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REFRACTORY DIFFUSE LARGE B CELL
LYMPHOMA CARRIES A POOR PROGNOSIS

- SCHOLAR-1 patient level meta-analysis of refractory Aggressive NHL

* ORR of 26% (CR of 7%, PR of 19%)

100 - Progressive disease to R-CHOP

80 - Relapse post autologous HCT < 12 months-

60 Refractory to second or later line (N = 636)
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Months From Commencement of Salvage Therapy

Crump M, et al. Blood. 2017; blood-2017-03-769620.
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GOALS OF THERAPY IN R/R DLBCL

4 )
Long term remissions : :
Preserve quality of life
(Cure?)
{ R/R DLBCL }
Cost/Benefit Improved over SOC
- /
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PIVOTAL ANTI-CD19 CAR T-CELL TRIALS IN3L DLBCL: LONG

ZUMA-1

Axicabtagene Ciloleucel

Median F/U 5 years

Median age: 58 (23 — 76)
Enrolled (treated): 111 (101)
Best ORR: 83%

Best CR: 54%

PFS: 5.9 months

0OS: 24.5 months

TERM FOLLOW-UP

JULIET
Tisagenlecleucel

Median F/U 40.3 months
Median age: 56 (22 — 76)
Enrolled (treated): 165 (111)
Best ORR: 52%

Best CR: 40 %

PFS: 2.9 months

Ongoing CR: 37%

TRANSCEND NHL 001
Lisocabtagene Maraleucel

Median F/U 5 years

Median age: 63 (18 — 86)
Enrolled (treated): 244 (269)
Best ORR: 73%

Best CR: 53 %

PFS: 6.8 months

OS: 27.5 months

Progression-free survival (%)
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Time after liso-cel infusion, months

Neelapu et Al. Blood 2023. Schuster et Al. Lancet Oncol 2021. Abramson et Al. ASH meeting 2024
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CAR-T IMPROVES EFS AND PFS OVER SOC CIT AND
AUTOLOGOUS HCT IN DLBCL AT 1°" RELAPSE

TRANSFORM
Lisocabtagene maraleucel vs SOC

Median F/U: 24.9 months
Median age: 60 (20 — 74)
Enrolled (CAR-T) 92
Best ORR: 87%

Best CR: 74%

PFS: NR
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Stratified HR, 0.356; 95% CI, 0.243-0.522

Liso-cel: median (25% CIl), NR (2.5-NR)

SOC: median (95% Cl), 2.4 mo (2.2-4.9)

Abramson et al. Blood 2023: Locke et al. NEIJM 2021
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ZUMA-7

Axicabtagene Ciloleucel vs SOC

Median F/U 47.2 months
Median age: 58 (21 — 80)
Enrolled (CAR-T): 180
Best ORR: 83%

Best CR: 65%

PFS: 14.7 months
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Event-free
Survival Estimate

1Yr 2Yr 3Yr 4.Yr

Stratified Hazard
Ratio (95% Cl)

Median Event-free
Survival (95% Cl)

months percent
Axi-cel 10.3 (5.0-25.5) 49 44 4 39
Standard Care 23 (17-3))  04203-05%) 5 19 19 1
Axi-cel
4 4 L1
" R il
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ZUMA-7 IMPROVED OS WITH CAR-T AS SECOND LINE

THERAPY

Median Overall

Stratified Hazard Stratified

Survival (95% Cl)  Ratio (95% Cl) P Value Overall Survival Estimate
. 1-Yr 2-Yr 3-Yr 4-Yr
100+ .-'--!.11 months percent
90 Axi-cel  NR (28.6—NE) 76 60 56 55
30 Standard Care 31.1 (17.1-NE) 0.73 (0.54-0.98) 0.03 63 51 48 46
2\—3; 70
.Tg s Axi-cel
S 50 : } } :
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Months
No. at Risk

Axi-cel

180 177 170 161 157 147 136 125 117 116 114 111 108 105 105 100 100 100 100 100 96 80 67 54 41 29

20 14 4 2 1 O

Standard care 179 176 163 149 134 121 111 106 101 98 91 89 88 87 87 85 83 81 79 78 73 63 51 41 31 19 14 7 4 1 O

Westin J et Al. N Eng J Med 2023
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10195 85 66 56 55 49 47 46 45 44 44 44 4240 38 37 37 37 36 36 36 363421 3 3 3 3 3 2 0 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 37 35 31 28 25 19 17 14 10 8 2 2 2
Months
3L DLBCL 2nd L DLBCL 1stL HR DLBCL

Earlier use of CART may improve outcomes

ZUMA-1 ZUMA-7

ZUMA-12

Median PFS 5.9 months Median PFS (axi-cel arm): 14.6 months

Locke et al. Lancet Oncol 2018, Locke et al. N Eng J Med 2021, Chavez JC at Al. ASH Meeting Abstracts 2023

Median PFS: Not reached



CAR-T MOVING FORWARD: CD19/CD20
BICISTRIONIC/BISPECIFIC CARS FOR R/R DLBCL

JNJ90014496

an Anti-CD20 scFv
recognizing 2
: noncontiguous
3 regions on CD20
g
ORR: 91%
CR: 71%

CRS all (G3): 81% (4%)
ICANS all (G3): 16% (8%)

KTE 363
CAR Naive

Proliferation

ORR: 87%

CR: 78%

CRS all (G3): 92% (4%)
ICANS all (G3): 46% (8%)

LYL1314

LYL314

Ur\g' CD20 scFv
Flexible linker — ;

‘ ‘» CD19scFv

1gG4 spacer

CD28 transmembrane

4-1BB

=—CD3Z

ORR: 91%

CR: 64%

CRS all (G3): 57% (0)
ICANS all (G3): 22% (14%)

Zamto-Cel

Tandem CD20-CD19-directed
CAR-T cell

ORR: 72.8%

CR: 50.8%

CRS all (G3): 41% (0)
ICANS all (G3): 17% (4%)

Patel K et al. ICML 2025, Kersten M et al. ASCO 2025, Merchant A et Al. ICML 2025, Shah N et Al. ICML 2025
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QOL CAR-T AND SOC AUTOLOGOUS HCT

EORTC QLQ-C30 global health status/QolL

Estimate (95% Cl)

Baseline D50 D100 D150 M9 M12 M15

Study visit
Axi-cel 165 163 146 110 88 79 67
SOC 130 125 62 56 40 33 26

ZUMA-7 (Axi-Cel)

Elsawy et AL. Blood 2024, Kamdar M et Al. J Clin Ocol 2025

W Liso-cel ®W SOC

(10) MID for deterioration

(-10) MID for improvement

Mean (95% CI)
Score Change from Baseline

BL DayDay Day Month Month Month Month Month Month
2064 126 6 9 12 18 2% 36—EOS
Time Point

No. of patients:
Liso-cel 50 43 39 32 29 24 28 25 24 25
SOC 46 41 38 19 16 1 8 9 10 10

TRANSFORM (Liso-Cel)
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IS CAR-T COST EFFECTIVE IN 2L DLBCL?

Choe et al®® Kambhampati et al”® Kelkar et al”! Perales et al’? Vijenthira et al”?
Perspective US health care US health care sector US health care sector US third-party Canadian and US
sector and societal commercial payer payers
Second-line data ZUMA-7 and LUMA-7 LZUMA-7 and LUMA-7 ZUMA-7 and
BELINDA TRANSFORM TRANSFORM
Axi-cel base-case  $99,101/QALY $93,547/QALY $684,225/QALY $66,381/QALY $309,813/QALY
ICER (USD)
Costs year 2021 2021 2022 2021 2021
s second line axi-cel Yes Yes No Yes No

cost-effective?
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Relative Proportion of Lymphoma Treatment by Type in the US

m Auto m Allo m CAR-T
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Abbreviations: allo, allogeneic; auto, autologous; CAR-T, chimeric antigen receptor T cell. CIBMTR.org
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CONCLUSIONS

* Autologous HCT use will continue to decline
- CAR-T therapy has potential to improve outcomes

* Novel CAR-T approaches may reduce costs:
* Academic CAR-T
* In vivo CAR (reduces manufacturing time)
* Closed systems (CliniMacs or similar)
* Allogeneic CAR-T
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