORTE Trial (N=474)

Trial design
474 NDMM patients, transplant-eligible and younger than 65 years

4x KCd Single 4x KCd
K: 36" mg/m? d 1-2,8-9,15-16 ASCT K: 36 mg/m? d 1-2,8-9,15-16 R
C: 300 mg/m? d 1,8,15 C: 300 mg/m? d 1,8,15 R: 10

: 10 mg days 1-21,

d: 20 mg. d 1-2,8-9,15-16,22-23 d: 20 mg. d 1-2,8-9,15-16,22-23 until progression or
Intensification with high- intolerance
dose melphalan
followed by autologous
stem-cell reinfusion

MOBILIZATION

KR
K: 36 mg/m2d1, 2, 15,
16 up to 2 years*
R: 10 mg days 1-21,
until progression or
intolerance

A20 mg/m? on days 1-2, cycle 1 only. *Carfilzomib 70 mg/m? days 1, 15 every 28 days up to 2 years for patients that have started the maintenance treatment from 6 months before the

approval of Amendment 5.0 onwards.
NDMM, newly diagnosed multiple myeloma, R1, first randomization (induction/consolidation treatment); R2, second randomization (maintenance treatment); ASCT, autologous stem-cell transplantation; K,
carfilzomib; R, lenalidomide; C, cyclophosphamide; d, dexamethasone; KCd_ASCT, KCd induction-ASCT-KCd consolidation; KRd_ASCT, KRd induction-ASCT-KRd consolidation; KRd12, 12 cycles of KRd.

NDMM, newly diagnosed multiple myeloma; R1, first randomization (induction/consolidation treatment); R2, second randomization (maintenance treatment).
Gay F, et al. J Clin Oncol. 2021;39(suppl 15):8002.

These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.
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After R1: PFS Benetfit With KRd/ ASCT

PFS benefit observed with KRd/ASCT vs KCd/ASCT or KCd12

Median follow-up from R1: 51 months

Standard risk

(N=153)
I_I_I_l—H_i_
L__\T&_

vs. KCd_ASCT: HR 0.44, p=0.04
VS. : HR 0.46, p=0.04
vs. KCd_ASCT : HR 0.96, p=0.9

Gay F, et al. J Clin Oncol. 2021;39(suppl 15):8002.
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vs. KCd_ASCT: HR 0.57, p=0.01
VS. : HR 0.6, p=0.04
vs. KCd_ASCT: HR 0.95, p=0.8

Progressio- free survival
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vs. KCd_ASCT: HR 0.49, p=0.03
vs. KR : HR 0.53, p=0.07
vs. KCd_ASCT: HR 0.91, p=0.75

(N=105)
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After R2: PES Benefit With KR Maimtenance

3-Year PFS benefit observed with KR vs R maintenance

Standard risk High risk Double hit
(N=120) (N=172) (N=105)
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KR vs. R: HR 0.4, p=0.05 KR vs. R: HR 0.6, p=0.04 KR vs. R: HR 0.53, p=0.1

Gay F, et al. J Clin Oncol. 2021;39(suppl 15):8002.
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GRIFFIN: Randomized Phase Il study

Phase II study of D-RVd vs RVd in transplant-eligible NDMM; 35 sites in the United States

Key eligibility
criteria

*Transplant-
eligible NDMM
*18 to 70 years
of age
*ECOG PS
score O to 2
*CrCl > 30
mL/min*

*Lenalidomide dose adjustments were made for patients with CrCl < 50 mL/min.

1:1 randomization

with enroliment between December 2016 and April 2018

Induction:
Cycles1to4

D-RVd
D: 16 mg/kg IV days 1, 8, 15
R: 25 mg PO days 1 to 14
V:1.3 mg/m2SCdays 1, 4, 8, 11
d: 20 mg PO days 1, 2, 8, 9, 15, 16

RVd
: 25 mg PO days 1 to 14
: 1.3 mg/m2SCdays 1, 4, 8, 11
:20mgPOdays 1, 2,8,9,15, 16

21-day cycles

- 2 > r YT w23 -

A

Consolidation:
Cycles 5 to 6%

D-RVd
D: 16 mg/kg IV day 1
R: 25 mg PO days 1to 14
V:1.3 mg/m?SCdays 1, 4,8, 11
d:20mgPOdays 1, 2,38,9, 15,16

Maintenance:
Cycles 7 to 328
D-R
D: 16 mg/kg IV day 1
Q4W or Q8WI
R: 10 mg PO days 1-21
cycles 7to 9;
15 mg PO days 1 to
21 cycles 10+

Rvd
R: 25 mg PO days 1 to 14
V:1.3mg/m?SCdays 1, 4, 8,11
d: 20mg PO days 1, 2, 8,9, 15, 16

21-day cycles

Stem cell mobilization with G-CSF = plerixafor*

Cyclophosphamide-

R
R: 10 mg PO days 1 to
21 cycles7to 9;
15 mg PO days 1 to
21 cycles 10+

28-day cycles

Endpoints and
statistical assumptions

Primary endpoint:
sCR rate (by end

of consolidation);
1-sided alpha of 0.1

80% power to detect
15% improvement
(50% vs 35%), N =200

Secondary endpoints:
Rates of MRD negativity
(NGS 10™), ORR, = VGPR, CR

based mobilization was permitted if unsuccessful. #Consolidation was initiated 60 to 100 days posttransplant. SPatients who

complete maintenance cycles 7 to 32 may continue single-agent lenalidomide thereafter. IProtocol amendment 2 allowed for the option to dose daratumumab Q4W, on the basis of pharmacokinetic results from study SMM2001

(NCT02316106).

CrCl, creatinine clearance; ECOG PS, Eastern Cooperative Oncology Group performance status; G-CSF, granulocyte colony-stimulating factor; 1V, intravenous; PO, orally; Q4W, every 4 weeks;
Q8W, every 8 weeks; VGPR, very good partial response.
Labauch JP, et al. Blood. 2021;138:79.

These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.




GRIFFIN: Responses Deepened Over Time

sCR, P=.0096°

>CR, P=.0013"
100
>CR: Sl 14 et
19% >CR: 13% 20%
80 27% i 32
SCR: igf/‘ 46 47
52% ° >CR: _
2 60 ’ 43 00 >CR:
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s S
B 40 ' 31
19 18
35
20 26 19
14 14
0 2 —1 —1 2 1 8 8 8 7 7
End of End of End of At After End of End of End of At After
induction® ASCT® consolidation® 1 year of 2 years of induction® ASCT® consolidation® 1 year of 2 years of
maintenance? maintenance? maintenanced maintenance¢

Rvd

BsCR MCR M VGPR MIPR SD/PD/NE M sCR CR VGPR PR SD/PD/NE

Response rates for sCR and > CR were greater for D-RVd vs RVd at alltime points, with the deepest responses
occurring after 2 years of maintenance therapy
PD, progressive disease; PR, partial response; SD, stable disease.

a. Data are shown for the response-evaluable population; b. Pvalues (2-sided) were calculated using the Cochran-Mantel-Haenszel chi-square test; c. Response rates are from the primary analysis cutoff

(median follow-up: 13.5 mo), and the response-evaluable population included 196 patients (D-RvVd, n = 99; Rvd, n = 97); d. Response rates for the maintenance phase have longer follow-up (median:

38.6 mo), and the response-evaluable population included 197 patients (D-RVd, n = 100; RvVd, n = 97). Percentages may not add up due to rounding.
Laubach JP, et al. Blood. 2021;138:79.

These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.



GRIFFIN: PFS 1n the ITT Population

= Median follow-up: , .
-year -year

38.6 months PFS rate PFS rate
100

1 1
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reached in either group & :

) o, 0] . |

= There is a positive 2 ; ;
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HR: 0.46 (95% CI: 0.21,1.01) ; ;

beyond 1 year of 0 | |
maintenance and 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

_ Months
suggests a benefit of  \o. a risk

RVA 103 93 77 72 69 67 6 60 58 52 50 45 34 19 9 2
prolonged DR therapy DRVA 104 97 93 89 8 88 8 8 8 8 79 67 50 29 11 2 0

ITT, intent-to-treat.
Laubach JP, et al. Blood. 2021;138:79.
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RVD: SWOG SO0777

Median Median
PFS, Mos OS, Mos
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80 80
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(%) 7]

L.
a 40 © 40

20 | HR: 0.71 (95% CI: 0.560, 0.906; 20 | HR: 0.709 (95% Cl: 0.524, 0.959;
P =.0018) P = .0250)

0 24 48 72 0 24 48 72

Mos Since Registration Mos Since Registration

Durie BGM, et al. Lancet. 2017;389:519; Durie BGM, et al. Blood Cancer J. 2020;10:53.
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MAIA Study Design

Phase 3 study of D-Rd vs Rd in transplant-ineligible NDMM (N = 737)
D-Rd (n = 368)

Key eligibility
criteria:

 Transplant-
ineligible NDMM

« ECOGOto 2

* Creatinine
clearance
> 30 mL/min

Stratification factors

« ISS (I vs II vs III)

» Region (NA vs other)

* Age (< 75vs 275
years)

Daratumumab (16 mg/kg IV)*
md Cycles 1 to 2: QW
Cycles 3 to 6: Q2W
Cycles 7+: Q4W until PD

R: 25 mg PO daily on days 1 to 21 until PD
d: 40 mgt PO or IV weekly until PD

1:1 Randomization

Rd (n = 369)

R: 25 mg PO daily on days 1 to 21 until PD
d: 40 mgt PO or IV weekly until PD

Primary endpoint:
« PFS

Key secondary
endpoints+:

> CR rate

> VGPR rate

» MRD-negative rate
(NGS; 10™)

 ORR

« 0OS

« Safety

Cycle: 28 days

*0On days when daratumumab was administered, dexamethasone was administered to patients in the D-Rd arm and served as the treatment dose

of steroid for that day, as well as the required pre-infusion medication.

"For patients older than 75 years of age or with BMI < 18.5, dexamethasone was administered at a dose of 20 mg weekly.

*Efficacy endpoints were sequentially tested in the order shown.

Facon T, et al. Lancet Oncol. 2021;22:1582-1596; Facon T, et al. HemaSphere. 2021;5(S2): Abstract LB1901.
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MAIA: Adding Daratumumab to Rd in Non-ASCT Candidates

Substantially Improved OS and PES

After ~ 5 years of follow-up, a significant and clinically meaningful OS improvement
was demonstrated with D-Rd vs Rd, representing a 32% reduction in the risk of
death

S
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©
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S e L
n Rd: median NR I:
s 40 + o 40 -
6 20 A o 20 A
HR = 0.68 (95% CI, 0.53, 0.86) 2 HR = 0.53 (95% CI, 0.43-0.66)
P=.0013 et P < .0001
0 e 0

0 3 6 9 1.2 1.5 1.8 2.1 2.4 2.7 3.0 3.3 3.6 3.9 4.2 4.5 4.8 5.1 5.4 5.7 6.0 6.3 6.6 6.9 7.2 0 3 6 é 1.2 1.5 1.8 2.1 2.4 2.7 3.0 3.3 3.6 3.9 4.2 4.5 4.8 5.1 5.4 5.7 6.0 6.3 6.6 6.9

Time, mo Time, mo

Facon T, et al. Lancet Oncol. 2021;22:1582-1596; Facon T, et al. HemaSphere. 2021;5(S2): Abstract LB1901.
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Emory Algorithm for Newly Diagnosed Patients

Transplant eligible NDMM?
Yes € > No
\ 2

Induction therapy

[ Standard risk } [ High risk }
[ KRd +I-(|1igh :iSk b } Standard risk
Salumuma RVd + daratumumab A 4 v
Rd+daratumumab
v RVd-lite+daratumumab RVD-lite+daratumumab
Early Early or delayed VMP+daratumumab
transplant transplant /\
All other high-risk T (4:14) : All other high-risk T (4:14)
[ Lenalidomide

{} {} maintenance {} {}

[ PlMi0 } [ ———— } Al other high-risk: del 17p, t (14;16), [ RVD-lite } L Bortezomib }
maintenance t (14,20) and plasma Ce” Ieukemla maintenance maintenance

VD: bortezomib/dexamethasone, Rd: lenalidomide/dexamethasone
RVD: bortezomib/lenalidomide/dexamethasone, RVD-lite: modified RVD
VMP: bortezomib/melphalan/prednisone

These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.




Relapsed patient

Daratumumab

exposed/naive :> DRd

Lenalidomide (not refractory)

exposed or naive
5 (not refractory)

Daratumumab

refractory i KRd (IxaRd or EloRd)

[ 1st relapse ]—

.

Daratumumab ; DKd/IsaKd/DPd/

exposed/naive
(not refractory) IsaPd/venbd /selDvd

Lenalidomide
; refractory

SN N

Kd, KPd, PVd, Svd

Dar':ftr‘;':tz':‘ab ﬁ Bela-Pd, SelKd, SelPd
y Bispecifics, CART

The data presented are provided for ease of viewing information from multiple trials. Direct comparison between trials is not intended and should not be inferred.

BelaPd, belantamab mafodotin + pomalidomide + dexamethasone; IsaPd, isatuximab + pomalidomide + dexamethasone; KPd, carfilzomib + pomalidomide + dexamethasone; SelDVd, selinexor + daratumumab + bortezomib , + dexamethasone; SelKd,
selinexor + carfilzomib + dexamethasone; SelPd, selinexor + pomalidomide + dexamethasone; VenDd, venetoclax + daratumumab + dexamethasone.
Cartoon representation courtesy of Rodriguez P.

Based on: Dimopoulos MA, et al. Ann Oncol. 2021;32:309-22. Kaufman J et al. Blood. 2019;134:abstract 1866. Avet-Loiseau H, et al. Blood Cancer J 2020;10:111. Siegel DS, et al. J Clin Oncol 2018;36:728-34.
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BCMA in Multiple Myeloma
CAR T-Cells Bispecific T-Cell Engagers
ﬁ#ﬁzr:;
.

B-cells committed to PC

differentiation and PCs
scFv

BCMA Bispecific Antibodies

* BCMA plays a role in |
survival of long-lived PCs

e y-secretase cleaves BCMA
from the cell surface, :‘

yielding soluble BCMA
Cytotoxic payload BCMA

released into cell

e Expressed on late memory
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]
s
~
£
(3]
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S
g
(@]
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Antibody-Drug
Conjugates

Cho. Front Immunol. 2018;10:1821.


http://www.clinicaloptions.com/

Patients (%)

Phase Il DREAMM-2: Response and DoR at 13 Mo of
Follow-up, Belantamab Mafodotin 2.5 mg/kg

ORR: % of Patients
(95% Cl)

¢ 1.0q — .
40 - = ] Median DoR (13 mo):
329 S 08— 11 mo (95% ClI: 4.2-NR)
(21.7-43.6) 3
30 n=2 [] scr ‘é" 0.6 i
" S e
-g 50% probabilit
& 0.4- (N Y y +——H I
20 - 2
< 0.2-
o
- o
10 8‘0_|||||||||||||||||
& O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
Duration of Response (Mo)
0 - Patients at Risk, n (number of events)
Belamaf 2.5 mg/kg 31 31 27 24 21 18 18 15 15 15 12 10 8 7 3 1 O
(N=97) (0) (0) (3) (5) (6) (9) (9) (11) (11) (11) (11) (12) (23) (14) (15) (15) (15)

Lonial. Cancer 2021;[Epub].
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Phase Il KarMMA: Idecabtagene Vicleucel (Ide-cel) in

Relapsed/Refractory MM

Lentiviral vector@

Tumor binding
domain

Signaling
domains

Idecabtagene CAR design

MH Anti-BCMA scFv . 4-1BB CD3 ¢

Promoter | | Linker |

Tumor- Lmdmg
domain

Signaling domalns

Anderson. ASCO 2021. Abstr 8016. Munshi. NEJM. 2021;384:705.

Patients with R/R MM and >3
prior regimens each with >2
consecutive cycles, prior
IMiD, PI, and anti-CD38 mAb,
and refractory to last therapy
by IMWG criteria
(N =158)

\
Leukapheresed
n =140
\

Idecabtagene vicleucel (n = 128)
150 x 10° CAR T-cells (n = 4)
300 x 10° CAR T-cells (n = 70)
450 x 10° CAR T-cells (n = 54)

Median Follow-Up, mo
150 x 10° CAR T-cells: 18.0
300 x 10° CAR T-cells: 15.8
450 x 10° CAR T-cells: 12.4

Total: 24.8

= Primary endpoint: ORR

= Secondary endpoints: CRR,
safety, DoR, PFS, OS, PK,
MRD, QolL, HEOR

= Exploratory endpoints:
immunogenicity, BCMA
expression/loss, cytokines, T-
cell immunophenotype, GEP
in BM

Baseline characteristics:

= High-risk cytogenetics: 35%

= Extramedullary disease: 39%

= Median no. of prior
therapies: 6 (range: 3-16)

= Triple refractory: 84%
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Phase Il KarMMa Update: Clinical Response of
Idecabtagene Vicleucel in R/R MM

100+ ,
I CR/sCR and MRD negative
Bl CR/sCR and MRD not evaluable ORR: 82
804 M vGPR
X M PR ORR: 69 28
3 60— CRR: CRR:
S ORR: 50 29 33
= 11
&-’ 40+ §5RR:
26
20~
25 26 17
0
CAR T-cells: 150 x 108 300 x 10°6 450 x 10° Ide-cel Treated
cetls: (n=4) (n = 70) (n = 54) (n = 128)

=  Median time to first response: 1.0 mo (range: 0.5-8.8); median time to CR: 2.8 mo (range: 1.0-11.8)
= Median follow-up of 13.3 mo across target dose levels
=  MRD-negative (<107) in all treated patients (n = 128) was 26% and 79% in evaluable patients with >CR (n = 42)

Anderson. ASCO 2021. Abstr 8016. Munshi. NEJM. 2021;384:705.
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CAR T Real World Experience

Baseline Characteristics T : T
Characteristics Differentiating Real-World
Characteristic SOC Ide-cel (N=196) KarMMa (N=128) :
Age, median (range) 64 (36,83) 61 (33,78) Patlents from KarM Ma
Male Sex, n (%) 113 (58) 76 (59) [ e
|Extramedullary disease, n (%) 92 (47) 50 (39) 1 77% (N=150) of patients would have been ineligible for :
ECOG PS, n (%) : participation in the KarMMa clinical trial ;
0-1 132 (80) 1259y | T TTTTTTTTTTTTTTTTTTTTT T T T T T T T T T T T
2-4 33 (20) 3(2)
R-ISS, n (%) KarMMa Exclusion Criteria
:I ?g gi; ;g 88 Organ dysfunction (renal, cardiac, hepatic) 60 (31)
1 38 (28) 21 (16) Prior anti-BCMA therapy 43 (22)
High-risk cytogenetics, n (%) Platelets < 50,000/uL 42 (21)
2”?’(*1“79“)'”3“ cytogenetics S,g 82; gg E?g; Hemoglobin < 8 g/dL 33 (17)
€ p
t(4:14) 25 (15) 23 (18) ECOG Performance status 2 2 33 (17)
t(14;16) 9 (5) 6 (5) ANC < 1000/puL 29 (15)
Bridging therapy, n (%) 150 (77) 112 (88) PCL, POEMS, amyloidosis, non-secretory 26 (13)
Pr!or BCMA therapy, n (%) _ 43 (22) 0 CNS pathology 17 (9)
Prior lines of therapy, median (range) 7(4,19) 6 (3,16) . .
Autologous HCT, n (%) 164 (84) 120 (94) Frior allogeneic SGT 12 (6)
Refractory status, n (%) Other malignancies 12 (6)
Double-refractory 171 (87) 114 (89) Chronic immunosuppression 3(2)
Triple-refractory 163 (83) 108 (84)
_ Penta-refractory 86 (44) 33 (26)

Hansen, DK. Presented at: 19th International Myeloma Society Annual Meeting; August 25-27, 2022, 2022; Los Angeles, CA. Abstract OAB-004.



RWE Safety

Safety of Ide-Cel in the Real World

Characteristic SOC Ide-cel (N=159) KarMMa' (N=128)
Any CRS*, n (%) 131 (82) 107 (84)
Grade 2 3 5(3) 7 (5)
Any neurotoxicity (NT)*, n (%) 29 (18) 23 (18)
Grade 2 3 9 (6) 4 (3)
Tocilizumab use, n (%) 113 (71) 67 (52)
Steroid use, n (%) 42 (26) 19 (15)
B o oy e e |
1 Total of 21 (13%) deaths in SOC population:
: = N=13 due to myeloma progression :
1= N=8 due to NRM after SOC ide-cel I
] = Toxicity (N=3) :
: = Infection (N=3; COVID-19) I
i = HLH (N=2) L
i = Cardiomyopathy (N=1) :
I * Concomitant grade 5 CRS/HLH (N=1) 1

Univariate Analysis by CRS Grade = 3
Selected Characteristics Associated with CRS Grade = 3

CRS Grade < 3, N=154 CRS Grade 2 3, N=5

Characteristic P

(97%) (3%)

ECOG PS 22, n (%) 25 (17) 4 (80) 0.004
R-ISS lll, n (%) 32 (26) 3 (100) 0.024
High marrow burden, n (%) 33 (23) 3 (75) 0.046

*Patients who did not meet above characteristic criteria or had unknown values for listed variables are not included in table.
**Marrow burden was measured within 30 days of CAR T-cell infusion.

Univariate Analysis by Neurotoxicity Grade = 2

Selected Characteristics Associated with NT Grade = 2

NT Grade < 2, N=142 NT Grade 2 2, N=17

Characteristic P

(89%) (11%)

ECOG PS 22, n (%) 21 (15) 8 (47) 0.004
Baseline ferritin 2 ULN, n (%) 54 (38) 12 (71) 0.010
B2 microglobulin 2 5.5 mg/L , n (%) 10 (12) 6 (60) 0.001
Bridging chemotherapy, n (%) 106 (75) 17 (100) 0.014
Cell dose 2400 x 106 CAR T cells 77 (56) 14 (82) 0.036

HLH, hemophagocytic lymphohistiocytosis; NRM, non-relapse mortality; RWE, real-world evidence; SOC, standard of care.

Hansen, DK. Presented at: 19th International Myeloma Society Annual Meeting; August 25-27, 2022, 2022; Los Angeles, CA. Abstract OAB-004.




RWE Efficacy

Day 30, Day 90, and Best Overall
Tumor Responses for SOC Ide-Cel

Overall
o Overall Response:
Response: Overall 8p2°/ :
77% Response: o
73%
) -
-
c
[
© 504
[
o

20%
20%
25- -
0 1 -
Day 30 Day 90 Best ORR

B crorscr vePr [ PR

18%

Multivariable Analysis for Efficacy

Characteristic Best Response 2 CR Best ORR

OR 95% Cl P OR 95% CI P HR  95% CI P
Prior anti-BCMA 028 0.09,0.84 0.03 | 036 0.08,163 0.2 3.20 1.35,7.61 0.008

High-risk

cytogenetics 079 035175 06 0.74 0.19,3.07 0.7 250 1.22,5.13 0.012

Model also included extramedullary disease, ECOG PS 2 2, penta-refractory status, cell dose > 400 x108 CAR T cells,
number of prior lines of therapy, and patient age.

Progression-Free Survival in KarMMa vs the Real World

Real World PFS

Probability of Progression-free Survival

Probability of Survival

No.of  Median
CAR+ TCells Events  (95% Cl) 1.00
mo

150x106 3 2.
=== 300x10% 58 5.
—— 450x10° 31 12
—— Total 92 3.

8 (1.0-NE)
(4.2-8.9)

=
9
a

8
1(88-12.3)
8 (5.6-11.6)

PFS probability

o
N
a

o
°
o

1.0
0.9
0.8
0.74
0.6
0.5+
0.4+
0.34
0.2
0.14

1

1

| Median PFS: 8.8 months

: 95% CIl in months: 5.6 — 11.6

0.0

4 & 8 10 12 14 1 18 20 2 0 3 .6
Months Time (in months)

Median F/U 13.3 months !
: Median PFS: 8.9 months H
:95% Cl: 8.5 — Not reached l

Overall Survival in KarMMa vs the Real World

b \

OS probability
o °
14 ~
o ]

o
N
a

0.00

12

Real World OS

2 4 6 & 10 12 14 16 18 20 2 0 3 6 9
Months Time (in months)
______________________________________________

H Median F/U 13.3 months ! | Median F/U 5.3 months
: Median OS: 19.4 months : : 6-month OS estimate: 84%
1 95% Clin months: 18.2 - NE 1 1 95% CI: 77-91%

Hansen, DK. Presented at: 19th International Myeloma Society Annual Meeting; August 25-27, 2022, 2022; Los Angeles, CA. Abstract OAB-004.




CARTITUDE-1: Ciltacabtagene Autoleucel for R/R MM

Binding Domains = Single-arm, open-label phase Ib/Il trial

/\. Patients with R/R MM per IMWG and 23 prior regimens
or double refractory to IMiD and Pl and had received
IMID, PI, and anti-CD38 mAb
(N =113)
\/
Lymphodepletion
n=101
\/
Ciltacabtagene autoleucel (n = 97)

4-1BB

Target 0.75 x 10° CAR T-cells (range 0.5-1 x 10°)

Median administered dose:
0.71 x 10° (0.51 — 0.95 x 10°) CAR+ viable T cells/kg

= Primary endpoints: Phase Ib: AEs; phase Il: ORR

CD3z

= Contains 2 BCMA-targeting single-chain
antibody designed to confer avidity Baseline characteristics:
= High-risk cytogenetics: 23.7%
Extramedullary disease: 13.4%
Median no. of prior therapies: 6 (ran,
Triple refractory: 87.6%

= |dentical to the CAR construct used in
the LEGEND-2 study

Berdeja. Lancet. 2021;398:314. Martin. JCO. 2022;[EPub]
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Landmark 2 Years Post-Last Patient-in Results of the CARTITUDE-1 Phase 1/2
Study of Cilta-Cel in Patients With RRMM: Efficacy-2

ORR BY IRC PFS BY MRD AND RESPONSE STATUS OS BY MRD STATUS

1.0
ORR2: 97.9% (95/97 ‘
100% - y B5197) "H 10 Loy
0.8+ le—onoss0———a :
L dictircos—————4, ‘? 08
80% - z 2
= a
2 0.64 ©
2 : . s}
o © =
- 5 o S 2 pemseessassEmssetaTe=nsss
ﬂ 60% - sCR: E . =
o . 2 0.44 S 044
5 82.5% | 2VGPR: g PFS rate?; 78.8% (95% Cl, 51.5-91.8) = 0S rate® 70.4% (95% Cl, 60.1-78.6)
= 94 80/0 \n © Median OS not reached (95% CI, NE-NE)
. PFS rate: 73.0% (95% Cl, 52.1-85.9) g
2 40% ~ 029 brs rates: 64.2% (95% CI. 51.9-74.1) O 024 Os ratex93.5% (95% Cl: 76.1-98.3)
PFS rates: 54.9% (95% Cl, 44.0-64.6) " e = =
Median PFS not reached (95% Cl, 24.5-NE) | OS rate* 90.8% (95% Cl: 67.7-97.6)
o 0 — 7T T 0 —rr—rr—r— T
20% + 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
i Progression-free survival (months) Overall survival (months)
Patients at risk Patients at risk
0% 3.1% _ MRD negative 212months 24 24 24 24 24 24 24 24 24 11 8 2 1 1 0 Allpatients 97 96 91 88 85 81 79 77 71 42 22 6 2 1 0
0 A MRD negative 26 months 34 34 34 34 34 33 32 32 31 13 10 3 1 1 0 Sustained (:6 mos) MRDneg 34 34 34 34 34 34 34 34 34 18 11 3 1 1 0
sCRpatients 80 80 78 73 71 64 62 61 55 27 17 3 1 1 0 Sustained (212mos)MRDneg 24 24 24 24 24 24 24 24 24 13 9 2 1 1 0
Best response . sCR . VGPR . PR Allpatients 97 95 85 77 74 67 64 63 57 27 17 3 1 1 0 S
—e&— MRD negative 212 months —a&— MRD negative 26 months —&— Sustained (26 mos) MRD neg patients
—#— sCR patients —+— All patients —&— Sustained (212 mos) MRD neg patients

= Median DOR: NE (95% ClI, 23.3 months-NE)
= Of 61 patients evaluable, 91.8% were MRD neg (107°)

= DOR, PFS, and/or OS were shorter in subgroups with high-risk cytogenetics, ISS stage Ill, and high tumor burden, as well as presence of plasmacytomas
Data cutoff: January 11, 2022. Median follow-up: 27.7 months.

a27-month PFS and OS rates.
1. Usmani SZ, et al. ASCO 2022. Abstract 8028. 2. Lin Y, et al. EHA 2022. Abstract P961.




Phase | Trial of PHE885 in R/R MM:
Fully Human BCMA CAR T-Cell Therapy

= PHE885: anti-BCMA CAR T-cells manufactured ex vivo with culture time of approximately 24 hr; time to manufacture
final product is <2 days, relying entirely on in vivo expansion after CAR T-cell infusion

= Phase | study in heavily pretreated patients with R/R MM

Tumor Response by Dose Cellular Kinetics of PHE885 by Flow Cytometry Manufacturing Process Preserves
—a— 2.5 x 106 cells (n = 4) T-Cell Stemness
PR [ VGPR M sCR —o— 5 x 106 cells (n = 4) cD4
ORR:100 ORR: 100 14 x10%cells (n=1) il iy
100 = ORR: 93 88-
- - 70: \
g 325"
9 60- e
8 40- i 307 @
k4 ]
20+ T 20+
0_
25x106 5x105 14.3 x10° All Patients : T 5 3
(n=4) (n=10) (n=1) (n =15) Time (Mo) ® Naive CCR7+CD45RO-CD95~ @ CM CCR7+CD450R0
ime (Mo aive CCR7+ “CD35- e * *
Treatment Group ® Ty CCR7+CD45RO-CDY5+ Tesr CCR7-CD45RO-
* Following PHE885 treatment, there is a shift toward naive/T..,, phenotype ® EM CCR7-CD45RO+

»  Shift to Tee/T,aive POPUlation observed in CD4+ and CD8+ T-cells in patients with 2 VGPR but not wi

Sperling. ASH 2021. Abstr 3864.
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Fully Human BCMA CAR T-Cells Combined With y Secretase
Inhibitor to Increase BCMA Expression in R/R MM

y Secretase Cleaves BCMA From Plasma Cells

G &

V' 4 \ GSI

! ey

Myeloma/Plasma Cell Myeloma/Plasma Cell

| N “
AT

b o<

BCMA Soluble CAR BCMA Soluble v CAR

BCMA ¥ BCMA

Secretase Secretase

Pont. Blood. 2019;134:1585. Cowan. ASH 2021. Abstr 551.

Study Design

1. Apharesis/ 3. Lymphodepletion 4. CAR T-Cell Infusion

CAR T-Cell
Production e JSMD194 25 mg 3x/wk
5.GSl for3 wk
2. GSI Doses )
6. Blood and BM Sample Collection
Pretreatment 7 14 28 60 90 180 365
Samples

Lymphodepletion:
Cyclophosphamide 300 mg/m? x 3 days
Fludarabine 25 mg/m? x 3 days
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GPRC5D-Targeted CAR T-Cell

Therapy MCARH109 in R/R MM

= MCARH109: human-derived scFv targeting GPRC.D with
4-1BB costimulatory domain and lentiviral vector for
transduction; production starts with 1:1 ratio of CD4+
and CD8+ cells

= QOpen-label, 3 + 3 dose-escalation phase | study enrolling
adults with R/R MM after >3 lines of tx including PI, IMiD,
and CD38 Ab

= 16 evaluable patients

Postinfusion
Assessments*

: (25-450 x 10° CAR T-cells)
Screening,
MCARH109*
Manufacturing

>
*Serum and urine

MM markers and
bone marrow biopsy
at predetermined
time points.

Standard Lymphodepletion
FLU 30 mg/m?2 + CY 300 mg/m?
for 3 days

Dose escalation cohorts: 25 x 106 = 50 x 10® = 150 x 10% - 450 x 10° CAR+ T-cells

Mailankody. ASH 2021. Abstr 827.

25x10° 50 x106¢6 150 x 450 x 10°
Response, CAR+ CAR+ 10° CAR+ CAR+
n (%) T-Cells T-Cells T-Cells T-Cells

(n=3) (n=3) (n=5) (n=5)
> PR 1(33) 3 (100) 2 (40) 5 (100) 11 (69)
> VGPR 1(33) 2 (67) 0 4 (80) 7 (44)
>CR 0 1(33) 0 3 (60) 4 (25)
BM MRD
T 2 (67) 2 (67) 2 (40) 2 (50) 8 (50)

Prior BCMA-Targeted Prior CAR T-Cell Tx

Response, n (%) Tx _
(n = 10) (n=8)

> PR 8 (80) 6 (75)

>CR 3(30) 3 (38)

BM MRD

negativity’ > (50) gL

"MRD assessment by flow cytometry, sensitivity: 1 in 10°.
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Bispecific T Cell Engagers

Anti-CD3 antibody Anti-BCMA antibody

Bispecific antibody

T-cell activation  Redirected lysis

BCMA

Cytotoxic granule

\ AN

Y/ /4 ——

4 - |

cD3 s | \‘

Cytolytic synapse

Baeuerle PA, et al. Cancer Res. 2009;69:4941-4944,




Teclistamab:

A Novel BCMA x CD3 T-Cell Redirecting Bispecific Antibody

* Despite newly approved therapies for patients with triple-class L o |

. . . 1’2 r
exposed RRMM, unmet medicalneed remains high

* Teclistamab is an off-the-shelf fully humanized IgG4 BCMA x CD3 2+ Yost
bispecific antibody based on a validated platform e

* Teclistamab redirects CD3+ T cells to mediate T-cell activation and
subsequent lysis of BCMA-expressing myeloma cells?+#

* The multicohort, phase 1/2 MajesTEC-1 study is investigating the Gpaldauelss
safety and efficacy of teclistamab in patients with RRMM who P IR;“”“,.;,],JM’*“ el

previously received >3 lines of therapy?

— Initial results demonstrated that weekly teclistamab 1.5 mg/kg? was
well tolerated with a high response rate

* Here we present updated results from the all-treated patient
population® with longer follow-up



MajesTEC-1: Study Design

First-in-human, phase 1/2, open-label, multicohort, multicenter, dose-escalation study evaluating
teclistamab in patients with RRMM who previously received >3 lines of therapy (triple-class exposed)

SCREENING TREATMENT POST-TREATMENT

Cohort A (triple-class exposed) Week 1 Follow-up

oy Oy G gge:;;l-lugf/)kc;())ses of teclistamab SC (0.06 and

Documented, measurable RRMM 2 ycars after last

3 PL includsi 0PI IV, and patient enrolled
= , Including prior PI, IMiD, an
anti-CD38 Cycles >1

* Weekly teclistamab SC1.5 mg/kg?

* Continue until progressive disease

No prior BCMA-targeted therapy

Primary endpoint: ORR
Key secondary endpoints: DOR, >VGPR, >CR, sCR, TTR, MRD status, PFS, OS, safety, PK, immunogenicity, PROs



MajesTEC-1: Treatment Disposition and Exposure

All Treated?
N=165

Phase 2 Cohort A
n=125

Discontinued, n=72
Progressive disease, n=43
Death,n=15
Physician decision, n=7
Patient withdrawal, n=4
Adverse event, n=2

Discontinued, n=23
Progressive disease, n=18
Physician decision, n=4
Patient withdrawal, n=1

Other, n=1

Ongoing,n=17 Ongoing,n=53

Median follow-up, months (range) 14.1 (0.267-24.4)
Median treatment duration, months (range) 8.5(0.2-24.4)

Median relative dose intensity®, % 93.7



MajesTEC-1:

Patient Demographics and Baseline Characteristics

Age (years), median (range) 64.0 (33-84) Baseline renal function, n (%)

Age >75 years, n (%) 24 (14.5) <60 mL/min/1.73m? 44 (26.7)
Male, n (%) 96 (582) >60 mL/min/1.73m? 121 (733)
Race, n (%) Time since diagnosis (years), median (range) 6.0 (0.8-22.7)

White 134 (81.2) Prior lines of therapy, median (range) 5.0 (2-14)

_ _ >4 prior lines, n (%) 122 (73.9)

Black/African American 21 (12.7)

Autologous transplantation, n (%) 135 (81.8)

Other? 10 (6.1) . '

Allogeneic transplantation, n (%) 8 (4.8)
Bone marrow plasma cells >60%?®, n (%) 18 (11.3)
Exposure status, n (%)
(¢ 0
Extramedullary plasmacytomas >1¢, n (%) 28 (17.0) Triple-class® 165 (100)
High-risk cytogeneticsd, n (%) 38 (25.7) Pemin-hmy cripeseds 116 (70.3)
ISS stage®, n (%) Refractory status, n (%)
I 85 (52.5) Triple-classf 128 (77.6)
I 57 (35.2) Penta-drug® 50 (30.3)

20 (12.3) To last line of therapy 148 (89.7)



MajesTEC-1: Overall Response to Teclistamab

Patients (%)

80

70

60

50

40

30

20

10

ORR?

B PR B VGPR MCR EsCR

63.0% (104/165)

>CR: |
39.4%

58.8%

. >VGPR:

All Treated

ORR 0f 63.0% (95% CI: 55.2-70.4) represents a substantial
benefit for patients with triple-class exposed disease

* Median time to response (n=104)
— First response: 1.2 months (range: 0.2-5.5)
— Best response: 3.8 months (range: 1.1-16.8)

* MRD negativity rate at 10-°
—26.7% in the all-treated (N=165) patient population
= 81.5% of MRD-evaluable patients (44 of 54) were MRD negative
— Almost half (46.2%) of patients with >CR were MRD negative



MajesTEC-1: Durability of Response
* Responses were durable and deepened

over time

At data cutoff, 67 of 104 responders

(64.4%) maintained their responses

o

= Response: ] scR [lcr [JvePr PR PO
e End of treatment status: ‘ Discontinued % Death

=x - =P Maintaining response X End of study

- and on treatment
> * *‘F
>
——— -_—
3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Months

26




Progression-Free Survival

With a median follow-up of 14.1 months, median PFS

PFS was 11.3 months (95% CI: 8.8-17.1)

100

80

* Median OS was 18.3 months (95% CI: 15.1-NE) and
Overall median PFS was not yet mature, with data from 97 patients
11.3 months (95% CI: 8.8-17.1) (58.8%) censored

60

40

Patients (%)

20

0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
. . Months

Patients at risk

165 110 98 81 59 22 10 2 0 0



MajesTEC-1: Duration of Response

Overallmedian DORof18.4 months (95% CI: 14.9-NE),

DOR
100 and was not yet mature with data from 71 patients
CRor better median DOR 0
not reached (95% CL: 16.2-NE) (68.3%) censored
807
12-month event-free rate:
s | - Overall: 68.5% (95% CI: 57.7-77.1)
<
° e R . g . 0 0 . B
- Overall median DOR Patients with CR or better: 80.1% (95% CI: 67.6-88.2)
& 18.4 months (95% CIL 14.9-NE)
207
0

T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
Months
Patients at risk

Overall 104 101 89 74 35 17 7 2 0
CRor better 65 65 60 55 28 16 6



MajesTEC-1: Overall Safety Profile

AEs >20%, n (%)

Grade 3/4

Hematologic

Neutropenia 117 (70.9) 106 (64.2)
Anemia 86 (52.1) 61 (37.0)
Thrombocytopenia 66 (40.0) 35(21.2)
Lymphopenia 57 (34.5) 54 (32.7)
CRS 119 (72.1) 1(0.6)
Diarrhea 47 (28.5) 6 (3.6)
Fatigue 46 (27.9) 4(2.4)
Nausea 45 (27.3) 1(0.6)
Pyrexia 45 (27.3) 1(0.6)
Injection site erythema 43 (26.1) 0 (0)
Headache 39 (23.6) 1(0.6)
Arthralgia 36 (21.8) 1(0.6)
Constipation 34 (20.6) 0 (0)
Cough 33 (20.0) 0 (0)

Teclistamab was well tolerated; discontinuations and
dose reductions were infrequent

* 2 patients (1.2%) discontinued due to AEs (grade 3 adenoviral
pneumonia; grade 4 PML)

1 patient had dose reduction at cycle 21

The most common AEs were CRS and cytopenias
Infections occurred in 126 (76.4%) patients (grade 3/4:44.8%)
123 patients (74.5%) had evidence of hypogammaglobulinemia?
* There were 19 deaths due to AEs, including 12 COVID-19 deaths
— 5 deaths due to teclistamab-related AEs:

= COVID-19 (n=2)

= Pneumonia (n=1)

= Hepatic failure (n=1)
= PML (n=1)



MajesTEC-1: Cytokine Release Syndrome

Patients with CRS, n (%) 119 (72.1) 100 1 All Grade: 119
Patients with >2 CRS events 55 (33.3) (72.1%)
— 80 - Grade 3:
Time to onset? (days), median (range) 2 (1-6) X " 1(0.6%)
aac 2Z:
Duration (days), median (range) 2(19) «E 60 1 35 (21.2%)
Received supportive measures?® for CRS,n (%) 110 (66.7) - 40 4
3]
Tocilizumab® 60 (36.4) A Gra8d3e 1:
Low-flow oxygen by nasalcannula® 21 (12.7) 201 (50.3%)
Corticosteroids 14 (8.5) 0 4
Single vasopressor 1(0.6) All Treated (N=165)

* Most CRS events were confined to step-up and first full treatment doses

* All CRS events were grade 1/2, except for 1 transient-grade 3 CRS event that occurred in the
context of concurrent pneumonia (resolved in 2 days)

* All CRS events fully resolved without treatment discontinuation or dose reduction



MajesTEC-1: Neurotoxic Events

N=165 * The overall incidence of neurotoxic events was low

Neurotoxic event?, n (%) 24 (14.5)

Headache 14 (8.5) * Allneurotoxic events were grade 1/2, except for

ICANSP 5(3.0) 1 gr-ade 4 seizure (in the context of bacterial meningitis

Dysgeusia 2(1.2) during cycle 7)

Lethargy 2(1.2) * 5 patients (3.0%) had a total of 9 ICANS events

Tremor 2(1.2) .

— 7 events were concurrent with CRS

Grade >3 events, n (%) 1(0.6)
Time to onset, median (range)days 3.0 (1-13) — Al ICANS events were grade 1/2 and fully resolved
Duration, median (range)days FOER « There were no treatment discontinuations or dose
Received supportive measures for reductions due to neurotoxic events, including ICANS
neurotoxic events®, n (%) 14 (8.5)

Tocilizumab 3(1.8)

Dexamethasone 3(1.8)

Levetiracetam 2(1.2)

Gabapentin 1(0.6)



MajesTEC-1: Conclusions

After a median follow-up of 14 months, teclistamab yields deep and durable responses in patients
with highly refractory MM

 Response rate remained high (63.0%) with CR or better achieved in 39.4% of patients

* Median DORof 18.4 months and in those achieving a CRor better event-free rate was 80.1% at 12 months
* Median PFSof 11.3 months

Teclistamab toxicities were manageable

* CRS was predominantly grade 1/2 and incidence of neurotoxic events was low

* Cytopenias and infections were common but consistent with heavily pretreated RRMM

These data support teclistamab as a promisingnew, off-the-shelf, T-cellredirecting therapy
targeting BCMA for patients with RRMM

 Phase 3 studies are ongoing and early access programs are underway

* Data in patients with prior BCMA exposure was presented by Dr. Touzeau (presentation #8013)



BCMA Bispecific T-Cell Antibodies

ORR at RP2D or Higher
Route/Schedule Doses Tested to-Date

AMG 420!2] Grade 3 peripheral
(no longer in ) . 70% All grade (38%), neuropathy (2); 1 death
clinical L AP EEL e L A 1Y (400 ug/day, N = 10) grade 3/4 (2%) due to hepatic failure
development) (adenovirus)

All grade (77%), grade

89% 3/4 (0%), grade 5 - )
- [b]
CC-93269 30 IV q week (10 mg, N = 9) (3%, 1 patient at 10 2 BCMA binding domains
mg dose)
] 15 65%, 58% = VGPR All grade (70%), 9-month PFS 58.5%
[c] /
dedlEmielh 7 S (1.5 mg/kg, N = 150) grade 3/4 (1%) Median DOR not reached
TNB-383B 10 IV a3 weeks 60%, 40% = VGPR All grade (69%), No step-up dosing; 2 BCMA
(ABBV-383)l] 3 q (= 40 mg, N = 60) grade 3/4 (4%) binding domains
All grade (38%), grade
IV q week, then g2 75%, 58% = VGPR
[e] '4 4 0,
HEsh gt Ve weeks starting week 16 (200 mg to 800 mg, N = 24) Bl /°%’og°/';a)de el
83%, 50% = VGPR All grade (65%), grade
[f] ’
SarJe 2 L e el (18 mg, N = 6) 3 (9%), grade 4 (0%)
o - .
Elranatamabls]l 55 SC q week 70% (= 215 ug/kg, N = 20) AL e L), Y R e 1 210

grade 3/4 (0%) BCMA-exposed



Updated Results From the MonumenTAL-1 Phase 1
Study of Talquetamab in Patients With RRMM: Study

Design and Patients!-2

Key Eligibility Criteria
= RR or intolerant to established MM therapies
= Prior BCMA-targeted therapy was permitted

Dosing Schedule at RP2D
= Required premedications® were limited to step-up doses and

1st full dose
= MTD was not reached
= Collective data supported 2 RP2Ds for talquetamab

SUBQ Talquetamab (n=30)
405 pg/kg SUBQ QWP for
>2-3 step-up doses given prior to
1st full dose (21-day cycles)

PHASE 1
(N=130)

SUBQ Talguetamab (n=44
800 ug/kg SUBQ Q2WP for

>2-3 step-up doses given prior to
1st full dose (28-day cycles)

Key Objectives: RP2D (Part 1), RP2D safety/tolerability
(Part 2), antitumor activity, PK, PD

Patient Characteristics 405(::%%; QW S anizi)sz
Median age, years (range) 61.5 (46-80) 64.0 (47-84)
BM plasma cells >60%, n (%) 6 (20.7) 5(12.2)
Extramedullary plasmacytomas =1, n (%) 11 (36.7) 15 (34.1)
High-risk cytogenetics,® n (%) 3(11.1) 9 (22.5)
I 12 (41.4) 16 (37.2)
ISS stage, n (%) I 13 (44.8) 18 (41.9)
1 4 (13.8) 9 (20.9)
Median years since diagnosis (range) 5.6 (1.7-19.6) 6.4 (0.8-21.3)
Median prior lines of therapy (range) 6 (2-14) 5 (2-17)
Prior SCT, n (%) 27 (90.0) 33 (75.0)
Triple-class 30 (100) 43 (97.7)
EX(E’/OO)S”re Status, [ penta-drug 24 (80.0) 30 (68.2)
BCMA 9 (30.0) 12 (27.3)
Refractory status, | Triple-class 23 (76.7) 34 (77.3)
n (%) Penta-drug 6 (20.0) 12 (27.3)

Data cutoff: April 6, 2022.

aGlucocorticoid, antihistamine, antipyretic, and steroids. ?del(17p), t(4;14), and/or t(14;16);
calculated from n=27 for 405 pg/kg SUBQ QW and n=40 for 800 pg/kg SUBQ Q2W.

1. Minnema MC, et al. ASCO 2022. Abstract 8015. 2. Minnema MC, et al. EHA 2022. Abstract 5S182.




Updated Results From the MonumenTAL-1 Phase 1
Study of Talquetamab in Patients With RRMM: Efficacy

and Summary?!-?
ORR? Response 405 pg/kg QW (n=30) 800 ug/kg Q2W (n=44)

100 - m PR B VGPR m CR B sCR Median follow-up, months (range) 13.2 (1.1-24.0) 7.7 (0.7-16.0)
70.0% b )
80 - (21/30) 63.6% ORR, n (%) 21 (70.0) 28 (63.6)
9 : (28/44)
E 60 - Triple-class refractory, n/N (%) 15/23 (65.2) 23/34 (67.6)
c
a 2VGPR: 2VGPR:
‘E‘ 40 - ™ 56.7% | 56.8% Penta-drug refractory, n/N (%) 5/6 (83.3) 9/12 (75.0)
20 - ! Median time to first confirmed 0.9 (0.2-3.8) 1.2 (0.3-6.8)
s response, months, (range)
) 405 pg/k ' 800 pgrk .
Sar e Median DOR, months (95% Cl) 10.2 (3.0-NE) 13.0 (5.3-NE)
PK and PD Summary Authors’ Conclusions
= For both regimens, PK and PD profiles = Both doses of talquetamab had comparable safety, efficacy, and PK/PD profiles
were comparable in patients with RRMM

= 17.6% of patients (13/74) had low titer antidrug Ab,

which did not impact safety, efficacy, or PK » Longer follow-up ORR results (64% to 70%) across triple-class— and

_ _ _ _ penta-drug—refractory patients confirm the efficacy of QW or Q2W schedules
= Both regimens were associated with peripheral

induction of PD-1+ T cells and consistent = A phase 2 expansion study of both RP2Ds and phase 1 studies evaluating
induction of cytokines talquetamab combination therapy are ongoing

Data cutoff: April 6, 2022.

aInvestigator assessment of evaluable patients per 2011 IMWG response criteria; includes unconfirmed responses.
bDue to rounding, individual response rates do not sum to the ORR.

1. Minnema MC, et al. ASCO 2022. Abstract 8015. 2. Minnema MC, et al. EHA 2022. Abstract 5S182.




Phase 1 Study of Cevostamab in Patients With RRMM:
Study Design and Patient Characteristics

Cevostamab is a FcRH5/CD3 bispecific T-cell engager

—— — Median age (range), y 64 (33-82)
Key eligibility criteria Extramedullary disease at screening, n (%) 34 (21)
« ECOG PS0-1 — : -
*  Prior CARTs, bispecific antibodies, and ADCs allowed High-risk cytogenetics, n/N (%) 67/95 (71)
1921 50/90 (56)
Cevostamab administration t(4;14) 13/96 (14)
= Q3W IV infusions for 17 cycles t(14;16) 2/90 (2)
= CRS/infusion-related reaction mitigation del(17p) 27/112 (24)
» C1 single step-up dosing* Time since first MM therapy, median (range), y 6.1 (0.3-22.8)
= C1-2 corticosteroid premedication; C1-17 acetaminophen, No. of prior lines of therapy, median (range) 6 (2-18)
o d:Phe_”thfram'”e — o Anti-CD38 Ab 142 (88)
[ >
ospitalization after eac infusions (= ours) Ant-BCMA 54 (36)
CAR T-cell therapy 28 (17)
Dose Escalation Prior therapy, n (%)  |ADC 27 (17)
SS cohorts: step dose (0.05-3.6 mg) on c1d1 and the target dose Bispecific antibody 13 (8)
(0.15-198 mg) on c1d8 IV q3.vv 17 cycles Triple-class refractory 136 (85)
DS cohorts: step doses are given on c1d1 (0.3-1.2 mg) and c1d8 Pentad fract 110 (68)
(3.6 mg), and the target dose (60-160 mg) on c1d15 IV q3w 17 cycles enta-crug refractory
Refractory to last prior therapy, n (%) 143 (89)

Trudel S, et al. ASH 2021. Abstract 157.




Phase 1 Study of Cevostamab

Commoaon (=15%) hematologic and non-hematologic AEs in all patients by Grade+

Neutropenia
Anemia
Thrombocytopenia
Lymphopenia

CRS

Infection

Diarrhea

Cough

Mauszea

Fatigue

Pyrexia
Infusion-related reaction
Hypokalemia
Hypophosphatemia
Hypomagnesemia
AST increased

=1

20

40 60 a0
Patients (%)

- Hematologic

Grade 1
m Grade 2
u Grade 3
m Grade 4

r Mon-hematologic

100

Efficacy

ORR, %
sCR
CR
VGPR
PR

Median follow-up, mo (range)
mDOR, mo

20-90 mg (n=83)
36.1
8.4
1.2
10.8
15.7

14.3 (2.7-31.8)
11.5

132-198 mg (n=60)

56.7
6.7
1.7
25

233

C1 single step-up C1 double step-up

6.5 (4.8-21.4)
Not reported

Trudel S, et al. ASH 2021. Abstract 157.



http://www.clinicaloptions.com/

Targeting BCL2 Is Effective in Patients With t(11;14) MM

ORR by t(11;14) Status
71 = scR =W CR =m VGPR PR .

60 ORR 60.0% (I CR BMVGPR B PR
T o 401
o 30- =
@ QD 30
A ORR 21% T
..E 20+ 3% o 20
3 :
= 10
o 10-
Phase 1 VenDex Phase 2 VenDex
0 Number of prior lines of
All Patients t(11;14)  Non-t(11;14) or therapy, median (range) 3 (1-8) ' 5(2-12)

(n=66) (n=30)  undetermined

| (n=36)

a. KumarsS, et al. Blood. 2017;130:2401-2409; b. Kaufman JL, et al. Am J Hematol. 2021;96:418-427.




BELLINI: Venetoclax, Bortezomib, and Dexamethasone
vs Vd in RRMM

" Double-blind, randomized 2:1, placebo-controlled phase Il trial

Stratification by bortezomib sensitive vs naive
and prior lines of therapy (1 vs 2-3)

E Venetoclax 800 mg QD +
Patients with R/R MM after '/v Bortezomib 1.3 mg/m? + Dexamethasone 20 mg

1-3 prior lines of therapy; (n=194)
not refractory to Pl therapy Placebo +

(N =291)

Bortezomib 1.3 mg/m? + Dexamethasone 20 mg
(n=97)
Cycles 1-8: 21-day cycles with bortezomib on Days 1, 4, 8, 11 and dexamethasone on
Days1,2,4,5,8,9, 11, 12; cycles 9+: 35-day cycles, bortezomib on Days 1, 8, 15, 22
and dexamethasone on Days 1, 2, 8, 9, 15, 16, 22, 23

* Primary endpoint: PFS (per IRC)

= Key secondary endpoints: ORR, > VGPR, OS, QoL/PRO parameters (PFS was
investigator-assessed in final OS analysis)

Kumar S, et al. Blood. 2021;138:84.




BELLINI Final Survival Analysis: PFS, OS in All Patients

Investigator-Assessed PFS in All Patients OS in All Patients
PFS Ven + Vd Pbo + Vd
100 Median, mo 23.4 11.4 100+
HR (95% Cl) 0.58 (0.43-0.78)
80_ Pvalue .0003 80'
g 60 § 60+
¥ @ oS Ven+Vd Pbo+Vd
& 404 O 40- Events 78 36
— Ven +Vd — Ven + Vd Median, mo NR NR
291 — pbo +Vd 201 _ ppo+vd  HR(95%Cl) 1.19 (0.80-1.77)
0 + Censored L 0 4+ Censored P value .3857
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Mo Mo

Patients at Risk, n Patients at Risk, n

194186173 164158 149143 139131 1211181131071048968 30 6 O

194163 140118101 89 84 79 68 59 55 53 47 39 32 21 8 2 O
0 97 95 91 88 87 84 79 78 73 67 65 63 58 575037206 1 O

97 83 69 57 39 302220 19 17 15 10 6 7 7 4 2 1

Kumar S, et al. Blood. 2021;138:84.



BELLINI Final Survival Analysis: PFS, OS in t(11;14) Subgroup

Investigator-Assessed PFS in Patients OS in Patients With t(11;14)
With t(11;14)
100- PFS Ven+Vd Pbo+Vd 100+
Median, mo 36.8 9.3
20 HR (95% CI) 0.12 (0.03-0.44) 20~ i — -
P value .0014 ' ! H-iit
I—H—|-|—|-|—|
£ 601 < 607
» @
a 40- O 40- (0} Ven+Vd Pbo+Vd
Events 4 5
5od — Ven + Vd - — Ven + Vd Median, mo NR NR
— Pbo +Vd |_I — Pbo +Vd HR (95% Cl)  0.61 (0.16-2.32)
0 + Censored 0 4+ Censored P value 4654
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Mo Mo

Patients at Risk, n Patients at Risk, n

20 18 16 14 14 12 12 11 10 8 8 7 7 6 6 2 2 1 0 20 1919 19 19 19 19 18 17 1515 14 13 13 12 7 4 1 O
15 12 11 9 6 5 2 2 2 2 2 O 15 1514 14 14 13 13 13 11 111111 9 9 8 3 2 1 O

Kumar S, et al. Blood. 2021;138:84.



Venetoclax, Daratumumab, Dexamethasone vs Bortezomib,
Daratumumab, Dexamethasone in t(11;14) RRMM: Part 3
Design

Open-label, randomized phase I/Il study (trial not fully accrued) _

Venetoclax 400 mg QD + 1to?2 Once daily D1, 8, Weekly
Daratumumab 1800 mg SC + (28 days) 15, 22
Dexamethasone 40 mg QW PO or IV
_ 2 3to6 Once daily D1, 15 Weekly
Patients with t(11;14) (n =15) (28 days)
R/R MM after 21 prior 7+ (28 days) Once daily D1 Weekly
therapy including IMiD; not Venetoclax 800 mg QD +
refractory to Pls or CD38 Daratumumab 1800 mg SC + _
0 —_—
antibodies; ECOG PS <2, no Dexamethasone 40 mg QW PO or IV D1, 2, 4,
PN grade >3 or >2 with pain _
gra - with p (n=7) 1to3 orag11 DPLE 58,9,
within 2 wk of first dose (21 days) 15 11, 12,
(N =41) Bortezomib 1.3 mg/m? SC or IV 15
Daratumumab 1800 mg SC + Prug D1, 2, 4,
Dexamethasone 20 mg PO or IV (21 days) D1,4,8,11 D1 5,8,9,
(n - 19) 11, 12
9+ (28 days) -- D1 D1

Kaufman JL, et al. Blood. 2021;138:817.




Venetoclax, Daratumumab, Dexamethasone vs Bortezomib,
Daratumumab, Dexamethasone in t(11;14) RRMM: DOR

o Median Mo on
® + x Treatment
T w9
S el
S o B 6.0 (0.2-16.5)
o S 3
X3 > =
SEZ — PFS 8.5(1.8-15.9)
‘qc',' 8 = % PD

O
st B d S &
0 yay A VGPR
E O — A PR
R — x SD 3.9 (0.5-14.8)
$s * MR -7 (V. :
g3

X NE
* € Achieved MRD at 107
» Ongoing

01 2 3 456 7 8 91011121314151617 18 19 20
Time on Study (Mo)

Kaufman JL, et al. Blood. 2021;138:817.




SUMMARY

Myeloma

Plasma cell biology
B cell Mcl-1 dependent
tProteasome Inhibitors
e timmunomodulatory agents

B cell biology
T Bcl-2 dependent

Bcl-2 {Proteasome Inhibitors
dependent {Immunomodulatory agents

Gupta et al., Blood, 2021

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center




New CELMoD® agents in development

e LEN and POM (a subgroup of CELMoD® agents) helped to 2019 and 2020:

transform therapy and drive survival in MM*-3 ) o
First clinical data for new CELMoD® agents

» Rational selection of molecules based on deep scientific (IBER and CC-92480) in MM
understanding of CRBN and MM biology:
IBER and CC-92480%°

LEN POM / IBER CC-92480 \

O O o o {
y H, NC/©iF
2

\& J

IBER (CC-220) and CC-92480 are investigational products, currently not approved by any regulatory agency.
CELMoD®, cereblon E3 ligase modulator; CRBN, cereblon; IBER, iberdomide; LEN, lenalidomide; MM, multiple myeloma; POM, pomalidomide.
1. Rajkumar SV, et al. Lancet Oncol 2010;11:29-37; 2. Facon T, et al. Blood 2018;131:301-310; 3. Durie BGM, et al. Blood Cancer J 2020;10:53; 4. Ito T, Handa H. Int J Hematol 2016;104:293-299; 5. Matyskiela ME, et al. J

Med Chem 2018;61:535-542; 6. Hansen JD, et al. J Med Chem 2020;63:6648-6676.

48th EBMT Annual Meeting 2022



Key eligibility criteria

Cohort D

RRMM
> 3 prior therapies?

PD on or within 60 days of last
antimyeloma therapy

Refractory to an IMiD® agent, a PI,
a glucocorticoid, and a
CD38 mAb

Cohort |

RRMM

> 3 prior therapies®

Prior treatment with a BCMA
targeted therapy

PD on or within 60 days of last
antimyeloma therapy (documented
PD if CAR T cell therapy as last
therapy)

=)

=)

Cohort D
IBER (RP2D) + DEX

IBER (oral): 1.6 mg days 1-21
DEX (oral): 40 mg days 1, 8, 15,
222

28-day cycles

Cohort | (post BCMA)
IBER (RP2D) + DEX

IBER (oral): 1.6 mg days 1-21
DEX (oral): 40 mg days 1, 8, 15,
222

28-day cycles

-

=)

CC-220-MM-001: dose-expansion phase; Cohorts D and |

Endpoints

* Primary: efficacy (ORR)

* Secondary: safety and
additional efficacy
parameters (including DOR,
PFS, 0S)

* Primary: preliminary
efficacy and safety

IBER (CC-220) is an investigational product, currently not approved by any regulatory agency.

a|ncluding LEN, POM, a PI, a glucocorticoid, and an anti-CD38 mAb; ? Including LEN or POM, a PI, an anti-CD38 mAb, and a BCMA therapy.
CAR, chimeric antigen receptor; DOR, duration of response; OS, overall survival; PFS, progression-free survival.

Lonial S, et al. Oral presentation at ASH 2021; abstract 162.

48th EBMT Annual Meeting 2022



CC-220-MM-001: response

ORR2 26.2% ORR2 25.0%
1 (0.9)
100 -
msCR
mCR
80 - CBFi CBR | m VGPR
36.4% 41.7%

e m PR
= 11 (10.3) OCR MR
< 60 - _ DCR [~ 75.0%

c 79.4% P msh
% mPD
5 40 | 46 (43.0) NE
(2’4
20 -
0 7 (6.5) 2 (8.3)
Cohort D Cohort |
IBER + DEX IBER + DEX post BCMA
(N = 107)b (N = 24)c

IBER (CC-220) is an investigational product, currently not approved by any regulatory agency.

aPR or better; P2 patients in SD and MR discontinued treatment because of death due to COVID-19; < Includes all treated patients who have post-baseline efficacy assessment or have discontinued treatment before any
post-baseline efficacy assessment (2 patients were in C1 with no post-baseline efficacy assessments so were excluded from analysis).

C, cycle; CBR, clinical benefit rate; COVID, coronavirus disease; CR, complete response; DCR, disease control rate; NE, not evaluable; sCR, stringent complete response.

Lonial S, et al. Oral presentation at ASH 2021; abstract 162.

48th EBMT Annual Meeting 2022



CC-220-MM-001: IBER in combination with DEX and DARA, BORT, or CFZ
(Cohorts E, F and G) in patients with RRMM

e IBER + DEX in combination with DARA or
BORT or CFZ showed a favourable safety
profile in patients with heavily pretreated
RRMM; TEAEs were mainly hematologic and
well manageable

e The RP2D was determined at 1.6 mg in the
IberDd cohort, while dose evaluation
continues in the IberVd and IberKd cohorts

» Promising efficacy was observed even
among patients refractory to IMiD® agents,
DARA, and Pls

IBER (CC-220) is an investigational product, currently not approved by any regulatory agency.

100 ~

80 -

Response, n (%)

CBR |
54.1%

ORR2
45.9%

1(2.7)

2 (5.4)

6 (16.2)

8 (21.6)

3(8.1)

13 (35.1)

IberDd
(N =37)b

CBR |
64.0%

| DCR
89.2%

ORR2
56.0%

7 (28.0)

2 (8.0)

6 (24.0)

2 (8.0)
1.(4.0)

| DCR
88.0%

CBR |
50.0%

aPR or better; P Excludes treated patients who did not reach any post-baseline efficacy assessment and were still on treatment at time of data cut-off.

Lonial S, et al. Oral presentation at EHA 2021; abstract 5187.

IberVd

(N = 25)b

ORR2
50.0%

1(12.5)

2 (25.0)

1 (12.5)

IberkKd

(N =8)»

DCR

87.5% .

msCR
mCR
m VGPR
= PR
MR
SD
mPD
NE

48th EBMT Annual Meeting 2022



CC-92480-MM-001: efficacy and safety in patients with
heavily pretreated RRMM

Common (> 20% all grade) TEAEs All doses (N = 76)
and events of interest, n (%) Grade 4
ORR? 21.1% ORR? 40.0% ORR? 54.5% Neutropenia 23 (30.3) 26 (34.2)
100 - 1(1.3) Febrile neutropenia 4 (5.3) 1(1.3)
i Anaemia 24 (31.6) -
CBR® e mCR Thrombocytopenia 5(6.6) 7 (9.2)
126.3% e CBRe : .
— 80 50.0% - 63.6% - m VGPRP Fat]gu,e 7(9.2)
3 Pyrexia 3(3.9) -
< o0 | m PRe Peripheral sensory neuropathy - -
a DCR! 1(10.0) | DCRf DCRT MR Diarrhoea 1(1.3) =
9 " 75.0% 100% 100% Nausea 1(1.3) -
2 40 - 19.1) #5D Deep vein thrombosis - -
m PDd Infections 25 (32.9) 2 (2.6)
20 — 5 (50.0) NE Pneumoniah 11 (14.5) -
i/ 369 » Prophylactic G-CSF was not permitted during C1
0
All evaluable 10/14 days x 2 21/28 days * Neutropenia was managed with dose interruption/reduction and G-CSF
(n=76)9 1.0 mg QD 1.0 mg QD . . 0 .
(n = 10) (n=11) » Dose reduction of CC-92480 occurred in 17 (22.4%) patients
MTD RP2D * No patients discontinued due to treatment-related AEs

CC-92480 is an investigational product, currently not approved by any regulatory agency.
aPR or better; P 1 patient in the 21/28-day 1.0-mg QD cohort had an unconfirmed VGPR at time of data cut-off; €2 patients in the 21/28-day 0.8-mg QD cohort had an unconfirmed PR at time of data cut-off; 41 patient in
the 21/28-day 0.8-mg QD cohort had an unconfirmed PD at time of data cut-off; ¢ CBR defined as MR; f DCR defined as SD; ¢ 1 patient had a pending response assessment at time of data cut-off; " Includes Medical Dictionary

for Regulatory Activities Terminology version 22.0 preferred terms pneumonia, pneumocystis jirovecii pneumonia, respiratory syncytial viral pneumonia, and staphylococcal pneumonia. AE, adverse event; G-CSF,
granulocyte-colony stimulating factor.

Richardson PG, et al. Oral presentation at ASCO 2020; abstract 8500.

48th EBMT Annual Meeting 2022



CC-92480-MM-001: responses in patients with extramedullary disease

Only patients on continuous schedules are shown PET scan pretreatment

Dosing
schedule?

Dose level C4 | C5 | Cé6 C7 | C8 | C9 |C10

B CR
10/14 days I VGPR
x 2 PRP
0.6 mg QD MR
SD
| » | PD¢
21/28 days| 0.8 mg QD PD_ g B On treatment PET scan post CC-92480 C3D1
» at time of
data cut-off
» ata cut-o
MR
10/1x42days 1.0 mg QD
= 1.0-mg
| dose
| active in
21/28 days| 1.0mg QD | EMP

CC-92480 is an investigational product, currently not approved by any regulatory agency.

a1 patient in the 21/28-day 1.0-mg QD cohort had an unconfirmed VGPR at time of data cut-off; P 1 patient in the 21/28-day 0.8-mg QD cohort had an unconfirmed PR at time of data cut-off; <1 patient in the 21/28-day
0.8-mg QD cohort had an unconfirmed PD at time of data cut-off. EMP, extramedullary plasmacytoma; PET, positron emission tomography.

Richardson PG, et al. Oral presentation at ASCO 2020; abstract 8500.

48th EBMT Annual Meeting 2022



The Future is very Bright

» New targets and modalities (CART, TCE, ADC) and others in
development have the potential to bring together multiple
modalities to eliminate the malignant clone

> Trials testing combinations that rely not only on immune but
existing targets such as Pis, IMIDs, steroids, and CD38 will
be key

» Precision medicine currently a reality and hopefully will be
more important as we develop drugs for common mutations
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