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Administration of Ciltacabtagene Autoleucel (Cilta-cel), a B-Cell
Maturation Antigen-Directed Chimeric Antigen Receptor T-Cell
Therapy, in Relapsed/Refractory Multiple Myeloma

ICD-10 Coordination & Maintenance Committee Meeting March 9, 2021
Vadim Romanov MD, MPhil, FFPM — Head of CARTs, US Medical Affairs, Janssen
Presented on behalf of Janssen and Legend Biotech
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CARTITUDE-1: Introduction

Ciltacabtagene autoleucel (cilta-cel; JNJ-68284528) is a Binding domains
chimeric antigen receptor T-cell therapy

2 BCMA-targeting single-domain antibodies designed to
confer avidity

In the phase 1b portion of the CARTITUDE-1 study, cilta-cel
vielded deep, durable responses with a manageable safety
profile in patients with relapsed/refractory MM?

Here, we report initial results from the combined phase 1b/2
CARTITUDE-1 study of cilta-cel
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Treatment Overview
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ASCT=autologous stem cell transplant; MGUS=monoclonal gammopathy of undetermined significance.
1. Kurtin SE. J Adv Pract Oncol. 2013;4(6 suppl 1):5-14.
2. Clinical Care Options Oncology. https://www.clinicaloptions.com/oncology/programs/advances-in-multiple-myeloma/downloadable-slideset/advances-in-myeloma-slideset. Accessed September 28, 2020.
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Unmet Needs in the Treatment of Patients with Relapsed/Refractory Multiple
Myeloma

Poor survival outcomes: median OS <12 months in patients
refractory to anti-CD38, = 1 PI(s) and / or = 1 IMiD(s)

1.07
Current approved treatments
Median OS after T, for each grou
0.8 9 group e Autologous SCT
Median OS
(months) 95% ClI e Chemotherapy
,E‘ Non-triple-refractory 1.2 (5.4-17.1) e Steroids
2 0.67
g Triple-and quad-refract 9.2 7.1-11.2
5 riple-and quad-refractory ( ) e PIs
S Penta-refractory 5.6 (3.5-7.8)
£ e Immunomodulatory agents
2 0.4
2 Non-triple-refractory (n=57) e Monoclonal Antibodies
(anti-CD38, SLAMF7)
0-29 , , e Other Agents
Triple-and quad-refractory (n=148)
P=0.002
0.0 Penta-refractory (n=70)
0 10 20 30 40 50

Months

CD=cluster of differentiation; Cl=confidence interval; IMIiD=immunomodulatory drug; OS=overall survival; PFS=progression-free survival; RRMM=relapsed/refractory multiple myeloma;

T,=time point when patients met the criteria of disease progression.
Gandhi UK, et al. Leukemia. 2019; doi: https://doi.org/10.1038/s41375-019-0435-7.
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CARTITUDE-1: Phase 1b/2 Study of Ciltacabtagene
Autoleucel, a B-Cell Maturation Antigen-Directed Chimeric
Antigen Receptor T-Cell Therapy, in Relapsed/Refractory
Multiple Myeloma

« Deepu Maddurit, Jesus G Berdeja?, Saad Z Usmani3, Andrzej Jakubowiak*, Mounzer Agha®, Adam D Cohen®,
A Keith Stewart’, Parameswaran Hari®, Myo Htut®, Elizabeth O’Donnell'°, Nikhil C Munshill, David Avigan!?, Abhinav Deol'3, Alexander
Lesokhin'4, Indrajeet Singh'®, Enrique Zudaire!®, Tzu-Min Yeh?6, Alicia J Allred!®, Yunsi Olyslager!’, Arnob Banerjee?®, Jenna D
Goldberg?, Jordan M Schecter!é, Carolyn C Jackson'®, William Deraedt'’, Sen Hong Zhuang?'®, Jeffrey Infante'®, Dong Geng?8,
Xiaoling Wu'8, Marlene J Carrasco-Alfonso'®, Muhammad Akram*8, Farah Hossain?é,
Syed Rizvit8, Frank Fan®, Sundar Jagannath?, Yi Lin?°, Thomas Martin?!

. IMount Sinai Medical Center, New York, NY, USA; 2Sarah Cannon Research Institute, Nashville, TN, USA; 3Levine Cancer Institute-Atrium Health, Charlotte, NC, USA;
4University of Chicago, Chicago, IL, USA; SUPMC Hillman Cancer Center, Pittsburgh, PA, USA; 8Abramson Cancer Center, University of Pennsylvania, Philadelphia, PA, USA;
"UHN and the Princess Margaret Cancer Centre, Toronto, ON, Canada; 8Medical College of Wisconsin, Milwaukee, WI, USA; °City of Hope Comprehensive Cancer Center,
Duarte, CA, USA; ®®Massachusetts General Hospital, Harvard Medical School, Boston, MA, USA; *'Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA, USA,
12Beth Israel Deaconess Medical Center and Harvard Medical School, Boston, MA, USA; 13Karmanos Cancer Institute, Wayne State University, Detroit, Ml, USA; 1*Memorial Sloan
Kettering Cancer Center, New York, NY, USA; 15Janssen R&D, Spring House, PA, USA; %Janssen R&D, Raritan, NJ, USA; 17Janssen R&D, Beerse, Belgium; 18Legend Biotech
USA, Inc, Piscataway, NJ, USA; ®Nanjing Legend Biotechnology Co, Ltd, Nanjing, China; 2°Mayo Clinic, Rochester, MN, USA; 22UCSF Helen Diller Family Comprehensive Cancer
Center, San Francisco, CA, USA
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CARTITUDE-1: Phase 1b/2 Study Design
‘e. CARTITUDE -1

Primary objectives

Phase 1b: Characterize the safety of cilta-cel and S Screening (28 days)
confirm the recommended phase 2 dose ‘% Aoh ‘% -
Phase 2: Evaluate the efficacy of cilta-cel by ORR phegests
“"m.,E‘/
Bridging therapya (as needed)
Key eligibility criteria £
¥

* Progressive MM per IMWG criteria Cy (300 mg/m?2) + Flu (30 mg/m?)

* ECOG PS <1 H Day -5to -3
* Measurable disease Cilta-celnfusion

_ _ Target: 0.75x10° (0.5-1.0x10°)
* >3 prior therapies or double refractory CAR+ viable T cells/kg Day 1

* Prior PI, IMID, anti-CD38 therapy <

Post-infusion assessments
Safety, efficacy, PK, PD, biomarker

* Median administered dose: 0.71x10° (0.51-0.95x10°)

CAR+ viable T cells/kg Follow-up

= < (o s

Copyright © 2018 Deloitte Development LLC. All rights reserved.
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Cilta-cel Patient Journey

®

7/
Screening

Apheresis/
Phase ~— __) Cryopreservation

» Apheresis / Cryopreservation occur on same day
+» Stored in LN2 until shipment
+» Apheresis date will be provided based on
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Eligibility Check/Enrollment

v
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Shipment to
> Manufacturing Facility

Manufacturing slot

» Current: 2 wk stability on cryopreserved apheresis

material

(

oh

(LN2 Shipper)

Overnight shipment
No Shipments on Friday

J

e

e
-
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Release Testing

Shipment back to Clinical Site
> (LN2 Shipper)

TBD — 10-20 days

Manufacture
+ Tuesdays start
+ 10 days
O (
&v -
Eligibility L

Check .~y CY/FluConditioning _5  INJ-68284528 Infusion
5 — 7 days after start of Cy/Flu

Day -5, Day -4, Day -3
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* No Shipments on Friday
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Autologous CAR-T Manufacturing Process
d
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Receipt of Apheresis Miltenyi CliniMACS Prodigy Stage 3
hi .MatenaI. d Stage 2 Cell Stimulation and . Ztagg "
(s lpplng'. rece)lpt . Apheresis Thaw and CD4/CD8 Enrichment (Day 0) Incubation (Day 1-2) Cell Transduction (Day 3)
release

v B = Lt
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Fresenius Kabi LOVO Cell j’
Stage 5 Processmg S%stem Stage 7 ) o—
Stage > s
i Formulation, Fillin
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Summary of Coding & Medical Documentation Points

Administration of cilta-cel:
— Administered via intravenous infusion -- central line or peripheral
vein
— Similar to other approved CARTs (e.g., KYMRIAH and YESCARTA)

No current ICD-10-PCS codes are specific to cilta-cel

Information regarding cilta-cel, and its associated administration
procedure, will be documented in the medical record and identifiable

from multiple perspectives (e.g., physician orders, pharmacy notes,
treatment summary)
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CARTITUDE-1: Baseline Characteristics

Characteristic N=97 Characteristic N=97
Age, median (range) years 61.0 (43-78) Prior lines of therapy, median (range) 6.0 (3-18)
Previous stem-cell transplantation, n (%)
Male, n (%) 57 (58.8)
Autologous 87 (89.7)
Extramedullary plasmacytomas 21, n (%) 13 (13.4)2 Allogenic 8 (8.2)
Bone-marrow plasma cells 260%, n (%) 21 (21.9) Triple-class exposed,® n (%) 97 (100)
_ d 0
Years since diagnosis, median (range) 5.9 (1.6-18.2) Penta-exposed,” n (%) 81(83.5)
Triple-class refractory® 85 (87.6)
. : : o
High-risk cytogenetic profile, n (%) 23 (23.7) Penta-refractory® 41 (42.3)
del17p 19 (19.6) Refractory status, n (%)
t(14;16) 2 (2.1) Carfilzomib 63 (64.9)
Pomalidomide 81 (83.5)
t(4;14) 3(3.1) : :
Anti-CD38 antibody 96 (99.0)
Tumor BCMA expression 250%, n (%) 57 (91.9)° Refractory to last line of therapy, n (%) 96 (99.0)

BCMA, B-cell maturation antigen; IMiD, immunomodulatory drug; Pl, proteasome inhibitor.

apdditional 6 patients had a soft-tissue component of a bone-based plasmacytoma (total plasmacytomas, 19.6%). PDenominator n=62, the number of evaluable samples; BCMA expression detected in all evaluable samples.
At leastdoPipiat leastnitMiDsland 1 anti-CD38antibody. dAt least 2 Pls, at least 2 IMiDs, and 1 anti-CD38 antibody.
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CARTITUDE-1: CRS

N=97 Maximum CRS Grade (N=97)
Patients with a CRS event,2 n (%) 92 (94.8) 49 (51%)
Time to onset, median (range) days 7(1-12) i 38 (39%)
Duration, median (range) days 4 (1-97)° E
Supportive measures, n (%) 8 (90.7) E
Tocilizumab 7 (69.1) ::
Corticosteroids 1(21.6) 5 (5% i o
— e _(- ) 3(3%)  1(1%) 1(1%)
Vasopressor used 4 (4.1) No CRS 'Grade1 Grade 2 Grade3 Grade4 Gradeb
Intubation/mechanical ventilation 1(1.0) Of 92 patients with CRS, majority (94.6%) were grades 1/2
Other CRS onset
Cyclophosphamide 1(1.0) —Day 4 or later: 89.1% (n=82)
Etanercept 1(1.0) —Day 6 or later: 73.9% (n=68)

: o : L
e Cilta-cel CAR+ T cells showed maximunm CRS resolved in 91 (98.9%) patients within 14 days of onset

peripheral expansion at a median of 13 days
(range, 9-55)
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CARTITUDE-1: Neurotoxicity

Total CAR-T cell ICANS ICANS Other
neurotoxicities « Any grade: 16 (16.5%) neurotoxicities?
+ Any grade: 20 (20.6% (SIS &6k 2 (gl o) Time to onset, _ _

Gr;/dge >3- 10 (20 39 )) Other neurotoxicities? median (range) days 8 (3-12) 27 (11-108)

- o * Any grade: 12 (12.4%) Time to recovery, median
Other neurotoxicities® Outcomes for CAR-T cell neurotoxicities

= Occurring after resolution of CRS and/or ICANS ICANS resolved in all patients
= Among 12 patients Other neurotoxicities resolved in 6 patients, and did not

— 5 had AEs including movement and/or neurocognitive resolve in 6 patients:

changes — 1 patient has ongoing neurotoxicity
— 7 had AEs inc|uding nerve pa|sy’ periphera| motor -1 patient died from Complications of neurotOXiCity
neuropathy — 4 patients died due to other causes

No additional movement and neurocognitive AEs were
seen in the CARTITUDE development program

AE, adverse event; CAR-T, chimeric antigen receptor T cell; CRS, cytokine release syndrome; ICANS, immune effector cell-associated neurotoxicity syndrome.

aevents not reported as ICANS [ie, onset after a period of recovery from CRS and/or ICANS]).
Copyright © 2018 Deloitte Development LLC. All rights reserved.
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CARTITUDE-1: Deaths

N=97 Time of death post cilta-cel infusion, days
Total deaths during the study, n 14 45-694

Due to progressive disease 5 253-694
AEs unrelated to treatment (n=3)

Pneumonia 1 109

Acute myelogenous leukemia? 2 418; 582
AEs related to treatment (n=6)

Sepsis and/or septic shock 2 45; 162

CRS/HLH 1 99

Lung abscess 1 119

Respiratory failure 1 121

Neurotoxicity 1 247

AE, adverse event; CRS, cytokine release syndrome; HLH, hemophagocytic lymphohistiocytosis; MDS, myelodysplastic syndrome.
a0ne patient with acute myelogenous leukemia had MDS and a cytogenetic profile consistent with MDS (del20q [present prior to cilta-cel infusion], loss of 5q); the other had prostate
cancer and squamous cell carcinoma of the scalp.
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CARTITUDE-1: ORR and MRD Assessment

ORR?: 96.9% (94/97)
100% -

— - Frequency in Frequency in
N evaluable patients all treated
n=57¢ n=974
80% -
Overall MRD- 53 93.0% 54.6%
sCR:
@ 60% - 67.0% MRD- and sCR 33 57.9% 34.0%
= _ 2VGPR:  MRD-and 2VGPR 49 86.0% 50.5%
= 92.8%
O 40% - SR - :
= Median time to first response: 1 month (0.9-8.5)
- = Responses ongoing in 70 (72.2%) patients
20% - = Of evaluable patients, 93.0% achieved MRD 10-° negativity
— Median time to MRD 10-° negativity: 1 month (0.8—7.7)
0% - - =  Among patients with 6 months individual follow-up, most had

cilta-cel CAR+ T cells below the level of quantification (2 cells/uL)

Best response® = msCR m VGPR ®m PR in peripheral blood
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CARTITUDE-1: PFS

Overall PFS PFS by sCR and VGPR
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_E 20— = 20— sCR: 84.5% (95% Cl, 72.0-91.8)

© o VGPR: 68.0% (95% CI, 46.1-82.5)

& Overall 12-month PFS: 76.6% (95% CI, 660—843) ‘3 Median PFS not reached in either group

g Median PFS not reached R 0 | : | | | | | | |

° 0 | | | | [ | 0 3 6 9 12 15 18 21 24 27

I I I
0 3 6 9 12 15 18 21 24 27

Months No. at risk
sCR 65 65 62 53 27 12 2 1 1

VGPR 256 24 19 15 3 2 0 0 0

Months

No.atrisk 97 95 84 71 30 14 2 1 1 0

At median duration of follow-up of 12.4 months (range, 1.5-24.9), median PFS has not been reached
12-month PFS rate: 76.6% (95% Cl, 66.0—84.3)
12-month OS rate: 88.5% (95% Cl, 80.2-93.5)

OS, overall survival; PFS, Hrogression-free survival; PR, partial response; sCR, stringent complete response; VGPR, very good partial response

Copyright © 2018 Deloitte Development LLC. All rights reserved.
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CARTITUDE-1: Conclusions

Cilta-cel has a manageable safety profile at the recommended phase 2
dose

— CRS was mostly grades 1/2; median time to onset of CRS was 7 days (range, 1-12)

— CAR-T-related neurotoxicities occurred in 20 patients (20.6%); 10.3% had grade =3
Low dose of cilta-cel yielded early, deep, and durable responses in heavily
pretreated relapsed/refractory MM

— 96.9% ORR, with sCR 67.0%

— Median PFS not reached; 12-month PFS rate was 76.6%, OS rate was 88.5%
Cilta-cel is under further investigation in other populations of patients
with MM in earlier-line settings

— Outpatient administration is being studied in CARTITUDE-2 (NCT04133636) and
CARTITUDE-4 (NCT04181827)

AE, adverse event; CAR-T, chimeric antigen receptor T cell; CRS, cytokine release syndrome; MM, multiple myeloma; ORR, overall response rate; OS, overall survival; PFS,
progression-free survival; SCR, stringent complete response.
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T-cells Can be Modified With CARs to Allow Them to Target
Circulating Tumor

D & S

- Chimeric antigen receptors (CARS)

are synthetic cell surface receptors.
CARs can be introduced into T-cells using

T viral vectors to form CAR T-cells.

CAR T-cells can recognize and bind to a SpECIfIC
antigen, allowing recognition of tumor cells that

“ I would usually evade detection??

o
 Proliferation <

G
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