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CAR-T for DLBCL: from second-line clinical trials to RWD @

* Brief review of the randomized clinical trials in 2" line
* Impact of Race and Ethnicity on CAR-T outcomes
 Tumor burden and its impact on CAR-T outcomes in 2" line (MTV)

* Tumor features and their impact on CAR-T outcomes in 2" |ine
(Tumor immune contexture, CD19, myeloid cells, and Sli)




Randomized controlled trials

leading to 2"9 line indication of
CAR-T for DLBCL




ZUMA-7. EFS improved with axi-cel compared to prior SOC

mEU: Phase 3, randomised, multicentre trial of axi-cel vs.
24.9 months SoC (ASCT) as 2L treatment in patients with R/R LBCL (N=359)
100 - Primary endpoint EFS: Axi-cel (n=180) vs. SoC (n=179)
80 - 8.3 months 41%
median EFS 2-year EFS rate
’\3 (95% Cl=4.5, 15.8) (95% CI=33, 48)
< 60
(0))]
L
W40 - b
Axi-cel
2.0 months 16%
20 7 median EFS 2-year EFS rate - " i + SOC
(95% CI=1.6, 2.8) (95% CI=11, 22) HR 0.4 (95% CI=0.31, 0.51); p<0.001
Stratified hazard ratio for event or death, two-sided log-rank test
O | | | | | | | | | | | | | | | | | | | | | | | | | | | | | |

o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time (months)

N at risk
Axi-cel 180 163 106 92 91 87 85 82 74 67 52 40 26 12 12 6
SoC 179 86 54 45 38 32 29 27 25 24 20 12 9 7 6 3 1 0

Axi-cel demonstrated 2-year Event Free Survival rate of 41% in patients with
R/R DLBCL showing statistical significance over SoC arm

Locke FL, etal. N Engl J Med 2022; 386:640—-654.




ZUMA-7: Axi-cel improved OS compared to prior SOC

OS: Axi-cel (n=180) vs. SoC (n=179)}
mFU: . _ _ 27%
47 2 months Stratified hazard ratio for death, one-sided log-rank test _ _
: HR 0.726 (95% CI=0.540, 0.977); p=0.0168 reduction in
100 risk of death
80 NR 54.6%
median OS 4-year OS rate
S 60- Axi-cel
n
O 40-
i 31.1 months 46.0%
20 :
median OS 4-year OS rate
0 1 | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | |
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 58 60 6

N at risk Time (months)

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 0
SoC 179 176 163 149 134 121 111 106 101 98 91 89 88 87 87 8 83 81 79 78 73 63 51 41 31 19 14 7 4

Axi-cel demonstrated 54.6% 4-year OS rate,

Westin JR, et al. ASCO 2023 (LBAL07) }l;lltlgvraﬁzlan OS not reached at 47.2 months’ median
Westin JR, et al. NEJM 2023.
W




TRANSFORM: EFS improved with liso-cel compared to prior SOC
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Time from randomization, months Time from randomization, months
No. at risk No. at risk

SOC 92 66 39 32 27 22 19 19 19 1212 10 3 2 2 2 2 O
Liso-cel 92 87 76 62 59 55 52 48 45 24 2017 5 3 3 3 3 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 43 34 3016 1310 7 5 1 O

Abramson J, et al. Blood 2023. ﬂ
\



Impact of Race and Ethnicity on
CAR-T outcomes




In the US, there is underrepresentation of minoritized @)
patients that receive axi-cel for LBCL

M Actual Enroliment in the ZUMA Trials B Clinical Trial Settings
M Real-world Settings
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Goldfinger M, et al. ASH 2022. #4284.
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In the US, underrepresentation cannot be explained by @)
proximity to treatment center

Figure 2. Populations Within 50 Miles of Any Commercial ATC?
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Treatment Location and Incidence of Hispanic and Black DLBCL ()
patients on ZUMA trials or in CIBMTR Real World Registry |

Hispanic patients Non-Hispanic Black patients
(11.8%, n = 152 from CIBMTR; (5.3%, n = 68 from CIBMTR;
10.5%, n = 19 from ZUMA-1, n = 10 from ZUMA-7) 5.5%, n = 5 from ZUMA-1 and n = 10 from ZUMA-7)
Enrollment Type Enrollment Type
H\L\A ® RWE H\\A ® RWE
\ ® Trial ® Trial
. : 3 Number of
. Patients Enrolled ’ E;:;?tesr I?::rolled
*5
. . 10 .2
5 ® 15 e 3
® 20
® 25 : f;'
®6
®7
Locke FL, et al. Blood 2024. Jun 27;143(26):2722-273A4. .




Axi-cel treatment likelihood appears to differ between ZUMA @)
trials and SOC for Hispanic and Black DLBCL patients

Hispanic patients Non-Hispanic Black patients
(11.8%, n = 152 from CIBMTR; (5.3%, n = 68 from CIBMTR;
10.5%, n = 19 from ZUMA-1, n = 10 from ZUMA-7) 5.5%, n = 5 from ZUMA-1 and n = 10 from ZUMA-7)
Enrollment Type Enrollment Type
M ® RWE M\\A ® RWE
Trial Trial
! Number of . : Number of
Patients Enrolled Patients Enrolled
e 5 C 1

® 10
® 15
® 20
® 25

00 00 0 o
NO-O0O RN

Enrollment Type

® RWE
® Trial

Locke FL, et al. Blood 2024. Jun 27;143(26):2722-2734. >
o




Race and ethnicity have some association with axi-cel efficacy )

and safety outcomes

ORRP
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Locke FL, et al. Blood 2024. Jun 27;143(26):2722-2734.
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Tumor burden and its impact on

CAR-T outcomes in the 2" |line
(MTV)
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3'“ or later line: High LDH and ECOG PS Associated With Lower @
Durable Response Rates

Elevated LDH ECOG 2 +
1.0 1.0
— ECOG PS 0-1 (E/N = 113/231)
— 0.8 08 — ECOG PS 2-4 (E/N = 36/44)
F =07
= 0.6 < 0.6 -
P | i -
= =
|- | —
204 204 -
7e] 7e)
o a
0 0.2 4 m— | DH narmal (E/N = 39/106) 0.2 -
= L DH abnormally high (E/N = 101/152}
I 1 1} 1 1 | 1 1 1 I I I 1 I
0 3 3] 9 12 15 18 21 0 3 B 9 12 15 18 21
Time (months) Time (months)
Mo. at risk: Mo. at risk:
LDH normal 106 gt 72 &2 a8 24 4 0 ECOGPS0-1 231 172 137 115 82 31 6 0
LDH abnormally 152 100 70 53 32 7 3 0 ECOGPS 2-4 44 25 14 9 5 3 1 0

hinh

g (/.S. CAR-T Lymphoma
O ymp

Nastoupil, Jain. JCO. 2020;38:3119. =+ CONSORTIUM
o e




ZUMA-7: LDH is not associated with EFS after axi-cel

LDH elevated LDH normal Axi-cel LDH SOC LDH
(axi-cel versus (axi-cel versus (elevated versus (elevated versus
SOC) SOC) normal) normal)
Unstratified HR 0.324 0.496 1.108 1.556
(95% Cl) (0.228, 0.459) (0.333, 0.739) (0.745, 1.648) (1.102, 2.195)
Unstratified 2.50%10™° 0.0006 0.6132 0.019
P value
100 -~
80 -
g 60 -
w
L
w40 -
20 A
O .
O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time (months)
No. at risk

Axi-cel, LDH elevated 92 88 55 45 44 43 42 41 39 35 26 21 12 4 4 2
Axi-cel, LDH normal 78 73 b0 46 46 43 42 40 34 31 256 18 14 8 8 4
SOC, LDH elevated 90 38 24 20 17 1M 10 9 8 7 4 1 1 1 1 1
SOC, LDH normal 78 46 29 25 21 21 19 18 17 17 16 1N 8 6 5 2 1 0
Locke F, et al, Nature Medicine 2024. i




ZUMA-7: LDH is not associated with EFS after axi-cel (¥)

LDH elevated LDH normal Axi-cel LDH SOC LDH
(axi-cel versus (axi-cel versus (elevated versus (elevated versus
SOC) SOC) normal) normal)
Unstratified HR 0.324 0.496 1.108 1.556
(95% Cl) (0.228, 0.459) (0.333, 0.739) (0.745, 1.648) (1.102, 2.195)
Unstratified 2.50%10™° 0.0006 0.6132 0.019
P value "
Wilcoxon P=5.7x10
100 -~ °
80 - 3,000 .
= N N
3 60 1 =) : DA I
E’}i T 1,000 — 0".,:. .
w a) e *°
L — o _®gq0, ®
Ll 40 4 o ® .o
*
300 + " .,
c: ‘ : %
20 i .'.‘ []
t —H——0 t 100 - | ° |
0 1 ZUMA-7 ZUMA-1
e e e axi-cel arm Cohorts 1+2
O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 n=170 n =101
Time (months)
No. at risk
Axi-cel, LDH elevated 92 88 55 45 44 43 42 41 39 35 26 21 12 4 4 2
Axi-cel, LDHnormal 78 73 50 46 46 43 42 40 34 31 25 18 14 8 8 4
SOC, LDHelevated 90 38 24 20 17 1 10 9 8 7 4 1 1 1 1 1
SOC,LDHnormal 78 46 29 25 21 21 19 18 17 17 16 1N 8 6 5 2 1 0
Locke F, et al, Nature Medicine 2024. 18




ZUMA-7: CT scan SPD is not associated with EFS after axi-cel (F'D

SPD high SPD low Axi-cel SPD SOC SPD
(axi-cel versus SOC) (axi-cel versus SOC)  (high versus low) (high versus low)
Unstratified HR 0.291 0.484 0.930 1.516
(95% Cl) (0.198, 0.430) (0.329, 0.712) (0.617, 1.400) (1.065, 2.159)
Unstratified 4.74x10™° 0.0002 0.7265 0.0210
P value
100 H
80 -
g 60 -
w
L
Y40
20 A } —H =t i
O -
O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time (months)
No. at risk

Axi-cel, SPD high 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

W W~ o,
WK O
=N RN

Locke F, et al, Nature Medicine 2024. o




ZUMA-7: CT scan SPD is not associated with EFS after axi-cel

SPD high SPD low Axi-cel SPD SOC SPD
(axi-cel versus SOC) (axi-cel versus SOC)  (high versus low) (high versus low)
Unstratified HR 0.291 0.484 0.930 1.516
(95% Cl) (0.198, 0.430) (0.329, 0.712) (0.617, 1.400) (1.065, 2.159)
Unstratified 4.74x10™° 0.0002 0.7265 0.0210
P value
100 H
80 -
¢ 60 -
e
w
L
Y40
20 A } —H—H— i
O -
T T T T T T T T T T T T T T T T T T
O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time (months)
No. at risk
Axi-cel, SPD high 79 78 48 42 41 40 39 38 37 33 22 17 8 5 5 2
Axi-cel, SPDlow 79 74 51 43 43 40 39 37 31 29 25 20 17 7 7 4
SOC, SPD high 75 32 16 14 13 10 9 8 7 7 5 3 3 3 2 2 1 0
SOC, SPD low 75 44 32 26 20 18 16 15 14 13 1 8 5 3 3 1

Locke F, et al, Nature Medicine 2024.
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Moffitt RWE 3™ or later line: Higher Metabolic Tumor Volume ™
(MTV) associates with lower durable response rates |

Low MTV

30 - High MTV

Progression free survival probability (%)

0 10 20 30 40 50 60
Time (months)

Dean E, et al, Blood Advances 2020

21




ZUMA-7: MTV provides granular information about tumor ™
burden not captured by CT scan or LDH

n = 307; Spearman correlation, 0.522 , n = 340; Spearman correlation, 0.450
(95% Cl, 0.436-0.599); e 0 (95% Cl, 0.361-0.531);
10,000 { P <.001 A YR P <.001 T
' : oo’ 1,000 - .
3 . * .
£ )
= 5
<> 1000 - . L 300 A1
j e —
E E
= &
100 -
100 A
1 100 10,000
MTV (mL)
Locke F, et al, Blood. 2024. -




ZUMA-7: MTV is associated with EFS after axi-cel (T

Unstratified HR (95% Cl) Unstratified P value

MTV high (Axi-cel vs Standard care):  0.417 (0.293, 0.592) <.001
100 - MTV low (Axi-cel vs Standard care):  0.421 (0.286, 0.619) <.001
Axi-cel MTV (high vs low):  1.448 (0.980, 2.139) .06
Standard care MTV (high vs low):  1.486 (1.055, 2.093) .02
801 — Axi-cel, MTV high
— Axi-cel, MTV low
60 —— Standard care, MTV high
- — Standard care, MTV low
Iy
0
40
T I :
20 4 : : Hi
+ Censored
0 -

0123 45

2 10111213 141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
Time since randomization (months)

o~ -
~
o =

Patients at risk

Axi-cel, MTV high 87 84 80 71 47 41 38 38 38 37 37 37 37 37 36333232292222181613 9 7 6 6 6 5 4 0
Axi-cel, MTV low 88 88 82 73 58 56 53 53 52 51 49 47 47 454543 414138353028242317 7 6 6 6 5 2 0
Standard care, MTV high 83 71 36 28201816 1515111111111010 9 9 9 8 7 6 5 4 4 4 4 4 4 4 4 3 1 1 10
Standard care, MTV low 82 76 48 41 333229 27 232121191817 1716 161616141413 8 6 5 3 3 2 2 2 0
Locke F, et al, Blood. 2024. s




Tumor features and their impact on CAR-T
outcomes in 2" line

(Tumor immune contexture, CD19, myeloid
cells, and Sll)




ZUMA-1: Survival after CAR T cell therapy is higher in patients with (i.',b
pre-treatment LBCL exhibiting T cell immune infiltration @

JESTETTEE T Immunoscore Immunosign 21
=l = (IHC derived Immune Contexture) (Nanostring derived Immune Contexture) = = =

*‘ G lall 1.00 - log-rank P = 0.045 2, 1.00 - log-rank P = 0.008 o
‘ 5 0.75 - 5 0.75 - -
s S :
= 0.50 1 a 0.50 4
[ -
2= 0.25 - S 0.25 -
- — High = - High
wn ' I Low ) T Low
0 10 20 30 0 10 20 30
Time (months) Time (months)
Patients at risk Patients at risk
High 17 15 13 3 High 19 16 14 3
Low 12 6 6 1 Low 8 2 2 1
Scholler N, et al, Nature Medicine 2022. -




LBCL immune contexture is different depending upon the ™
number of prior lines of therapy @

Kruskal-Wallis P = 0.0068

307 0.023

é 0.54
2 0.004
j— T 1 .“ < ”
g on" Ly ° o : g

- o ————
9 . :.. % * —— e —
% . L] '.. )
® 10 - ° . Pt "t
- a° ®
)
(@) o .o . o
CT] ® ° og o ‘
o4 ' .

| | |
1L 2L 3L
n =86 n=142 n=25
Locke F, et al, Nature Medicine 2024. -




ZUMA-7: LBCL biopsies prior to axi-cel treatment demonstrate that higher B cell v
signature (Nanostring 10360) expression associates with longer EFS and DOR

Associations of NanoString I0360 gene signatures

EFS by B cell signature and by axi-cel and SOC arms
with EFS and DOR in the axi-cel arm

100 B cell high B cell low Axi-cel B cell SOC B cell
0.0002 (axi-cel versus SOC) (axi-cel versus SOC) (high versus low) (high versus low)
2”;‘;"(18 ) ‘. Unstratified HR 0.264 0.533 0.424 1.016
centra
B cells (95% CI) (0.168, 0.415) (0.358, 0.794) (0.269, 0.670)  (0.687, 1.502)
0.0004 @ DOR (central) - 80 - P
nstratine: -9
0.0006 8.56 x10 0.0019 0.0002 0.9374
Shape P value
0.001 © EFS (central)
<> DOR (central) 60 -
0.002 ad ::I_.
w
[
w
0.004 40
0.006
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o 20 -
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006—__'_ NOS2 [-——— = —— — — — — — S mr e T i T o 1 2 3 4 5 6 7 8 9 10 M 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
NK CD56%™ ) Time (months)
0.1 No. at risk
@ Axi-cel, B cell high 7171 70 68 53 51 49 49 49 48 47 47 47 A7 46 42 39 39 33 29 27 24 22 21 16 10 9 9 9 8 5 0
Axi-cel,Bcelllow 63 63 58 48 30 28 26 26 25 24 23 21 21 20 20 20 20 20 20 18 15 13 M w0 7 2 1 1 1 0
0.2 L SOC,Bcellhigh 57 51 28 22 19 18 15 15 12 10 10 0 9 8 8 8 8 8 8 7 6 6 5 5 4 3 3 2 2 2 2 0
LD o £ SOC,Beelllow 65 56 32 27 20 19 18 15 14 1M M1 10 0 9 9 8 8 8 7 6 6 5 3 2 2 2 2 2 2 2 1 1 1 1 0
0.4 - Yo
06 - L o0
e
T T T T T T T T
1.8 1.6 1.4 1.2 1.0 0.8 0.6 0.4
log(Hazard ratio)
Locke F, et al, Nature Medicine 2024. .




ZUMA-7: LBCL biopsies prior to SOC treatment demonstrate that higher Antigen @
Presentation Machinery signature expression associates with longer EFS and DOR @

Associations of NanoString 10360 signatures
with EFS and DOR in the SOC arm

Outcome APM @
0.01 - @ EFS (central)
@ DOR (central)
Shape CD8 T cells
0.02 - © EFS (central)
<> DOR (central)
APM
0.04 -
__________________________________ oc |-
L
8 om0
0.20 P-4
0.40
: > &
060 | © 6 ¢
:,Q
T T T T T T T
1.8 16 1.4 1.2 1.0 0.8 0.6

log(HR)

Locke F, et al, Nature Medicine 2024.

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

100 | APM high APM low Axi-cel APM SOC APM
(axi-cel versus SOC) (axi-cel versus SOC) (high versus low) (high versus low)
Unstratified HR 0.433 0.279 0.807 0.584
(95% CI) (0.279, 0.673) (0.184, 0.423) (0.514, 1.267) (0.393, 0.869)
80 4 Unstratified 0.0002 179%10° 0.3515 0.0080
60 +
S
@«
s e
L
40 — _
1
20 -
O,
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 T
0 1 2 3 4 5 6 7 8 10 5 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
Time (months)
No. at risk
Axi-cel, APM high 61 61 59 53 42 40 37 37 37 35 34 30 28 28 24 22 19 15 13 12 10 6 5 5 5 4 4 0
Axi-cel, APMlow 73 73 69 63 41 39 38 38 37 37 36 32 31 31 29 25 23 22 20 19 13 6 5 5 5 4 1 O
SOC, APM high 67 59 36 33 28 27 25 23 20 17 17 3 13 13 12 10 9 8 7 6 5 4 4 3 3 3 2 1 1T 1 0
SOC,APMlow 55 48 24 16 11 10 8 7 6 4 4 4 4 3 3 8333 33 1 1 1 1 1 1 1 1 1 0
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Moffitt/Miami: Genomic Complexity, identified by pre-treatment LBCL tun@
Whole Genome Sequencing, is associated with worse CAR T cell efficacy

Progression No Progression

)

Genomic drivers —

Chromothripsis

APOBEC

Proportion

SBS18 (ROS)

Del 3p21.31

Genomic drivers +

Double minutes

Months
- Genomic Driver Present

Wild type

Jain M, Ziccheddu B, et al, Blood 2022.




Moffitt RWE: Tumor IFN signaling and suppressive myeloid cells associate with @
poor CAR-T expansion and a failure to achieve durable response following axi-cel

Non-Durable
Durable Responders Responders M-MDSC numbers in
blood before CAR-T

Patients with a Durable Response Patients with No Durable Response
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ZUMA-7: Unsupervised clustering of pre-treatment LBCL gene expression pathways @
(Nanostring 10360) identified a B cell Proliferative Index (BPI) and a Stromal :
Immunosuppressive Index (SIl)
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ZUMA-7: LBCL Nanostring gene set derived Sll gene score associates
with EFS after axi-cel treatment

b EFS by median of Sl and by axi-cel and SOC arms

100 ~ SIl high Sl low Axi-cel SlI s0C sli
(axi-cel versus SOC) (axi-cel versus SOC) (high versus low)  (high versus low)
Unstratified HR 0.542 0.253 1.785 0.798
(95% ClI) (0.362, 0.813) (0.161, 0.395) (1.140, 2.797) (0.540,1.180)
80
Unstratified ,
e valus 0.0030 170x10" 0.0114 0.2577
60 -

EFS (%)
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ZUMA-7: Unfavorable outcomes are associated with the presence of @
both low CD19 expression and high Sll scores :

1 OO . | HR (95% CI) | Pvalue

SlI High (CD19 High vs Low) 0.570 (0.277, 1.172) ‘ 1264

Sil Low (CD19 High vs Low) 0.899 (0.447, 1.809) .7660
CD19 High (SII High vs Low) 1.438 (0.689, 3.004) 3334
80 _ CD19 Low (SlI High vs Low)

2.140 (1.111, 4.124) .0230

Sl Low, CD19 High (n=43)
60 - SIl Low, CD19 Low (n=27)

Event-Free Survival, %

40- _Ll_l_l_Llj: High, CD19 High (n=18)]
20 - SlI High, CD19 Low (n=39)
O | | | | | | | | | | | | | | | | |
O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months
Locke F, et al, Nature Medicine 2024. -




ZUMA-7: Both low CD19 expression and high Sll scores may be @
overcome by a more favorable CAR-T product ‘*

EFS in axi-cel arm by median of CCR7'CD45RA" T cells axi-cel product and baseline EFS in axi-cel arm by median of CCR7'CD45RA" T cells axi-cel product and
CD19 protein (H-Score as assessed by IHC) In tumor median of SlI In tumor
CD19 high CD19 low Sl high Sll low
(CCR7'CDA45RA’ T cells high versus low) (CCR7'CD45RA’ T cells high versus low) (CCR7'CD45RA" high versus low) (CCR7'CDASRA' high versus low)
Unstratified HR 0.856 0.478 Unstratified HR 0.724 0.709
(95% CI) (0.425, 0.721) (0.272, 0.837) (95% ClI) (0.388, 1.350) (0.362,1.391)
Unstratified Unstratified
P value 0.6619 0.0099 pvalue 0.3096 0.3177
100 - 100 A

More stem-like CAR-T cells overcome

More stem-like CAR-T cells overcome low

80 - CD19 expression vs. few stem-like cells 80 - high Sil vs. few stem-like cells
g 60- g 60
w w
L L
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Locke F, et al, Nature Medicine 2024. .
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