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BCMA: B-cell maturation antigen

- Member of TNFR (TNFRS17)

= Regulate B-cell proliferation and survival,
maturation to plasma cells

= EXxpression/activation associated with myeloma cell
growth/survival - -

= EXxclusively expressed on the surface of

plasmablasts and differentiated PCs / >< l \

Cho et al, Frontiers in Immunol, 2018
Tobon et al, Autoimm Dis, 2013 U%F
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ide-cel
manufacturing

: (99% success rate)

=3 prior regimens with 22
consecutive cycles each
(or best response of PD)

Previously exposed to:

CAR T Infusion”

]

Leukapheresis

1

Bridging
— IMiD agent >14 before lymphodepletion)
— Proteasome inhibitor

— Anti-CD38 antibody

Refractory to last prior
therapy per IMWG*

Flu 30 mg/m2) 111
Cy 300 mg/m2) 1 1 1

Days -5,-4,-3

0

Endpoints
* Primary: ORR (null hypothesis <50%)

» Secondary: CRR (key secondary; null hypothesis <10%), Safety, DOR, PFS, OS,
PK, MRD#, QOL, HEOR

» Exploratory: Immunogenicity, BCMA expression/loss, cytokines, T cell
immunophenotype, GEP in BM

cyclophosphamide; DOR, duration of response; Flu, fludarabine; GEP in BM, gene expression profile in bone marrow; HEOR, health economics and
WG, International
cs; QOL, quality of life.

CRR, complete response rate; C
IMiD, immunomodulatory drug;
free survival; PK, pharmaco
*Defined as documented dis
was allowed at disease progression for best response of at least stable disease. *By next-generation sequencing.

Presented By Nikhil Munshi at TBD

e progression during or within 60 d from last dose of prior antimyeloma regimen. "Patients were required to be hospitalized for 14 d post-infusion. Ide-cel retreatment

4 Study Status as of
Jan 14, 2020

15t Response

Assessment
(1 mo) Screened N=158
y
Leukapheresed
N=140
v

( Treated N=128 )
(Target Dose CAR+ T cells)

150 x 106 n=4
300 x 106 n=70
450 x 105 n=54

\_ J

v

(Median Follow-up (mo)\
150 x 106 18.0
300 x 106 15.8
450 x 10° 12.4
Total 13.3

\_ J

outcomes research;

Myeloma Working Group; MRD, minimal residual disease; ORR, overall response rate; OS, overall survival; PD, progressive disease; PFS, progression-

EudraCT: 2017-002245-29
ClinicalTrials.gov: NCT03361748
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Best Overall Response -, KarMMa

100 -
B CR/sCR and MRD-negative
50 Il CR/sCR and MRD not evaluable ORR=82%
1 M VGPR i ORR=73%
28
: : ™ PR ORR=69%
Median # prior EN CRR
. P ; 60 - 24 39% CRR
regiumens: 6 3 ORR=50% CRR 33%
g = 29%
. QA0
Neurotox: 18% & 25%
20 -
17
0 o
CAR+ T cells: 150 x 106... 300 x 106... 450 x 106... Ide-cel Treated

(N=128)

* Primary (ORR >50%) and key secondary (CRR >10%) endpoints met in the ide-cel treated population

- ORR of 73% (95% Cl, 65.8-81.1; P<0.0001*)

- CRR (CR/sCR) of 33% (95% Cl, 24.7-40.9; P<0.0001)
* Median time to first response of 1.0 mo (range, 0.5-8.8); median time to CR of 2.8 mo (range, 1.0-11.8)
* Median follow-up of 13.3 mo across target dose levels

Data cutoff: 14 Jan 2020. MRD-negative defined as <10 nucleated cells by next generation sequencing. Only MRD values within 3 mo of achieving CR/sCR until progression/death (exclusive) were considered.
Values may not add up due to rounding.
CR/sCR, complete response/stringent CR; CRR, CR rate; MRD, minimal residual disease; ORR, overall response rate (=PR); PR, partial response; VGPR, very good PR. *P value at the primary data cutoff with same ORR and 95% ClI. 5

Munshi et al, ASCO 2020
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Progression-Free Survival r,,'l‘(ngMa
1.0:
[ Median (95% Cl): 8.8 mo (5.6-11.6) J
0.8
w
L.
o i
%S 0.6 A
H _
8 g4
_Q .
o
n- -
0.2 ]
0 ] T 1 1 T 1 1 T 1 1 T 1

0 2 4 6 8 10 12 14 16 18 20 22

Time, months

At risk, N 128 102 83 70 64 56 35 19 13 8 4 0

11

Data cutoff: 14 Jan 2020. PFS, progression-free survival.

Munshi et al, ASCO 2020



450 x 10¢ 54 44 40 36 34 31 17

Progression-Free Survival
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PFS by Target Dose

Median (95% Cl), mo
- = - 150 x 10¢ 2.8 (1.0-NE)
==== 300 x 10° 5.8 (4.2-8.9)

10 | 450 x 10 12.1 (8.8-12.3)
0.8 1
&
= 06 -
n .
< 4
_8 J
& 04]
m p
L 4
a i
0:2
0 ; ; : : : : . : ; ; ;
0O 2 4 6 8 10 12 14 16 18 20 22
Time, months
At risk, N
150 x 10¢ 4 2 1 1 1 1 1 1 1 1 1 0
300 x 10 70 56 42 33 29 24 17 14 11 7 2 0
o o0

4 1

* PFS increased with higher target dose; median PFS was

12 mo at 450 x 106 CAR+ T cells

Data cutoff: 14 Jan 2020. NE, not estimable; PFS, progression-free survival.

PFS by Best Response

Median (95% Cl), mo

CR/sCR: 20.2 (12.3-NE)
VGPR: 11.3 (6.1-12.2)

PR: 5.4 (3.8-8.2)
Nonresponders: 1.8 (1.2-1.9)

1.0 ]

0.8 -

0.6 1

0.4 1

i 3

0 2 4 6 8 10 12 14 16 18 20 22
Time, months

CR/sCR 42 42 42 40 39 37 26 16 11 8 - 0

VGPR 25 25 22 20 16 14 8 3 2 0 0

PR 27 16 10 9 5 1 0 0 0 0 0
Nonresponders 34 8 83 70 64 56 35 19 13 8 4 0

* PFS increased by depth of response; median PFS was
20 mo in patients with CR/sCR

12

Munshi et al, ASCO 2020



KarMMa: Updated OS’

OS by number of prior lines of therapy and in all ide-cel treated patients
Median (95% Cl), months

8 - : 3 22.0 (10.0-NE)
| . s > 4 25.2 (19.9-NE)
0.8 - 12-menth O5: 78% All ide-cel treated  24.8(19.9-31.2)
3 ! 18-month 0S: 65%
R
© 0.6 4 24-month 0S: 51%
>
- |
R 0.4-
2
o !
& —t
0.2 4
O E r L4 L) L L) L} L4 L} L) L L) L) L
0 3 f 9 12 15 18 21 24 27 30 33 36
Time (months
At risk ( )
3 15 14 13 13 10 8 7 7 5 2 0 0
>4 113 106 94 87 80 71 65 52 43 24 14 | 0
All ide-cel treated 128 120 107 100 90 79 72 59 48 26 14 | 0

1. Anderson LD, et al. ASCO 2021. Abstract 8016.



OS and PFS: ide-cel versus conventional care

OS: Ide-cel (KarMMa treated population)
versus conventional care
(MAMMOTH treated population)

1.0]

0.81

0.6

oS

0.4

— KarMMa (treated population)

i Median OS: 19.4 months; 12-month 0OS: 77.9%
0.27 — KarMMa (treated population) weighted to MAMMOTH (treated population)
Median OS: 19.9 months; 12-month OS: 78.8%

= MAMMOTH (combined effect)
Median OS: 9.9 months; 12-month OS: 40.8%

0 3 6 9 12 15 18 21 24
Time (months)
128 120 108 101 82 46 27 4

228 195 159 119 93 77 70 61 10

0.0

PFS: Ide-cel (KarMMa treated population)
versus conventional care
(MAMMOTH treated population)

1.0
— KarMMa (treated population)
Median PFS: 8.8 months; 12-month PFS: 36.9%
— KarMMa (treated population) weighted to MAMMOTH (treated
0.8- population)
: Median PFS: 8.9 months; 12-month PFS: 39.2%
— MAMMOTH (combined effect)
Median PFS: 3.4 months; 12-month PFS: 11.8%
v 0-67
L
o
0.4
0.2
0.0

0 3 6 9 12 15 18 21 24
Time (months)
128 80 79 64 36 14 8 5

228 134 71 38 37 23 17 10 5

* Median OS and median PFS were significantly longer for the ide-cel-treated population (weight-matched)
compared with the conventional care population in MAMMOTH in the base case

0S, overall survival; PFS, progression-free survival.

Shah N, et al. ASH 2020 [abstract #1653]
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Figure 3. Mean change from baseline in EORTC QLQ-C30 |
subscale scores

A. Fatigue B.Pain e MID for Deterioration
50 - 50— e MID for Improvement

40
30+
204
10 -
0_
-10_
-20_
-30_
-40_
'50 I I I I I I I I I I '50 I I I I I I I I I I
D1 M1 M2 M3 M4 M5 M6 M9 MI12 M15 D1 M1 M2 M3 M M5 M6 M9 MI12 M15
Time point Time point

Mean change from
baseline score

Number of Patients 404 Number of Patients
10 109 98 86 79 77 76 59 34 13 110 109 98 86 79 77 76 59 34 13

D, day; M, month; MID, Minimal Important Difference.
Baseline defined as last non-missing assessment on/prior to day of lymphodepleting chemotherapy.
Error bars represent 95% confidence intervals.

Delforge M et al; EHA 2020 #EP1000]



Figure 3. Mean change from baseline in EORTC QLQ-C30

subscale scores (Cont.)

- KarMva™

C. Physical Functioning

D. Global Health/QoL

50 - 50 -
40 - 40
= 30 - 30 -
o w
“ 5 20- 20
&Ho 10- 10
E 8 0- 0-
G g -10- -10 1
5 © -20- -20-
@ 0
= 307 . -30- ,
404 Number of Patients 404 Number of Patients
50 110 109 98 86 79 77 76 59 34 13 50 110 109 98 86 79 77 76 59 34 13
D1 M1 M2 M3 M4 M5 M6 M9 M12 M15 D1 M M2 M3 M4 M5 M6 M9 M12 M15

Time point

D, day; M, month; MID, Minimal Important Difference.

Time point

Baseline defined as last non-missing assessment on/prior to day of lymphodepleting chemotherapy.

Error bars represent 95% confidence intervals.

Delforge M et al; EHA 2020 #EP1000]



KarMMa: Clinically meaningful improvements were observed on all
functioning EORTC QLQ-C30 secondary subscales

Role Functioning Emotional Functioning
= Mean change from baseline score = Mean change from baseline score
50« T MID for deterioration 501 MID for deterioration
i emees MID for improvement i emee- MID for improvement

40 40
£ o 307 £, 301
< 5 207 = g 207
&% 107 &3 107 %I{\H
c o | c | +6
© c 0 I b O e P S
L = N E -3
o -101 o -107
5 8 -20 S 8 -20-
% -30{Number of patients g 2 _30{Number of patients

401110 109 98 8 79 77 76 59 34 13 401110 109 98 8 79 77 76 59 34 13

50— - - - - - - - - - -50-— - - - - - - - - -

DI M1 M2 M3 M4 M5 M6 M9 MI12 MI15 D1 M1 M2 M3 M4 M5 M6 M9 M12 MI15
Timepoint Timepoint
Social Functioning
= Mean change from baseline score . . .

20 7T MD for deterioration These improvements were statistically
§ o 30 significant for the Role Functioning and Social
L. b 20' 3 3 3 . 3
v 1ol Functioning subscales at multiple time points
v § -101
& ®© -20
oL
= -30Number of patients

401110 109 98 8 79 77 76 59 34 13

50— .

D1 M M2 M3 M4 M5 M6 M9 M12 MI15
Timepoint

Day 1 is day of infusion. Error bars denote 95% confidence intervals.

D1, Day 1; M, month; MID, minimal important difference.
Shah N, et al. ASH 2020 [abstract #437]



|de-cel total package

: Safety
i Efficacy
- PFS 4

= Likely improvement of PFS over conventional care
« QOL improvement

FDA NEWS RELEASE

FDA Approves First Cell-Based Gene Therapy for
Adult Patients with Multiple Myeloma
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reproduced without permission from ASCO® and the author of this presentation.



https://www.oncologysciencehub.com/OncologyAM2021/cilta-cel/Usmani/

CARTITUDE-1: Introduction

» CARTITUDE-1 (NCT03548207) is a phase 1b/2 study Binding domains
evaluating cilta-cel, a CAR T-cell therapy with two " \4
BCMA-—targeting single-domain antibodies, in patients + »
with R/R MM who have been heavily pretreated' @ @

— At a median follow-up of 12.4 months after cilta-cel

treatment, the overall response rate was 97% with an 18

sCR rate of 67%; overall 12-month PFS and OS rates |

were 77% and 89%, respectively j o0
= Here, we present updated results from CARTITUDE-1 in

patients with a longer follow-up (median: 18 months)

BCMA, B-cell maturation antigen; CAR, chimeric antigen receptor; cilta-cel, ciltacabtagene autoleucel; OS, overall survival; PFS, progression-free survival; R/R MM, relapsed refractory multiple myeloma; sCR, stringent complete response; VHH, variable heavy chain.

1. Madduri D, et al. Blood 2020;136(Supp! 1):22-25.
#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
Permission required for reuse. ANNUAL MEETING

Presented By: Saad Z Usmani



CARTITUDE-1: Baseline Characteristics

Characteristic Characteristic
Age, median (range) years 61.0 (43-78) Prior lines of therapy, median (range) 6.0 (3—-18)
Prior lines of therapy, n (%)
3 17 (17.5)
16 (16.5)
5 64 (66.0)
Previous stem-cell transplantation, n (%)

Autologous 87 (89.7)
Bone-based plasmacytomas, n (%) 6 (6.2) Allogeneic 8 (8.2)

Male, n (%) 57 (58.8
Black/African American, n (%) 7(17.5
All plasmacytomas,? n (%) 19 (19.6

)
)
)
)

Extramedullary plasmacytomas, n (%) 3(13.4

Bone-marrow plasma cells 260%, n (%) 21 (21.9) Triple-class exposed,® n (%) 97 (100)
5.9 (1.6-18.2) Penta-drug exposed,? n (%) 81 (83.5)
Triple-class refractory® 85 (87.6)
Penta-drug refractory? 41 (42.3)
del17p 19 (19.6) Refractory status, n (%)
t(14:16) 2 (2.1) Carfilzomib
Pomalidomide

t(4;14) 3(3.1)

. Anti-CD38 antibody
Tumor BCMA expression 250%, n (%) 57 (91.9)° Refractory to last line of therapy, n (%)

Years since diagnosis, median (range)

High-risk cytogenetic profile, n (%) 23 (23.7)

3 (64.9)
1(83.5)
6 (99.0)
6 (99.0)

BCMA, B-cell maturation antigen; IMiD, immunomodulatory drug; Pl, proteasome inhibitor.
aAll plasmacytomas include extramedullary and bone-based plasmacytomas. PDenominator n=62, the number of evaluable samples; BCMA expression detected in all evaluable samples. °At least 1 PI, at least 1 IMiD, and 1 anti-CD38 antibody. YAt least 2 Pls, at least 2

IMiDs, and 1 anti-CD38 antibody.

Presented By: Saad Z Usmani #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
Permission required for reuse. ANNUAL MEETING




CARTITUDE-1: Overall Response Rate

N=97
. (0]
100 - ORR: 97.9%
80 -
X
4 60 {80.4%
S sCR | 94.8%
= >VGPR
o 40 -
20 -
0 -
3.1%

Best response sPR =VGPR =sCR

With longer follow-up, responses deepened with increasing rate of sCR

Median time to first response: 1 month (range, 0.9-10.7)
Median time to best response: 2.6 months (range, 0.9-15.2)
Median time to 2CR: 2.6 months (range, 0.9-15.2)

Median duration of response: 21.8 months (95% ClI, 21.8—-NE)

— Estimated 73% of responders have not progressed or died at
12 months

— Median duration of response not reached in patients with sCR

Response rates were comparable (range, 95-100%) across
different subgroups (eg, number of prior lines of therapy,
refractoriness, extramedullary plasmacytomas, and cytogenetic risk)?

CR, complete response; ORR, overall response rate; sCR, stringent complete response; VGPR, very good partial response. ORR assessed by independent review committee. @Subgroups by number of prior lines of therapy (<4, >4), refractoriness (triple-class, penta-
drug), cytogenetic risk (high risk, standard risk), baseline bone marrow plasma cells (£30%, >30 to <60%, 260%), baseline tumor BCMA expression (Zmedian, <median), and baseline plasmacytomas (including extramedullary and bone-based).

Presented By: Saad Z Usmani

#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO.

2021 ASCO
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CARTITUDE-1: Progression-Free Survival

—@— All Patients —@— sCR

Progression-Free Survival,
Patients (%)

Number at Risk
All Patients
Responders With sCR

NE, not estimable; PFS, progression-free survival; OS,
overall survival; sCR, stringent complete response.

100
90
80
70
60
50
40
30
20
10

Median:
not reached

- E Median:
: 22.8 months
- ] (95% ClI, 22.8-NE)
0] 3 6 9 12 15 18 21 24 27 30
Months
97 95 85 77 73 55 26 9 1 1 (0]
78 78 76 71 68 51 26 9 1 1 (0]

Presented By: Saad Z Usmani

Median duration of follow-up: 18 months (range, 1.5-30.5)

18-month PFS

All Patients: 66.0% (95% CI, 54.9—
75.0)

sCR: 75.9% (95% CI, 63.6—-84.5)

18-month OS
All patients: 80.9% (95% ClI, 71.4—
87.6)

#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO

Permission required for reuse.

ANNUAL MEETING



CARTITUDE-1: Safety

CRS N=97
Patients with a CRS event,2 n (%) 92 (94.8)

Any grade Grade 3/4
Hematologic AEs 225%, n (%)
Neutropenia 93 (95.9) 92 (94.8) Time to onset, median (range) days 7 (1-12)
Anemia 79 (81.4) 66 (68.0)
Thrombocytopenia 77 (79.4) 58 (59.8)
59 (
48 (

Duration, median (range) days 4 (1-97)°
Of 92 patients with CRS, maijority (94.6%) were grades 1/2

Leukopenia 60 (61.9) 60.8) X X -
CRS resolved in 91 (98.9%) patients within 14 days of onset

Lymphopenia 51 (52.6) 49.5)
Nonhematologic AEs 225%, n (%)
Metabolism and nutrition disorders
Hypocalcemia 31 (32.0)
Hypophosphatem.ua 30(30.9) Total CAR T-cell neurotoxicities, n (%)
Decreased appetite 28 (28.9)
Hypoalbuminemia 27 (27.8) Any Grade
Gastrointestinal Grade 23
Diarrhea 29 (29.9) (1. ICANS, n (%)
Nausea 27 (27.8) (1.0) Any Grade
Ol Grade 23
Fatigue 36 (37.1)
Cough 34 (35.1)
AST increased 28 (28.9)
ALT increased 24 (24.7) ) Grade 23

Other neurotoxicities,® n (%)
Any Grade

AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; ASTCT, American Society for Transplantation and Cellular Therapy; CRS, cytokine release syndrome; HLH, hemophagocytic lymphohistiocytosis.
aCRS was graded using Lee et al. (Blood 2014) in the phase 1b portion of the study and ASTCT in phase 2; in this combined analysis, Lee et al. criteria were mapped to ASTCT criteria for patients in the phase 1b portion.
bThe patient with 97-day duration died due to CRS/HLH. Events not reported as ICANS (ie, onset after a period of recovery from CRS and/or ICANS).

Presented By: Saad Z Usmani #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
Permission required for reuse. ANNUAL MEETING




EFFICACY AND SAFETY OF THE BCMA-DIRECTED CAR T-CELL
THERAPY, CILTACABTAGENE AUTOLEUCEL, IN PATIENTS WITH
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Survival data

KarMMa-1 bb2121 6 73% (82% 84% 18% mPFS 8.8mo, CAR-T Par-T in
(phase I, n=128) (Ide-cel) @450 dose) 12.1 mo @450 2021
dose
0S 24.8
CARTITUDE-1 JNJ-4528 6 Bi-epitope 97% 92% 20.1% (16.5% @ 18 mo: 66%  Google to the yahoo?
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manufact

UGSk




| CARTITUDE-2: Phase 2 Multi-Cohort Study in Various
MM Settings
Cohort A (n=40)
Progressive disease after 1-3 lines of MM
therapy and lenalidomide refractory
Cohort B (n=20)
Early relapse:
<12 months . Cilta-cel
Screening OBHE >Induction if ) LYmP*(‘;;’;z'et'on } infusion Follow-up
< applicable (Target: 0.75x10°
(1 to <28 days) Cohort C (n=20) (Day -5 to -3) CAR+ T cells/kg)
after PI, IMiD, anti-CD38, and BCMA-
targeting therapy? | e T-cellt:r:::::at::raerjl ::::rsion :C' i dation.
Cohort D (n=20) ool Cohort D
with or without consolidation in : ‘ Bridging therapy as needed +Llen
NDMM + len (2 years)
Cohort E (n=20) ‘ -l-mfa
with no prior therapy and high-risk per (2 years)

ISS stage Il criteria

*Excdluding prior BCMA-targeting cellular therapy. :

p/ *  ASCT, autologous stem cell transplant; BCMA, B-cell maturation antigen; CAR, chimeric antigen receptor; cilta-cel, ciltacabtagene autoleucel; CR, complete response; Cy, cyclophosphamide; . ' E H A 2 0 2 1
¢ M" Dara, daratumumab; D-VRd, daratumumab, bortezomib, lenalidomide, and dexamethasone; Flu, fludarabine; IMiD, immunomodulatory drug; IMWG, International Myeloma Working Group; : 3

" s 2 = ISS, International Staging System; Len, lenalidomide; MM, multiple myeloma; NDMM, newly diagnosed multiple myeloma; PI, proteasome inhibitor; RRMM, relapsed/refractory multiple myeloma. y ‘ ' V | R T U A L
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| CARTITUDE-2: Overall Response Rate and MRD Negativity

100 - ORR: 95% (19/20?)
90 - * Median time to first response: 1.0 month
. (range, 0.7-3.3)
\o i « Median time to CR or better: 1.9 months
)
w60 - >CR (range, 0.9-5.1)
= 1 >
£ 75% | 2VGPR
Z 50 - 85% : :
o » All patients (n=4) with MRD-evaluable®P
Gl samples at the 10 threshold were MRD
30 A negative at data cut-off
msCR g
20 - HCR
VGPR
10 A 5 PR
0
3 cut-off date: Jan . *patient who did not respond had stable disease. "MRD was d in evaluable samples (ie, patients with identifiable clone at baseline and sufficgent cells for g . :
. ¥ :):st:mgu;t 10° t:"ejsholfioilpopstttre:tment sampTes) :yonex!-ge:raﬁon sequenci:: (clonoSEQ, Adaptive Biotechnologies) i::TI tret:te: patientts. g g & » : ; E H A 2 0 2 1
'. E"‘ CR, complete response; MRD, minimal residual disease; ORR, overall response rate; PR, partial response; sCR, stringent complete response; VGPR, very good partial response. o 1

VIRTUAL




|lde-cel has arrived...now what??

= Label: 4 lines of treatment

= Qur patients
1. VRD—-> ASCT-= len maintenance

2. DPD
3. KCD
4. 2777

= But what about the #myelennial patients??

- KRD, D-VRD may make this a little more challenging

= =2 but no one ever said single agent dex couldn’t be a line...
= How will we decide between CAR and T-cell engager?




Case 2: 68 y/o F receives BCMA CAR T cells for RRMM

= 24 h after infusion of T cells she has fever to 38.5, BP 106/66
= Feels fatigued

= CRP=3.6-> 7238

= Receives acetaminophen-> fever recurs, BP now 89/56

= Received tocilizumab - defervesces, BP better

= 2 days later fever recurs but with newly elevated ferritin,
decreasing fibrinogen

= Receives anakinra - afebrile after 24 hours




