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CLINICAL CASE
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AIFA-APPROVED CAR-T for 2L LBCL_AxiCel

DLBCL & HGBCL
\ ,, PMBCL
\ \/ Richter’s S.

Patient characteristics
ECOG < 1

1L (including anti-CD20 + anthracycline) CrCl > 60 mL/min
E/THERREFRACTORY AST/ALT < 2,5 ULN & bilirubin < 1.5 mg/dL (<3 if Gilbert)
ORRELAPSE <12 MONTHS SINCE EoT LVEFs > 50%

SpO2 > 92% in room air

Disease characteristics ANC < 1°000/mm3

Active CNS-involvement PLT <75'000/mm3
IF PREVIOUS CNS+ -> NEGATIVE: MR/ (x2), CSF Hb < 8 g/dL
x2), CLINICAL DEFICIT DVT/PE < 6 months

SEIZURES < 3 months
AUTOIMMUNE DISEASE Tx in < 24 months
ACUTE CORONARY SYNROME < 72months

https://www.aifa.gov.it/reqistri-e-piani-terapeutici1
Pescara, 11-12 ottobre 2024

- aggiornato al 21 Maggio 2024
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THE BEGINNING OF IT ALL

Table 1, MORTALITY FOLLOWING S-180 IMPLAKTATION,

GENE TRANSFER INTO HUMANS — IMMUNOTHERAPY OF PATIENTS WITH ADVANCED

Days between B.C.G. infection and tumour MELANOMA, USING TUMOR-INFILTRATING LYMPHOCYTES MODIFIED BY RETROVIRAL
‘ incoulation GENE TRANSDUCTION
Controls .. L |7 1 | 19 2 67 STEVEN A. RoseNBERG, M.D., Pu.D., PauL AeBersorLp, Pu.D., KENNETH CORNETTA, M.D.,
68/79t .. | 13/15 ? 3/12 0/12 ] 8/30 0/8 u/o ATtTtaN Kasip, Pu.D., RicHARD A. MoRrcGaN, Pu.D., RoBerT MoEN, M.D., EvELYN M. KaArson, Pu.D., M.D,,
MicHAEL T. LoTtze, M.D., James C. Yang, M.D., Suzanne L. ToparLian, M.D.; Maria J. MeriNo, M.D.,
t mortality/number per group. KenNETH CULVER, M.D., A. Dusty MILLER, PH.D., R. MicHAEL BLAESE, M.D.,

AND W. FrReNcH ANDERsSON, M.D.

20—

ntrol Mi
Control Mice BCG Infected

16—
Proc. Natl. Acad. Sci. USA

Vol. 86, pp. 10024-10028, December 1989

12 Immunology

Expression of immunoglobulin-T-cell receptor chimeric molecules
as functional receptors with antibody-type specificity
(chimeric genes/antibody variable region)
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GIDEON GRoss, Tova WAKS, AND ZELIG ESHHAR*

& Department of Chemical Immunology, The Weizmann Institute of Science, Rehovot 76100, Israel
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Communicated by Michael Sela, July 13, 1989 (received for review June 18, 1989)

Days post ascites inoculation

g 1.

Old JL, Nature 1959; 184: 291-292

Pescara, 11-12 ottobre 2024 1989
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THE FOLLOWING STEPS

Product

Structure of CAR construct
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ciloleucel
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B cell lymphoma
and leukaemia

Transmembrane
Domain

CD3zeta

Lisocabtagene
i maraleucel

Tisagenlecleucel Anti-CD19 H

Bruno B, Haematologica 2021

Antigen-binding Hinge Transmembrane Co-stimulatory T cell activation
domain region region domain domain
Anti-CD19 CD28 CD28 CD28 CD3C
Anti-CD19 CD28 CD28 CD28 CD3C
CD8a I_‘ CD8a H 4-1BB H CD3C
Anti-CD19 H lgG4 H CD28 H 4-1BB H CD3C

Pescara, 11-12 ottobre 2024

Cappell KM, Kochenderfer JN. Nat Rev Clin Onc 2023

Bell M Gottschalk S, Front Immun 2021
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THE UNMET NEED

Probability of Survival

0.75+

0.50

—— Time to progression

0254  —— Progression-free survival

—— Overall survival

0.00 T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10
Years
R-CHOP 1L

(...same with PolaV-R-CHP?)

Sehn L Salles G, NEJM 2021,;384:842-858

Survival Distribution Function ™

of L.YMPHOMA
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Gisselbrecht C, JCO. 2010; 28(27): 4184-4190

Pescara, 11-12 ottobre 2024
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== CR >12 months
== CR <12 months, PR, SD, or PD
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P<.0001
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o

6 12 18 24 30 36
Time since randomization (months)

o

Median
1.0 Events/N (Months)

0.9 === Primary refractory 143/179 74
2 0.8 - === Refractory to second-line or later-line ~ 261/306 6.1
0.7 === Relapsed <12 mo post-ASCT 101/118 6.2

0.6 1
0.5:9
0.4 4
0.3 1
0.2 -
0.1
0.0 4

Event-free probabili

0 20 40 60 80 100 120 140 160 180

van Imhoff GW, JCO 2017;35(5):544-551.
Crump M, Blood 2017; 130(16): 1800-1808
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CART 2L. STUDY DESIGN OF 3 RCTs

Stratified by:

-1L refractory vs relapsed

KEY ELIGIBILITY CRITERIA:
Patients >18 yr
LBCL

ECOG PS 0-1,
R/R disease <12 mo since 1L EoT
HDT-ASCT ELIGIBILITY

GOOD ORGAN FUNCTION

2° CNS INVOLVEMENT ALLOWED®

FL,3b%% PMBCL%%

£= BELINDA
¥= TRANSFORM

Locke F, NEJM 2022;386(7):640-54

-2L aalPl
-Region*

I

#Bridging:

-ZUMA-7: optional, only corticosteroids allowed (no CIT)
-BELINDA: CIT allowed

-TRANSFORM: CIT allowed

LDT*
-> CAR T-cells

BRIDGE#
SoC*

(platinum-based CIT)

CR/PR

d

No
CR/PR

29 salvage allowed @y

*SoC included R-GDP, R-DHAP, R-ICE
(and also R-ESHAP in ZUMA-7)

*LDT differs according to specific CAR T product

INITIAL RESPONSE
ASSESSMENT

-ZUMA-7: D50 & D100
HDT-ASCT

Crossover g

-BELINDA: wb & w12

-TRANSFORM: w9 & w18

|/ Off-protocol Tx#

1 Over 50% received
subsequent CART

PRIMARY ENDPOINT: EFS

...Different definitions in each trial

Kamdar M, Lancet. 2022 399(10343) 2294-2308

Westin JR, NEJM 2023;389(2):148-157

Pescara, 11-12 ottobre 2024

Abramson JS, Blood 2023;141(14):1675-1684
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CAR-T 2L Ph.3 TRIALS_EFS

LUMA-7

BELINDA

TRANSFORM

Axi-cel Tisa-cel Liso-cel
B Event-free Survival Event-free Survival
100- Median Event-free  Stratified Hazard Event-free £ 100~ 55
90 Survival (95% CI)  Ratio (95% C) Survival Estimate S HR for event or death Median Event-free Survival - + Censored
LYr 21 3Yr 4Yr = 907 (tisagenlecleucel vs. standard care), (95% Cl1) g 09 Stratified HR, 0.356; 95% Cl, 0.243-0.522
804 months percent S 30 1.07 (95% Cl, 0.82 to 1.40) 3.0 mo (3.0 to 3.5) ® s
0 . oo © :
2 904 Axi-cel 108 (5.0-25.5) ’ 9 M40 5 el P=0.61 3.0 mo (2.9 to 4.2) =
3 K StandardCare 23 (17-31) 020305 90 49 9 A 3 07 1
S 607 = 60 =
.?5 < S 0.6 -
|~ w wv)
g ¥ 2 504 £ 054
£ 40 K] 2 Liso-cel: median (95% Cl), NR (9.5-NR)
g 40 S 40 =
o kS T 0.4 -
§ 30 % 30 B 934
B Standard care s
20 : ' H gn 204 T B e e £ 0.2 1
104 Stndardcare = 2 —A =3 SOC: median (95% Cl), 2.4 mo (2.2-4.9)
o 7] S 0.1
I~ Tisagenlecleucel a
0 T E T T I T T T T T T T T T T T | T T T T T ) T T T T 1 g O T T T T T T T T 1 O O -
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 0 2 4 6 8 0 12 1 16 18 20 22 : —rTrTrrrrrrrrr T T T T T T
Months Months 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at Risk Time from randomization, months
Axi-cel 180 165 111 98 97 92 89 87 81 79 77 75 75 71 71 69 66 65 62 53 51 44 31 28 21 7 7 3 O No. at risk
Standardcare 179 92 61 47 43 35 33 32 31 31 31 31 31 30 30 30 30 29 29 25 23 18 10 10 8 4 4 0 SOC 92 66 39 32 27 22 19 19 19 12 12 10 3 2 2 2 2 O
Liso-cel 92 87 76 62 59 55 52 48 45 24 20 177 5 3 3 3 3 0
EFS-event ZUMA-7 BELINDA TRANSFORM
PD X X (@/after w12) X
<PR as best by w21 (D150) X (@/after w12) by w9
DEATH X X
New treatment @/after w12 X

Locke F, NEJM 2022;386(7):640-54

Pescara, 11-12 ottobre 2024

Kamdar M, Lancet. 2022 399(10343) 2294-2308

Westin JR, NEJM 2023;389(2):148-157

Abramson JS, Blood 2023;141(14):1675-1684
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CAR-T 2L Ph.3 TRIALS_OS

LUMA-7 BELINDA TRANSFORM

Axi-cel Tisa-cel Liso-cel

Median Overall ~ Stratified Hazard Stratified
Survival (95% Cl) ~ Ratio (95%Cl) ~ PValue  Overall Survival Estimate

2% 3 4w 1004 1.0 4 + Censored

e months percent 0.9 - Stratified HR, 0.724; 95% Cl, 0.443-1.183;

%0 Micd  NRQIG-NE (oo o oo % R %5 ] . _ P=.0987

i StandardCare 311 (171-Ng) 0T O30%) 0B g g g 80 0.8 - Liso-cel: median (95% CI), NR (29.5-NR)
S 701 8 1 2 0.7 -~
g g =
T 601 Axi-cel % 804 cCensoring times I A g 0.6 ~
3 5 7}
5 50 9 1 Tisagenlecleucel arm (N=162) —H— £ g 0.5
@ = SOC arm (N=160) —A- 2 )
T 40 £ 404 s 0.4 4 SOC: median (95% Cl), 29.9 mo (17.9-NR)
$ Standard care E Number of events (n) =
0 1304 o 1 Tisagenlecleucel arm: 52 & 0.3 -

o SOC arm: 45
204 20 0.2 4
Kaplan-Meier medians
104 71 Tisagenlecleucel arm: 16.9 months (95% CI, 11.14-NE) 0.1 4
SOC arm: 15.3 months (95% CI, 12.32-NE)
0 T T T T T T T T T T T T T T T T % T T T T T T T T T T T T T 1 0 T T T T T T T T T T T T T T T T T T T T T T O o -
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 0 2 4 6 8 10 12 14 16 18 20 : rrr+rrrrrrrrrrrrrrr1
Months xof patients st f isk Time (months) 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36
nlecleucel arm 162 158 129 95 67 43 36 2 10 3 1 . "
Risk m 160 152 129 101 75 54 41 26 12 5 2 Time from randomization, months
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 0 No. at risk

rd care 179 176 163 149 134 121 111106 101 98 91 89 83 87 87 85 83 81 79 78 73 63 51 41 31 19 14 7 4 1 0 '

SOC 92 88 81 79 74 66 62 60 58 41 30 21 151210 5 3 1 1
Liso-cel 92 92 88 84 81 78 74 68 63 433430161310 7 5 1 0

s GBI 2 o ) A Pescara, 11-12 ottobre 2024 Kamdar M, Lancet. 2022 399(10343) 2294-2308

Westin JR, NEIM 2023;389(2):148-157 Abramson JS, Blood 2023;141(14):1675-1684
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CAR-T 2L Ph.3 TRIALS_SAFETY AND AEs

ZUMA-7 Belinda Transform

Axi-cel SOC Tisa-cel SOC Liso-cel

CRS, any grade (% _—_—_—

CRS, grade =3 (%)
Neurologic toxicity, any grade (%)

Neurologic toxicity, grade =3 (%)

Tocilizumab use (%)

Corticosteroid usage for toxicity 24 — 10 — 17 —
management (%)

Anemia, grade =3 (%) 30 39 33 58 49 49

Thrombocytopenia, grade =3 (%) 15 57 32 48 49 64

Neutropenia, grade =3 (%) 69 41 40 39 80 51

Febrile neutropenia, grade =3 (%) 2 27 13 25 15 24

Fatigue, any grade (%) 42 524 24 31 39 38

Nausea, any grade (%) 41 69 41 49 53 57

Westin JR Sehn LH, Blood 2022;139(18):2737-2746. Pescara, 11-12 ottobre 2024



The young side of | YMPHOMA gli under 40 a confronto
CAR-T 2L Ph.3 TRIALS_WHAT DID DRIVE THE DIFFERENCE?

study design
-EFS survival definition
-Bridging therapy usage & biased pt populations

CAR T cell products

Other factors (LDT? Vein-to-vein time?)
-HUGE Vein-to-Vein time in BELINDA (+23 days vs ZUMA-7; +16 vs TRANSFORM)

 a combination of factors

Perales MA, TcT 2022; 28:546-559 Pescara, 11-12 ottobre 2024
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THE PRODUCTS

[KTE-C19] [CTL-019] [JCAR-017]

gli under 40 a confronto

[KTE-X19]

Axicabtagene Tisagen- Lisocabtagene Brexucabtagene

Ciloleucel lecleucel Maraleucel

Anti—CD19-CD28-CD28- Anti—-CD19-CD8a-CD8a- Anti—CD19-1gG4-CD28-

Autoleucel

CD28-CD3z 41BB-CD3z 41BB-CD3z
Construct
EGFRt
T-cell selection CD4/CD8 =1
Transduction Viral - retrovirus Viral - lentivirus Viral - lentivirus
Dose 2 x 10%/kg (max 2 x 108) 0.6to 6.0 x 108 1x 108
LDT (mg/m2) Flu/Cy 30/500x 3 days | 'W/CY25/250x3days, o\ e 30/300 % 3 days | Flu/Cy 30/500 x 3 days

or Benda 90 x 2 days

Locke F, NEJM 2022;386(7):640-54

Westin JR, NEIM 2023;389(2):148-157 Pesca ra, 1 1 i 1 2 otto bre 2024

Bishop MR, NEJM 2022;386(7):629-639
Kamdar M, Lancet. 2022;399(10343):2294-2308
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CAR-T 2L_FRENCH REAL-LIFE

PFS since CAR-T infusion

1.0 + Censored [ 95% Confidence Limits
2
€ 06
Q
=
o
g
s 0.4 -
3
(%)
0.2+
0.0 -
201 75 26 0
0 3 6 9
PFS since 1st administration (months)
No. of Subjects Event Censored Median Survival (95%CL)
201 27.9% (56) 72.1% (145) 6.1 (5.3 ; NA)

Pescara, 11-12 ottobre 2024 Brisou G, oral presentation
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CAR-T 2L Ph.3 TRIALS_UNANSWERED QUESTIONS

Where to expect the highest benefit compared to CIT/ASCT?
Where to expect the lowest benefit compared to CIT/ASCT?

-Are CART superior to AutoHSCT even for chemosensitive relapse”
..e. For patient achieving PR/CR after bridge, what is the optimal treatment?

Pescara, 11-12 ottobre 2024
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2L ASCT OUTCOME IN HIGH-RISK EARLY FAILURE

L Hazard Ratio for Event or Death
Subgroup Axi-cel  Standard Care (95% CI)
no. of patients with event/total no.
Overall 108/180 144/179 o+ : 0.40 (0.31-0.51)
Response to first-line therapy at randomization E
Primary refractory disease 85/133 106/131 H 0.43 (0.32-0.57)
’ 0_‘-] Relapse <12 mo after initiation or completion 23/47 38/48 —— E 0.34 (0.20-0.58)
' C Ultra-high risk features: COllel ot i) :
b 2 i Second-line age-adjusted IPI H
' Primary progression Oorl 54/98 73/100 e | 0.41 (0.28-0.58)
oo MYC(+) 2or3 54/82 71/79 —e— ! 0.39 (0.27-0.56)
) s 2 Prognostic marker according to central laboratory H
. Interm. high/High NCCN-IPI HGBL, double- or triple-hit 15/31 21/25 —— | 0.28 (0.14-0.59)
'. * Double-expressor lymphoma 35/57 50/62 ——i i 0.42 (0.27-0.67)
L] - - N - -
’ . A Disease type according to central laboratory !
N o6 |¢, et < DLBCL 79/126 95/120 e | 0.44 (0.32-0.60)
Ll_ : \ HGBL, including rearrangement of MYC with BCL2 or BCLG or both  15/31 21/26 —— | 0.28 (0.14-0.59)
L) '
o % i i Ao . 0 0.01 01 02 05 10 20 50
] RSP, Axi-cel Better Standard Care Better
) R S ————
L]
.
esvaapsuaia wee 1 8
Liso-cel group SOC group Stratified HR
02 Events/patients (%) Events/patients (%) (95% C1)
2-3 SAAIPI |
oorl 16/56 (29%) 32/55 (58%) —— | 0-30 (0-16-0-55)
P<0.001 20r3 19/36 (53%) 31/37 (84%) —— 0-40(0-23-0-72)
00+ : 4 < 5 . < Previous response status :
0 2 a0 @ 80 100 Refractory 30/67 (45%) 52/68 (76%) — : 035 (0-22-0-55)
Months Relapse to last previous therapy 5/25 (20%) 11/24 (46%) — eo—— 0-34 (0-12-1-00)
NHL type !
FEATU R E H R ( PFS) Val ue DLBCL 21/60 (35%) 36/57 (63%) —— 0-36 (0-20-0-63)
p HGBCL 14/22 (64%) 19/21 (90%) ———| 0-41(0-19-0-90)
o H DLBCL subtype based on cell of origin ;
1° progressive (vs early relapse) 2.46 0.01 w2003 E— 035015062
- - - ABC, non-GCB 7121 (33%) 22/29 (76%) ——— 048 (0-20-1-16)
NCCN-IPI inter-high/high (vs low) 3.16 0.04 i B Bk
+“— —>
MYC‘R (VS no MYC‘R) 352 0002 Favours liso-cel  Favours SOC

Locke F, NEJM 2022;386(7):640-54
Costa LJ, Am J Hematol 2017;92(2):161-170 Pescara, 11-12 ottobre 2024 Kamdar M, Lancet. 2022;399(10343):2294-2308
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The young side of | YMPHOMA
2L ASCT OUTCOME FOR CHEMOSENSITIVE SALVAGE

= Late Failure (n=214)

- -
N

-
Rl .

Early Failure (n=297)
(PD/SD/Rel <12 mo since Dx)

—

p=0.87

-

bl il VI

Disease progression

Years 0

# at Risk

Stable Disease 45
Disease Prog. 124

24 22 18 12
64 55 51 37

Bal S, TcT 2021;27(1):55.e1-55.e7
Hamadani M, BBMT 2014; 20(11):1729-36

100

80

60

40

Duration of Response (%)

204

ZUMA-7
DoR

gli under 40 a confronto

Median DOR Stratified HR

(95% Cl), mo (95% Cl)
Axi-cel (n=150) 26.9 (13.6-NE)  0.763 (0.488-1.108)
SOC (n=90) 8.9 (5.7-NE)

No. at Risk
Axi-cel 150 142 108 99 95 94 93
soc 90 68 54 50 43 41 37

Pescara, 11-12 ottobre 2024

Time Since First Objective Response, Months

91 8 86 8 8 8 78 74 73 66 56 51 46 39 35 26 13 12 12 12 11 7
34 31 30 30 27 27 25 25 25 25 21 20 19 13 10 9 8 7 7 6 6 5

Locke F, NEJM 2022;386:640-54 (Suppl.)

1
1

0
1

1
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7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33
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2. CART PREDICTORS

IMMUNOSUPPRESSIVE
TME

EFS by median of il and by axi-cel and SOC arms

100 4

EFS (%)

40

i1 high Sillow Aicel Sl socsi
(axicel versus SOC)  (axi-cel versus SOC)  (high versus ow)  (high verus low)
Unsuratified HR 052 0253 1785 .79
(95%C) (0.362,0.819) (0161, 0.395) (40,2797)  (0540,1180)
Uneratfied 0.0030 17010 o014 02577

No. at risk
Axi-cel, Sil high
Axi-cel, Sil low,
S0C, Sil high
50C, il low

st

2

ES
a8

1

5 6 7 8 9 10 T 12 138 14 15 16 17 18 19 20 21 22 23 24

Time (months)
33 @ 31 30 20 28 28 28 27 26 23 2 A 19 7 U
46 44 44 44 43 42 40 40 40 40 39 38 38 34 30 28

22 20 18 %6 13 13 13 12 12 12 W 7 N 10 10 10 9 7 6 6
5 138 2 10 8 8 7 7 5 5 5 5 5 5 3 2 2 1 1 0

ZUMA-7 | Axicel

Locke F, NEJM 2022;386(7):640-54

25

S

31 32 33 34

°

Overall Survival, %

o
o

B @ ®
o o o

N
=]

o

CAR PEAK

ZUMA-7 | Axicel

Median OS
(95% Cl), mo

>Median peak (n=81) | NR (28.3-NE)
<Median peak (n=82) | NR (25.5-NE)

CAR T-cell levels smedian

091 (0.57-15)

iR

CAR T-cell levels >median

No. of patients still at risk

— T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24
Months

100+ Kaplan-Meier medians (95% CI)
> <3254 8: 1.446 (1.183-1.708)
= 80 >3254 8: 3 647 (2.858-4.862)
3 Missing/flagged: 0.953 (0.329-1.216)
o 60
Q
3 i
2 40
oy
c
Q 20+ LH
w \ ——t }
0 + Censored *

T T T T T T T T T T T T T T T T T
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
)

Time (months) since first Tisagenlecleucel infusion

32548 70 53 22 21 15 1M 8 7 6 5 5 3 1 1 1 1 0
>325648 69 61 37 32 20 14 12 12 8 8 4 0

Missing/flagged 16 5 1 0

C o — <3254.8 (N=59/70)  ——— >3254.8 (n/N=39/69)

BELINDA / Tisacel

----- Missing/flagged (n/N=14/16)

Pescara, 11-12 ottobre 2024

T T T T T T T T T T T T T T T T
26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60

Probability of BOR of CR/PR post-infusion

Dz STATUS @INFUSION

1.00

0.75

4+ o HBHEHOO HdHHHH ofoodebHHor  +

0.50

0.25

0.00 1 00— CO-MACORMH4DHHOP 10 00— cHO— 040
1 1 1
0 2 4 6

Total Tisagenlecleucel Cell Dose (108 cells)

BOR pre-infusion
CR/PR SD/PD
Probability of | Observed + o
response model predicted | mmmm==
postinfusion | 9505 C |

BELINDA / Tisacel

Bishop MR, NEJM 2022;386(7):629-639

Locke F, Nat Med 2024;30(2):507-518
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oL CART PREDICTORS (2)

LDH

b H elevated LDH normal Axi-cel LDH SOC LDH
(aygcel versus (axi-cel versus (elevated versus (elevated versus
C) SOC) normal) normal)
Unstratified HR 0.3 0.496 1.108 1.556
(95% Cl) (0.228, 0. ) (0.333, 0.739) (0.745, 1.648) (1102, 2.195)
Unstratified 250x10™" 0.0006 0.6132 0.0119
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Time (months)
No. at risk

Axi-cel, LDH elevated 92 88 55 45 44 43 42 41 39 35 26 21 12
Axi-cel, LDHnormal 78 73 50 46 46 43 42 40 34 31 25 18 14
SOC, LDHelevated 90 38 24 20 177 1 10 9 8 7 4 1 1
SOC,LDHnormal 78 46 29 25 21 21 19 18 17 17 16 1 8
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CT scan SPD

a h SPD low Axi-cel SPD SOC SPD
s SOC) (axi-cel versus SOC)  (high versus low) (high versus low)
Unstratified HR 0.291 0.484 0.930 1.516
(95% CI) (0.198, 0.430) (0.329, 0.712) (0.617,1.400) (1.065, 2.159)
Unstratified 474%10™ 0.0002 0.7265 0.0210
P value
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Time (months)
No. at risk

Axi-cel, SPDhigh 79 78 48 42 41 40 39 38 37 33 22 17 8
Axi-cel, SPDlow 79 74 51 43 43 40 39 37 31 29 25 20 17
SOC,SPDhigh 75 32 16 14 13 10 9 8 7 7 5 3 3
SOC,SPDlow 75 44 32 26 20 18 16 15 14 13 11 8 5
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PFS (%)

80 4

20 4

+ Censored

MTV

Unstratified HR (95% Cl) Unstratified P value

MTV high (Axi-cel vs Standard care):  0.523 (0.357, 0.765) <.001
MTV low (Axi-cel vs Standard care):  0.501 (0.324, 0.773) <.01
Axi-cel MTV (high vs low):  1.660 (1.097, 2.513) 02
Standard care MTV (high vs low):  1.635 (1.098, 2.433) 02
— Axi-cel, MTV high

— Axi-cel, MTV low
—— Standard care, MTV high
— Standard care, MTV low
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