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Pattern of Care in DLBCL up to 2023
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ASCT VS CAR-T

All three commercial CAR T-cell products for
DLBCL induced unprecedented complete
remission rates (30% to 50% of CR) in patients
with predominantly chemorefractory DLBCL

The success of ASCT has always
depended on the chemosensitivity
of tumors

50% of R/R DLBCL patients are _ _ o
ineligible to HDT-ASCT Effective and safe even in ASCT ineligible

patients

Who is the non responder patient?
How do we consider partial response?
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PARMA study: relapsed DLBCL

Improved EFS with transplantation

100 Median follow-up 8.3 years
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Diminishing Role of AutoSCT in the Rituximab Era: CORAL study

Survival Distribution Function

HD chemo + autoSCT: all patients

(intent to treat)

Prior rituximab: No (n = 241)

Prior rituximab: Yes (n = 147)

3-year PFS = 29%

P < .0001
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Prognostic factors RR/DLBCL:

Bio-CORAL trial experience

COO influence PFS at relapse according to second-line treatment for DLBCL
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A bioclinical prognostic model using MYC and
BCL2 predicts outcome in relapsed/refractory
diffuse large B-cell lymphoma

IHC Digital GEP FISH
actors HR 95%C1 P HR 95%Cl P HR 95%Cl P
0S
BCL2 Expression 1935  1.016,3.685  0.046 3526 1.945,6392 <0.0001 1.090  0.529,2.243 0.82 s s s
MYC Expression 2636 1.469,4730  0.001 2755  1487,5.104  0.001 2364  0.856, 6.528 0.10 BIOClIn Ical Score that p redlCted
SD/PD to Initial Therapy 3195 1.730,5.882  0.0002 2899 1.605,5236  0.0004 2604 1.176,5.747 0.02
Elevated LDH at Salvage Therapy 3484  1.818,6.667 0.0002 2545 1.441,4505  0.001 2786 1.256,6.173 0.01 ORRI E FS and OS
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CLINICAL TRIALS AND OBSERVATIONS

Outcomes in refractory diffuse large B-cell lymphoma: results from the
international SCHOLAR-1 study

Michael Crump,’ Sattva S. Neelapu,”? Umar Farooq,® Eric Van Den Neste,* John Kuruvilla,’ Jason Westin,? Brian K. Link,>
Annette Hay,' James R. Cerhan,® Liting Zhu,' Sami Boussetta,® Lei Feng,® Matthew J. Maurer,® Lynn Navale,®
Jeff Wiezorek,® William Y. Go,® and Christian Gisselbrecht®

o 1.0 Median

£ 09+ Events/N (Months) 2-yr OS

;g 83: — Primary Refractory  142/181 7.1 24% ORR= 26%
'g 0:6 | = >2nd Line 286/346 6.4 20% CR-rate= 7%
o o5 — Relapse Post-ASCT  87/108 6.4 19%

o 04-

% 0.3-

g 02 ] 1

2 0.1 ' '

0.0 Median OS
0 10 20 30 40 50 60 70 80 90 100 110 120 130 140 6.3 months

Months from Commencement of Salvage Therapy

Outcomes in the modern era for relapsed refractory DLBCL are poor
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CART produced durable remissions patients with r/r DLBCL

Tisa-Ce| PFS from JULIET Axi_cel’ PFS from UMA-1
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Liso-Cel PFS from TRASCEND .
Number at risk
Complete response 136 116 98 85 63 45 31 23 14 : 0
Partial response 50 14 2 2 2 2 2 o
Stable diseaseand 70 3 0
progressive disease
Total 256 133 100 87 65 47 33 23 14 1 ]
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CAR T-cell as Second Line Treatment —ZUMA 7
ZUMA-7: Axicel vs SOC

R/RLBCL .
|<|=359 Axi-Cel (n=180) S
77 sites Conditioning 2
ieibility: ——
Key Eligibility: Chemotherapy + a ~llfes
* Aged 218y = ) -~ c 13
. LBCL 8 Axi-cel e g g
* R/R €12 mo of 1L therapy? E g all 4
* Intended to proceed to E a 2 g
HDT-ASCT s b 2| &
= < Responders S
Stratification: < SOC (n=179) g (CR or PR) =S
. gespozslg to 1l thjra;)tyd o : & 2 Proceed to |z
* Secona-line age-adjuste Cycle1 | Cycle2 '6 =
(oAAPY) Y Y (optons) WA HDT-ASCT
) ) o Investigator-Selected g Nonresponders
_p—v_g_ngN:g::l) Steroid-Only Bridgin, Platinum-Based = Additional
Chemoimmunotherapy® Treatment Off
— Protocol® L 1L |
100 3
| Median EFS (95% CI), mo  24-mo EFS Rate (95% CI), %
~ Axi-cel (N=180) 8.3 (4.5-15.8) 40.5% (33.2-47.7)
g SOC (N=179) 2.0(1.6-2.8) 16.3% (11.1-22.2)
.'Z; 60 HR 0.398 (95% Cl, 0.308-0.514); P<0.0001
3
H]
& 407
$ 10401.
o
>
w204
04 Median follow- -up 24.9 mo
0 2 a 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at Risk
Axi-cel 180 163 106 92 R4 87 8 2 74 67 52 40 26 12 12

soc

179 86 54 as 38 2 29 27 3 24

6
9 7 6 3 1 0

LTFU Assessment

Primary Endpoint
* Event-free survival®
(EFS) by blinded central

Axicel (n=180) SoC (n=179) -

review
Key Secondary 150 (83) 90 (50)
Endpoints
:g’S*R CR 117 (65) 58 (32)
Secondary Endpoints Survival, mo Axicel (n=180) SoC (n=179) HR
« PES
o Median PFS 14.7 37 049
Median OS NR 35.1 0.73

‘ No Protocol-Specified
ossover

« ZUMA-7 met its primary endpoint, demonstrating
statistically significant improvement in efficacy with
axi-cel versus second-line SOC in R/R LBCL ( 4x
median EFS, 2.5x 2-years EFS)

* Nearly 3x the number of patients in the axi-cel arm
received definitive therapy versus the SOC arm
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Baseline Characteristics Were Generally Balanced

Between Axi-Cel and Standard of Care

Characteristic Axi-Cel SOC Overall

n=180 n=179 N=359
Median age (range), years 58 (21-80) 60 (26-81) 59 (21-81)
>65 years, n (%) 51 (28) 58 (32) 109 (30)
Disease stage llI-IV, n (%) 139 (77) 146 (82) 285 (79)

sAAIPI of 2-32, n (%) 82 (46) 79 (44) 161 (45)

Response to 1L therapy?, n (%)
Primary refractory 133 (74) 131 (73) 264 (74)
Relapse <72 mo of 1L therapy 47 (26) 48 (27) 95 (26)

Prognostic marker per central laboratory, n (%)

HGBL (including double-hit lymphomas) 32 (18)° 25 (14) 57 (16)°
Double expressor lymphoma 57 (32) 62 (35) 119 (33)

MYC rearrangement 15 (8) 7 (4) 22 (6)
Elevated LDH level® 101 (56) 94 (53) 195 (54)

12'13 OttObre 2023 Westin etal ASCO 2023 Late-Breaking Abstract 107
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Axi-Cel Improved Overall Survival Versus Standard of Care

100 HR 0.726
(95% Cl, 0.540-0.977); one-sided P=0.0168
. 807
= Not Reached
©
2 . !
S 60 k.
e e s, o P B iy o =
0 Median OS
: 1t
)
3 .
20- 31!mo
|
0- Median Follow-up: 47.2 months
0 6 12 18 24 30 36 42 48 54 60

Months

* Historical SOC trials had lower OS rates in early R/R LBCL, including median OS of ~10 months in ORCHARRD?
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Axi-Cel Improved Overall Survival Versus Standard of Care

. HR0.726
27.4% Reduction in Risk of Death
. 80+
S~
‘_;’ 4-Year 54.6%
= 60+ »
g e 2 T
S [
7 PR
T 40- |
: ' 46.0%
o 204 e R 1
I'57% Received 3L+ Cellular Immunotherapy :
04 Median Follow-up: 47.2 months :_(Off Hizlwsl, |
_____  —————————— !
0 6 12 18 24 30 36 42 48 54 60
Months

* 57% (n=102/179) of SOC patients received subsequent cellular immunotherapy (off protocol)
* Despite the increased survival in the SOC arm versus historical studies, axi-cel increased survival over SOCab
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Survival Benefit Favoring Axi-Cel Was Similar Across Key Prespecified

Subgroups
Axi-Cel SocC (95% Cl)
No. of Patients With Events/Total No. Hazard Ratio LCI UcCl
Overall? 82/180 95/179 I—§—| 0.726 0.540 0.977
Age :
<65y 56/129 64/121 |—io——| 0779 0541 1.120
265y 26/51 31/58 I—q——l 0.691 0.401  1.190
Response to first-line therapy at randomization :
Primary refractory disease 66/133 72/131 I—:O—-I 0.773 0.553 1.080
Relapse =12 mo after initiation or completion of first-line therapy  16/47 23/48 I @ : i 0.586 0.308 1.116
Second-line age-adjusted IPI :
Oor1 37/98 40/100 I—E—Q——| 0.842 0.538 1.317
20r3 45/82 55/79 —e+—i 0.647 0.436 0.962
Prognostic marker according to central laboratory i
HGBL, double-hit 14/32 14/25 I ¢ | 0.716 0.330 1.553
Double-expressor lymphoma 26/57 33/62 I—‘——I 0.729 0435 1.221
0?1 0!2 0!5 1 é

< >
Axi-Cel Better Standard Care Better
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CAR T-cell as Second Line Treatment
Transform: Lisocel vs SOC

PET®

Key eligibility — Primary endpoint
. - Bridging e e Response n | Lisocel (n=92) SoC (n=179)

Age 18 '75 years " therapy (100 % 105 CAR*T cells) * EFS(per IRC)
+ Aggressive NHL K allowed® Key secondary endpoints (O/o)

— DLBCL NOS (de novo or s B « CRrate, PFS,0S

transformed from indolent NHL), s = Response assessments B . d . dpoil 80 (87 45 (49
HGBCL (double/triple hit/NOS) F N L — CLL LR LA ) (87) (49)
S E Leldiile 1o} * Weeks9and 18 « Duration of response, ORR,

e e CE £-3 * Refractory vs PESON next line of ’ CR 0.000
* Refractory or relapsed < 12 months : = relapsed * Months6, 9,12, 18, treatment 68 (74) 40 (43) <0.

after 1L treatment containing an S S « SAAIPI:0/1vs 2/3 24,and 36 + Safety, PROs 1

anthracyclineand a CD20-targeted 2 o tl .~

agent S SOC armd xplora ory.en !)OIn . . _ _
« ECOGPS<1 2 3 cycles of CT (RDHAP, RICE, RGDP), « Cellular kinetics surV'VaI, mo Lisocel (n-92) SoC (n—1 79) HR
« Eligible for HSCT followed by HDCT + ASCT * B-cell aplasia
+ Secondary CNS lymphoma allowed v
* LVEF > 40% for inclusion Median PFS NR 6.2 0.4
* No minimum absolute lymphocyte Crossover to liso-cel allowed

t « Failure to respond by 9 weeks .
coun jzation Median OS NR 29.9 0.72
« PD at any time
« Start of new antineoplastic therapy after ASCT
100 4 18 mo EFS + Censored
: Stratified HR = 0.356
90 - Lisocel SOC

(95% Cl, 0.243—0.522)
80 4 52.6% 20.8%
70 1

60 -

» Transform met its primary endpoint, demonstrating
statistically significant improvement in efficacy with
lisocel versus second-line SOC in R/R LBCL

40 | NR (95% Cl, 9.5—NR)

30 4

Event-free survival, %
154
o
{
|

* Liso-cel resulted in significant improvements in EFS,

201 2.4 months (95% CI, 2.2-4.9) CR rate, and PFS. At 18 months, EFS and PFS rates
"] Median follow-up 17.5 mo with liso-cel were more than double those with SOC

0246810121416182022242628303234

Time from randomization, months
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Subgroup analyses of primary refractory vs early relapsed large B-cell
lymphoma from the TRANSFORM study

Refractory di
efractory disease Relapsed disease

ORR, 85% ORR, 92%

10 95% Cl, 100 95% Cl, ORR, 82% CRgggseélss%

%0 74.3-92.6 CR rate, 69% 74.0-99.0 95% Cl, 68.8-97.5 CR rate, 77%

w 95% Cl, % ’ 95% I
59.7.94.8 ,

. 56.2.79.4 © 54.6-92.2

Responders, %
g

ORR, 39%

95% ClI
27.2-51

)

.0

CRrate, 33%
95% Cl,

22.1-45.1

Liso-cel
(n=67)

EFS per IRC

12-month EFS rate, % (95% Cl)2
18-month EFS rate, % (95% Cl)a

Liso-cel
(n=67)

Refractory

50.0 (37.9-62.1)
45.4 (33.4-57.4)

18.3 (9.0-27.5)
16.0 (6.9-25.1)

Responders, %
g

Liso-cel
(n=125)

Relapsed

Liso-cel arm

(n = 25)

76.0 (59.3-92.7)
71.8 (54.0-89.5)

36.4 (16.3-56.5)
36.4 (16.3-56.5)

PFS per IRC

12-month PFS rate, % (95% Cl)a
18-month PFS rate, % (95% Cl)a

55.9 (43.7-68.2)
50.9 (38.5-63.3)

28.7 (15.7-41.7)
25.1 (11.9-38.2)

82.8 (67.4-98.1)
78.2 (61.2-95.1)

40.2 (18.7-61.7)
40.2 (18.7-61.7)

0os

Median (95% Cl), monthsb
12-month OS rate, % (95% Cl)2
18-month OS rate, % (95% Cl)2

29.5 (22.2-NR)
80.4 (70.8-89.9)
68.0 (56.7-79.3)

20.9 (15.1-NR)
67.3 (56.0-78.5)
55.8 (43.6-67.9)

NR (NR-NR)
91.7 (80.6-100.0)
87.3 (73.9-100.0)

NR (17.9-NR)
86.4 (72.0-100.0)
75.2 (56.1-94.3)
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Liso-cel soc
(n=25) (n=22)

v In subgroup analyses based on

prior response to 1L therapy
with a median follow-up of
17.5 months, liso-cel showed
benefits in EFS, PFS, and CR
rate versus SOC irrespective of
prior response status,
consistent with primary
analysis results from the
overall study population
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TRANSFORM: TEAEs of special interest (safety set)

Patients with CRS and NEs
CRS," n (%)
Any grade
Grade
Grade 2
Grade 3
Grade 4/5
Time to onset, days, median (range)
Time to resolution, days, median (range)
NE,"n (%)
Any grade
Grade 1
Grade 2
Grade 3
Grade 4/5
Time to onset, days, median (range)

Time to resolution, days, median (range)

Liso-cel arm
(n = 92)

45 (49)
34(37)
10 (11)
1(1)
0
5.0 (1=063)
4.0 (1—10)

10(11)
4(4)
2(2)
4(3)
o
11.0 (7—17)

4.5 (1—30)

Patients, %

Treatment for CRS and NEs

30 4 Corticosteroids only
25 4 = Tocilizumab only
20 ® Tocilizumab and
corticosteroids
15 4
10 4
3 1 7%
0 A voa—
CRS and/or NEs CRS NEs

* No vasopressors or prophylactic corticosteroids were used

Other adverse events of special Liso-cel arm SOC arm
interest (n=92) (n=091)
Prolonged cytopenia© 40 (43) 3(3)
Grade 2 3 infection 14 (15) 19 (21)
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What about non-transplant eligible patients?
Pilot study: Liso-cel for 2"! l[ine non-transplant eligible LBCL

Baseline Characteristics

CrClL < 60 mL/min
n = 15 (25%)

Age 2 70 years
n = 48 (79%)

CrCl
3

1
1 1

oLco
1

ECOG PS
6

LVEF < 50%
ne=12%)

OLCO s 60%

n~4(9%)

ECOGPS =2

n = 16 (26%)

20 (33%) met = 2 of the 6 protocol-specified TNI criteria

Sephal. et

ORR
CRR
mDOR

=)

\l

al. Lancet Onc 2022

80%
54%

12 mo
(22 in CR pts)

Median age (range)

Histology
DLBCL NOS
Transformed FL
Double hit lymphoma

Primary refractory disease

NMedian (95% Q1) follow-up for PFS: 13.0 months (12.0-18.1)

Y T Y
° 3 s s L H 15 1 H3)

Yime from liso-cel infusion, months

74 (53-84)
54%
15%
33%
54%

CRS 38
Grade 1-2 36
Grade 3 2

NT 31
Grade 1-2 26
Grade 3 5
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CAR T-cell as Second Line Treatment
Belinda: Tisa-cel vs SOC

Key eligibility criteria:

* Aged 218y = e
Primary Endpoint:
* aNHL (DLBCL NOS,HG, : .
3b-FL, tFL, PMBCL) EFS defined as time from
« R/R<12 moof 1L . Safety and Efficacy | 2M@OMiZation to death Response n Tisacel SoC (n=160)
therapy® o 5 5 Fo“o:’,_up: ¥ | due to any cause, SD/PD (% (n=162)
* autoHCT eligible — 5 E E + Week 6 at/afterweek12 1
] = + Week 12
+ ECOG PS 0-1 g N=322 randomized 1:1 ; % . qgmo :o mo 5 week 75 (46.3) 68 (42.5)
Stratification by: * g6émo to mo
2 + Region (US' vs. non-US) i H « Annual to mo 60
Stratification: + RR<6vs.6-12mo N CR 46 (284) 44 (275)
« Response to 1L therapy * IPI(<2vs.22) Secondary Endpoints:
(<6vs 6-12 mo) Cfossovefalbwmu * ORR at/after week
” . Nno response
Region by BIRC until 1 year 12
*IPI(<2vs >2) postaHCT « Safety
Bridging chtp allowed® « Cellular kinetics

manufacture if PD/SD
atweek 6

Week 6 Week 12

+ EFS was not significantly different between tisa-cel

1001 Sy and SOC.
) Median follow-up 10 mo —&=— Tisagenlecleucel arm (N=162):
e ] 3.0 months (95% Cl, 2.9-4.2) » Authors suggest the importance of preventing PD
i e ~A~ 50C arm (N=160): prior to infusion
g 3.0 months (95% Cl, 3.0-3.5)
] " HR 1.07 (95% Cl, 0.82-1.40); P=0.61 «  Effective bridging prior to CAR T-cell infusion and a
R - shorter time to infusion for this chemotherapy-
o refractory patient population could be critical to
NEASRERRALEE W AL RS M improve outcomes.
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CAR T-cell as Second Line Treatment

Histologies included

UMA-7

DLBCL NOS,* including
transformed from FL, HGBCL
with or without MYC and
BCL2/6, T/H-RLBCL, Primary
cutaneous DLBCL - leg type

Belinda

DLBCL NOS, including
transformed from indolent
NHL, HGBCL with or without
MYC and BCL2/6, T/H-RLBCL,
Primary cutaneous DLBCL -
leg type FL grade 3B, PMBCL,
Intravascular LBCL, ALK +
LBCL, HHV8 + LBCL

Transform

DLBCL NOS, including
transformed from indolent
NHL, HGBCL with MYC and
BCL2/6, T/H-RLBCL, FL grade
3B, PMBCL

LD chemotherapy

ZUMA-7

o Fludarabine 30 mg/m® x 3 d
o Cyclophosphamide 500 mg/m?
x3d

Belinda
o Fludarabine 25 mg/m? x 3 d
and
o Cyclophosphamide 250 mg/m?
X 3d

Transform

o Fludarabine 30 mg/m? x 3 d
 Cyclophosphamide 300 mg/m?
x3d

Product

Axi-cel, CD28/CD3zeta
2 % 10 cells’kg

Tisa-cel, 4 - 1BB/CD3zeta
0.6-6 % 10° cells

Liso-cel, 4 — 1BB/CD3zeta
1 % 10° cells

1L refractory definition

® PD as best response

o SD after at least 4 cycles

o PR with + biopsy or PD
<12 mo from 1L start

® PD/SD as best response

o PD/SD/PR as best response
o CR with progression <3 mo

1L relapsed definition

o CR followed by + biopsy
<12 mo from 1L end

o Positive biopsy =12 mo from
1L end

o CR followed by + biopsy 3-12
mo from 1L end

&S

18+

18+

L1875 )

Leukapheresis time point

o At randomization
® Only CAR T-cell arm

o Before randomization
o All patients

© Before randomization
o All patients

EFS definition

Time from randomization to:
«PD

® Death

o <PR at day 150 assessment

o Start of new lymphoma therapy

Time from randomization to:
« PD

o Death

o <PR at/after week 12

OR
© Bendamustine 90 mg/m? x 2 d
SOC chemotherapy * R-ICE * R-ICE * R-ICE
* R-GDP e R-GDP * R-GDP
« R-DHAP o R-DHAP o R-DHAP
* R-ESHAP * R-GemOx
Crossover to CAR No Yes, if Yes, if
T-cell therapy o <PR/CR by 12 wk (after 2 SOC | o« <PR/CR by 9 wk
regimens) © PD at any time
o PD alan! time o Need fovnewthg after 18 wk

Time from randomization to:

« PD

* Death

o <PR by week 9

 Start of new lymphoma therapy

Stratification factors

1. Refractory vs Relapse =6 mo
vs Relapse >6-12 mo

1. Refractory or relapsed =6 mo
vs relapsed 6-12 mo

1. Refractory vs relapse
2. 2L AAIPI 0-1 vs 2-3

2. 2L AAIPI 0-1 vs 2-3 2. IPI <2 vs =2
Bridging therapy o Dexamethasone =40 mg for o R-ICE * RICE
=4d * R-GDP * R-GDP
* R-DHAP * R-DHAP
® R-GemOx

* Bridging therapy: Zuma 7: 36% dex; Belinda: 83% PCT (43% > 1 cy, 12% > 1 regimen); Transform: 63% PCT (only 1 cycle allowed)

* Belinda allowed > 1 SOC regimen

» ASCT was performed in 36% of ZUMA-7 pts, 32.5% of Belinda pts and 45.6% of Transform pts.

Median time from R to infusion was: 29 days in Zuma-7, 52 da
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LYMPHOID NEOPLASIA

Autologous transplant vs chimeric antigen receptor T-cell
therapy for relapsed DLBCL in partial remission

A Progression-free survival B Non-relapse mortality
411 patients 1% = 10 -
° :n :;ﬂonts \Aldth DLBCLm p ao: proce f. 80: poe
n PR postsalvage, auto- _ Auto HCT g
HCT and CAR-T gave o Z 601 ~woT g 601
Pttt U 61% were late relapse % . T =N
survival (PFS) of 52% vs g CART therapy g 7] CAR-T therapy
4z%and 0sofé7%vs | The 2-year PFS was 52% 21 S *] o HeT
o 0 lgpesw=re======coo———=== Yr=—-—
Years 0 ' ; ' 2 Years (';f—f ; I 2
® |n patients with <2
prior lines of therapy, Auto HCT 256 140 93 Auto HCT 256 140 93
there was no difference CAR-T therapy 138 47 6 CAR-T therapy 138 47 6
in PFS or OS between Cc Relapse/progression D
the 2 groups. 100 100
] p=0.010 |
E * 80 80
. . . % 60 CAR-T therapy a,; 60 4 ' "____l
* Numbers of prior lines of therapy (median, 3 £ z CARTtherapy '™e-1L____
= = 40
vs 2 for CAR T cells compared with ASCT) 2 =
* Burden of disease at the time of treatment. - o]
Years 0 ' "I ' 2 Years 0 ' ': ' 2
Auto HCT 256 140 93 AutoHCT 266 185 130
CAR-T therapy 138 47 6 CAR-T therapy 145 61 8
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2L effective treatments in DLBCL

Chemosensivity s Chemorefractory
disease disease
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GIORNATE EMATOLOGICHE VICENTINE Xedizione
A new treatment algorithm for patients with R/R LBCL after first-line therapy

Algorithm for Second-line Therapy of LBCL

<1 year: ~75% Time from 11 therapy >1 year: ~25% |
v v
Eligible for CAR T-cell? Eligible for ASCT?
Yes No No Yes
~70% ~30% ~50% ~50%
v v
2L CAR T-cell (axi-cel or liso-cel) 2 or 3L+ therapy options 2L Salvage +/- ASCT
E * Investigational agent/regimen '
Neeeep ¢ Immunochemotherapy <-

e CAR T-cell (if not given in 2L)
e Polatuzumab vedotin + BR
~30-40% e Selinexor ~40-50%
e Tafasitamab + lenalidomide
e Loncastuximab tesirine
e Best supportive care or XRT

v v
Projected Cure Cure
(~20% of all 2L LBCL) (~5% of all 2L LBCL)
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