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Auto CD19 CAR T-cell Products

STARTING
MATERIAL Tisa-cel
Axi-cel Liso-cel
LEUKAPHERESIS CAR LOADING Murine scFv Murine scFv Murine scFv
3 »> O > (FMC63) (FMC63) ' (FMC63)
Axi-cel: Retroviral '
Tisa-cel: Lentiviral \
Liso-cel: Lentiviral

Axi-cel: Fresh PBMC
Tisa-cel: Cryo PBMC
Liso-cel: CD4/CD8 T cells

CD28-H
CD28-T™

1gG4-H
CD28-T™M

LYMPHODEPLETION

<

Axi-cel: Cy + Flu
Tisa-cel:Cy +FluorB
Liso-cel: Cy + Flu

T ILV. INFUSION EXPANSION
4 < ©
Axi-cel: 2 x 10°cells/kg Axi-cel: OKT3 + IL-2
Tisa-cel: median 300 x 10* CAR’ cells Tisa-cel: CD3/CD28
Liso-cel: 50, 100 or 150 x 10° cells Liso-cel: ND

MD ANDERSON CANCER CENTER

Roex G, et al. Pharmaceutics. 2020;12:194.
. R ———————————————..




TRANSFORM study design

Key eligibility

Age 18-75 years
Aggressive NHL

— DLBCL NOS (de novo or transformed
from indolent NHL), HGBCL
(double/triple hit) with DLBCL
histology, FL3B, PMBCL, THRBCL

Refractory or relapsed < 12 months after

1L treatment containing an

anthracycline and a CD20-targeted agent

ECOG PS <1

Eligible for HSCT

Secondary CNS lymphoma allowed
LVEF > 40% for inclusion
No minimum absolute lymphocyte count

Screening + leukapheresis

1:1 Randomization

Bridging
= therapy
allowed®

PET®
LDCe

Liso-cel arm

(100 x 108 CAR* T cells)

Stratification
» Refractory vs relapsed
* sAAIPI: 0/1vs 2/3

SOC armd

3 cycles of salvage CT,
followed by HDCT + ASCT

v

Crossover to liso-cel allowed

» Failure to respond by 9 weeks
post-randomization

+ PD at any time

Response assessments
* Weeks 9 and 18

* Months 6, 9, 12, 18,
24, and 36

» Start of new antineoplastic therapy after ASCT

Primary endpoint

+ EFS (per IRC)

Key secondary endpoints

* CR rate, PFS, 0S

Other secondary endpoints

* Duration of response, ORR,
PFS on next line of treatment

» Safety, PROs
Exploratory endpoints
+ Cellular kinetics

= B-cell aplasia

TRANSFORM PRO data
Poster (Abs 3845)
Abramson et al.

Dec 13, 2021, 6:00 pm (EST)

- EFS is defined as time from randomization to death due to any cause, progressive disease, failure to achieve CR or

PR by 9 weeks post-randomization, or start of a new antineoplastic therapy, whichever occurs first

aPatients may have received a protocol-defined SOC regimen to stabilize their disease during liso-cel manufacturing; POnly for patients who received bridging therapy;

cLymphodepletion with fludarabine 30 mg/m? and cyclophosphamide 300 mg/m? for 3 days; 450C was defined as physician’s choice of R-DHAP, R-ICE, or R-GDP.

DLBCL, diffuse large-B cell lymphoma; FL3B, follicular lymphoma grade 3B; HGBCL, high-grade B-cell lymphoma; IRC, independent review committee; LDC, lymphodepleting
chemotherapy; NOS, not otherwise specified; PD, progressive disease; PMBCL, primary mediastinal large B-cell lymphoma; PRO, patient-reported outcome; sAAIPI, secondary age-
adjusted International Prognostic Index; THRBCL, T-cell/histiocyte-rich large B-cell lymphoma.

Kamdar M, et al. ASH 2021 [Abstract #91]




Transform: Liso-cel is superior to SOC
PES A PFS PILOT

Median 9:03 months (95% C1 4-17-NR)

>

1.0 4
+ Censored

0.9 4 Stratified HR, 0.356; 95% Cl, 0.243-0.522
0.8 4
0.7 4
0.6 4

0.5

Liso-cel: median (95% CI), NR (9.5-NR)

Proportion of patients without an event
Progression-free survival (%)

0.4 4 +—4H

0.3 -

0.2 - +—H-H—— + 20 _%

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

0.1 -

0.0 -
I I I 1 I I I I 1 I 1 I I I I I I 1 0 I I | I | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 0 3 6 9 1 15 18 71 24

Time from randomization, months
No. at risk Time since lisocabtagene maraleucel infusion (months)
SOC 92 66 39 32 27 2219 1919 121210 3 2 2 2 2 0 it risk
Liso-cel 92 87 76 62 59 55 52 48 45 242017 5 3 3 3 3 0 ored)

Total 61(0) 39(3) 35() 24(8) 19(11) 12(16) 9|19‘ 3025 0(7
Abramson et al, Blood 2023, Seghal et al, Lancet Oncology 2023




PILOT Eligibility

At least 1:
Age = 70y
ECOG 2
DLCO <=60%
EF <=50%
CrCl <=60mL/min
AST/ALT 2x ULN

Sehgal A, et al. Lancet Oncol. 2022;23(8):1066-1077.



ZUMA-73BtudyBchemaBndEndpoints:PAxi-CelN/ersusp

SOC as Second-LinelTherapyfin

R/RABCL

N=359

77Bites
KeyEligibility:&
* Aged218H
* LBCL!
* R/RE12Emo®DfE LRherapy?
* Intended®oBbroceed@ol

HDT-ASCT

Stratification:

* Response@oll Lherapyl

* Second-linege-adjusted?
IPIEsAAIPI)

Optional®teroid-Onlya
BridgingdNoXhemotherapy)

1:1mRandomization

Axi-Cel@n=180)
Conditioningl
Chemotherapy®
Axi-cel®

SOCEn=179)

Investigator-Selectedl
Platinum-Basedp
Chemoimmunotherapy®

Responders?
(CR or@R)

Proceed®ol
HDT-ASCT

Nonresponders
Additional?
TreatmentfDffE
Protocol?

InitialDiseasessessmentdDay®0)

DayfA 00RAssessment

Day50RAssessment

LTFURAssessment

PatientsVith@®R/RABCLE

Primary®Endpoint

* Event-freeBurvival®
(EFS)@yblinded?
central@eview

KeyBecondary
Endpoints

* ORR

* OS
Secondary®Endpoints
* PFS

* Safety
* PROs

No@Protocol-Specified?
Crossover

a Refractory@lisease@vas@efinedzsthoREoF LRherapy;elapsed@iisease@vasiefined@sERAollowedibyibiopsy-provenlisease@elapse12@months@rom@ompletion®fELLEherapy.® Axi-cel@atients@inderwentdeukapheresisi
followedbyRonditioning@hemotherapy@vith@yclophosphamided500@ng/m?2/day)@nd@ludarabined30@ng/m?2/day)3,3,BndBRaysiefore@eceiving@Bingle@xi-cel@nfusiondtarget@ntravenous@lose,@x10% CARARtells/kg).m
®Protocol-defined30Cegimensiincluded®R-GDP,®R-DHAP,R-ICE,BrR-ESHAP.E 56%Dfatients@eceivedBubsequent@ellular@mmunotherapy.BEFSAvasRiefined@s@imedrom@andomization@ohe@arliest@lateD@iseasel
progression@erflLluganolassification,2 commencementfhewdlymphomatherapy,Bri@leath@romZnyause.?
1.Bwerdlow SH,t@|.Blood.22016;127:2375-2390.2.&heson BD,Rt&|.ER/in@ncol.22014;32:3059-3068.

LockeRt@|F

ASHR 02 17mmP lenaryRbstract2



ZUMAT: Axi-cel I1s superior to SOC

EFS

B Event-free Survival
100+ Median Event-free Stratified Hazard Event-free
p=s Survival (95% Cl)  Ratio (95% CI) Survival Estimate
1-Yr 2Yr 3-Yr 4.Yr
80+ months percent
w .
£ 704 Axi-cel 10.8 (5.0-25.5) 5 49 44 4 39
.5 Standard Care 2.3 (1.7-3.]) 9:4210.3320.33) 20 19 19 17
F 60
‘s
° 504
oo
<
£ 404 Axi-cel
o
b4
g 304
20 + + H—— s L 4
104 Standard care
c T T T T L} 1] L} T T T T T T T ¥ L T 1 T 1 T T T T ] L} L] 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
Months
No. at Risk
Axi-cel 180 165 111 98 97 92 89 87 81 79 77 75 75 71 71 69 66 65 62 53 S51 44 31 28 21 7 7 3 O
Standard care 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 O

ALYCANTE
S

Westin et al, NEIJM 2023

Houot et al, Nat Med 2023

100
90
80+
g 70
£ 9
g 50
7]
T 404
o
>
o] 30
20+
10+
0
0
No. at Risk
Axi-cel 180 1

Standard care 179 1

Survival probability

EFS (investigator assessment) from leukapheresis
- according to age (months) - mFAS

val Estimate
3-Yr 4.Yr
ent

56 55
43 46

Axi-cel

it
Standard care

1.0
<70
=70
0.8
"
0.6 I \ q
0.4 1
02| No. of patients Event Censored Median survival (95% CI)
. <70 29 48.3% (14) 51.7% (15) 12.8 (7.0 ; NA)
=70 33 42.4% (14) 57.6% (19) 13.7 (7.8 ;: NA)
0 1
0 3 6 9 12 15

EFS from leukapheresis (months)

T T T 1
6 58 60 62

4 2 1 0
s 1 0




ALYCANTE Eligibility

Age 2 65y
HCT-CI 23
Prior ASCT

1. ECOG performance status of 0, 1 or 2.

2. Absolute neutrophil count 21.0 x 109 I-1.
3. Absolute lymphocyte count 20.1 x 109 |-1.
4. Platelet count 275 x 109 I-1.

5. Creatinine clearance 240 ml min-1.

6. Left ventricular ejection fraction 245%.

Houot R, et al. Nat Med. 2023 [Epub ahead of print].



Axi-cel improves overall survival compared to
chemotherapy and AutoSCT

Median Overall  Stratified Hazard Stratified
Survival (95% Cl)  Ratio (95% CI) P Value Overall Survival Estimate

1-¥r 2-Yr 3-Yr d-¥r

100+ months percent
30 Axi-cel MR (28.6-NE) 76 60 56 55
80 Standard Care 31.1 (17.1-NE) 0.73 {0.54-0.98) 0.03 B3 51 48 46
= 0=
£
§ 60 B Lt & el
0 | :MW
s
E " Standard care
& 30-
20
10+
E’ T T T T T T T T I T T T T T T | T T T T T T T T T T T T T T 1
o 2 4 & B 10 12 14 16 18 20 22 24 26 28 30 32 3 16 38 40 42 44 456 48 50 52 54 56 58 60 &2
Maonths
Mo. at Risk
HAoi-cel IR0 177 170 161 157 147 136 125 117 116 114 111 MO8 105 10% 100 100 100 100 100 96 B0 67 54 41 26 20 14 4 2 1 O
Standard care 179 176 163 149 134 121 111 106 101 98 091 89 88 &7 87 85 81 81 79 78 73 63 51 41 31 19 14 7 4 1 0O

MD ANDERSON CAMCER CENTER
Westin et al, NEJM 2024




Axi-Cel Improved Overall Survival Versus Standard of Care

100- HR 0.726
27.4% Reduction in Risk of Death
o 80+
o~
Tg . 4-Year 54.6%
S 60- — .
C?) ' ' ::Hﬁﬂd—ﬂ-ﬁﬂﬂ-ﬂﬁl-qlnﬂﬁ-uh, S
= 40- I I
o 204 e e s — = - == — 1
| 57% Received 3L+ Cellular Immunotherapy !
' Off Protocol) '
04 Median Follow-up: 47.2 months ({ I
| S [~ ™ = = = = = = e e e == ]
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

a Approximately 30% for early R/R LBCL in ORCHARRD (van Imhoff GW, et al. J Clin Oncol. 2017;35:544-551). b <40% for those with prior rituximab and early R/R LBCL in CORAL (Gisselbrecht C, et al. J Clin Oncol. 2010;28:4184-4190).
3L, third line; axi-cel, axicabtagene ciloleucel; HR, hazard ratio; LBCL, large B-cell lymphoma; R/R, relapsed/refractory; SOC, standard of care.

Westinetal ASCO 2023 Late-Breaking Abstract 107



Liso-cel trends toward overall survival improvement
compared to chemotherapy and AutoSCT

100 - Median study follow-up: 33.9 months
90 - 36-month OS rate
Liso-cel arm SOC arm
80 62.8% 51.8%
(95% ClI, 52.7-72.9) (95% Cl, 41.2—62.4)

s 70 - Median NR (95% Cl, 42.8—NR)
T 60 - OS
2
2 50
[
v 40 - Median NR (95% ClI, 18.2—NR)
(@]

30

20 -

10 + Censored

Stratified HR = 0.757 (95% Cl, 0.481-1.191)
0 a T T T L T T 1 T T T T T T T T ] L T T L T 1] T T T T 1
0 2 46 810121416 1820222426 28 3032 3436 384042 44 46 48 50 52
Time from randomization, months

No. at risk
Liso-celarm 92 92 88 85 82 78 74 69 65 65 63 62 58 58 58 56 56 50 38 29 24 24 17 16 12 6 1
SOC arm 92 88 81 79 74 66 63 61 60 53 51 50 50 50 49 48 47 40 32 22 18 16 13 12 4 2 0

Kamdar et al, ASCO 2024 ‘



Algorithm for Second-line Therapy of LBCL

Time from 1L therapy

I <1 year: ~75% >1 year: ~25% 1

Eligible for CAR T-cell? Eligible for ASCT?
No No Yes
~30% ~50% ~50%
2L CAR T-cell (axi-cel or liso-cel) 2 or 3L+ therapy options 2L Salvage +/- ASCT
: e Investigational agent/regimen '
e ¢ Immunochemotherapy PR

CAR T-cell (if not given in 2L)
e Polatuzumab vedotin + BR
~30-40% » Salinexor ~40-50%
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)

Westin and Sehn, Blood 2022



AUtoSCT Is Inferior

« 2L standard is CAR T-cell, either axi-cel or liso-cel

* Trying chemotherapy first and proceed to AutoSCT or CAR T-cell
IS the control arm of Zuma7 and Transform = worsened overall
surviva

 What about in patients with CR to chemo?
« What about when CAR T-cell is not available easily?




R/R LBCL in CR: Auto vs CAR T-cell

Progression-free Survival

100 A
4 7 TN Auto-HCT il
.
80 1 3
— e 1
xX ==, CAR-T ~—
> 607 . S
% ] n— e -
8 401 N of Subjects 360 Auto-HCT CAR-T
i N of censored 156 34
T N of events 121 42
20
0 -| L T T T
Months 0 6 12 18 24
N at Risk
Auto-HCT 277 229 195 175 159
CAR-T 76 46 40 34 26

Overall Siirvival
Auto-HCT

CAR T-cell

KPS >90%
(performance status)

Refractory to 1L

Treatment failure <12m

Product
AXI-cel: 45%
Liso-cel 1%
Months 0 6 12 18 24
N at Risk
Auto-HCT 281 256 233 211 196
CAR-T 77 64 54 43 33

the outcome of patients with relapsed LBCL who receifisaaRatysios wall@rastice informing:
CR is superior to those who receive CAR-T therapy, botiCiarn@®Rt predict CR

2L does better than 3L

Shadman et al, Blood Cancer Journal 2024



Patients in earlier lines of therapy have better outcomes

Median OS at
Phase CHR MCyR CCyR MMR 0OS (mo) 12 months
This thing all things devours: | . . o
1 (o] (1] (s} —_ —
Birds, beasts, trees, flowers; Imatinib W 23% 3% 8% — 6.5
Gnaws iron, bites steel; Imatinib I 15% 16% 7% - 6.9
Grinds hard st t I Dasatinib? I 27% 36% 26% — 11.8
rnnas : ar S_Ones 0 meal, Nilotinib® | 6% 18% 6% — —
SlayS klng, ruins town, Accelerated-phase relapse
: : Imatinib I 53% 24% 17% — NR 74%
And beats hlgh mountain down Dasatinib? I 39% 33% 24% — NR 74%P
Previously treated chronic phase
J.R.R Tolkien, The Hobbit, Imatinib | 7% 81% 13% - ~ -
. . . Imatinib I 82% 55% 39.6% — NR >97%
Gollum's riddle about time et i 01% S0 19% B \R 08%
matinib 95% 85% 73.8%° — NR
Imatinib 1l — — 66%9 28%9 NR
Imatinib 1l 65%4 2294 NR
Dasatinib 1l — — 77%9 46%9 NR
Nilotinib 1l — — 79%4 44%49 —

Westin and Kurzrock, CCR 2012



Patients with poor PS have worse

| Median OS (95% CI), mo | HR (95% CI)

— Axi-Cel, ECOG PS<2 (N=526) 25.5 (19.3-32.6) )
5.7 (5.2.6.4) 0.27 (0.20-0.35)
— = Axi-Cel, ECOG PS=2 (n=33) 25.7 (19.4-32.6) )
5.7 (5.16.4) 0.72 (0.41-1.29)
1004 10 —— ECOG PS 0-1 (E/N = 68/231)
2 b 0.8 —— ECOG PS 2-4 (E/N = 28/44)
- 80 =%#7
3 =3
= 2 0.6 -
e 60 ©
@ S
= 40+ 5 0.4 1
£ n
o
> 20- © 0.2 4
o P <.0001
0 1 1 I I ] I T T T T T
0 6 12 18 24 30 36 o 3 6 9 12 15
Time Since Treatment, Months Time (months)
No. at risk No. at risk:
Axi-Cel, ECOGPS<2 526 788 301 229 168 160 54 oapegyEomEoomeoae e
CIT,ECOGPS<2 296 158 90 72 59 56 50
Axi-Cel, ECOG PS=2 33 12 8 5 1 0 0
CIT, ECOG PS=2 27 7 4 3 1 1 1

Lunning et al, AJH 2024, Nastoupil et al, JCO 2020



R/R LBCL In CR: Auto vs CAR T-cell

Progression-free Survival

Auto-HCT CAR T-cell

100
% = Auto-HCT p<0.001
80 - 5 KPS >90%
< { V== CART = (performance status)
5 60 - - -
- 1 e Refractory to 1L 29%
5 -
Q - Subj 3 -HCT CAR-T .
2 40 Tof Subjects 360 Autod =25 Treatment failure <12m 72%
7 N of events 121 42
20 1 Product Tisa: 53%
g Axi-cel: 45%
0+ - . - - Liso-cel 1%
Months 0 6 12 18 24
N at Risk
Auto-HCT 277 229 195 175 159
CAR-T 76 46 40 34 26

Shadman et al, Blood Cancer Journal 2024

This analysis is not practice informing:
« Cannot predict CR
* 2L does better than 3L




ZUMA-7 Belinda Transform

Axi-Cel SOC Tisa-Cel Liso-Cel SOC
Received bridging corticosteroids (%)
Received bridging chemotherapy (%)
Received >1 SOC chemotherapy regimen (%) — 0 — 54 — 0
Received intended CAR T cell (%) 94 — 96 — 97.8 —_
Median time to CAR T-cell infusion in days,

(interquartile range* or ranget)
Received intended ASCT (%) — 36 —_ 325 —_ 45.6
Crossover pn protocol (%) — — — 51 — 51
Received cellular therapy off protocol (%) — 56 —_ —_ —_
Follow up, median in months 24.9 10 6.2
| ORR/CR rate (%) 83/65 50/32 46/28 43 /28 86/66 48/39 |

EFS, median in months 8.3 2 3 3 10.1 2.3
EFS, % (timepoint in months) 41 (24 mo) 16 (24 mo) NR NR 63 (6 mo) 33 (6 mo)
EFS HR (95% Cl) 0.4 (0.31-0.51) 1.07 (0.82-1.4) 0.35 (0.23-0.53)
PFS, median in months 14.7 3.7 NR NR 14.8 5.7
PFS HR (95% Cl) 0.49 (0.37-0.65) NR 0.406 (0.21-0.66)
OS, median in months NE 25.7 16.9 15.3 NE 16.4
OS HR (95% Cl) 0.708 (0.515-0.972)% NR 0.51 (0.26-1.004)

Westin & Sehn, Blood 2022 ‘



(interquartile range* or ranget)

1. Platinum chemotherapy in early relapse DLBCL: CR rate is 28-39%

2. Using bridging therapy is ok
3. Time to infusion is important

Belinda Transform
Tisa-Cel SOC Liso-Cel SOC
ORR/CR rate (%) 83/65 50/32 46/28 43 /28 86/66 48/39
Received bridging corticosteroids (%) 36 — — — —
Received bridging chemotherapy (%) 0 — 83 — 63
Median time to CAR T-cell infusion in days, 29 (27-34)* — 52 (31-135)t — NR




AutoSCT Is sub-optimal, but useful

 Chemotherapy CRR: 32% (Zuma7) and 39% (Transform)

* In many places, CAR T-cell therapy Is available but logistics take
+++ time or cost IS prohibitive

 If bridging therapy = a CR, AutoSCT is reasonable if
apheresis/manufacturing not started




Algorithm for Second-line Therapy of LBCL

I <1 year: ~75%

Eligible for CAR T-cell?

2L CAR T-cell (axi-cel or liso-cel)

Yo

~30-40%

v

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

Time from 1L therapy

2 or 3L+ therapy options

e Investigational agent/regimen
¢ Immunochemotherapy

CAR T-cell (if not given in 2L)
e Polatuzumab vedotin + BR

e Selinexor

Tafasitamab + lenalidomide

¢ Loncastuximab tesirine

e Best supportive care or XRT

>1 year: ~25% 1

Eligible for ASCT?

2L Salvage +/- ASCT

~40-50%

v

Cure
(~5% of all 2L LBCL)

Westin and Sehn, Blood 2022




What about late relapsing patients?

Early relapse: 9-24m
Late relapse: >24m

*
1 1
* ¥ %

1 1 —
=
=S —
— U
8 D
Z <
o =]
o (ab)
%) >
@ ‘@
& = <)
(ab)}
oc

Response Relapse Timing Response

Partial [ Primary Refractory Partial

I Complete [l Early Relapse I Complete

B Late Relapse

Hilton et al, JCO 2023

Relapse Timing

B Primary refractory
B Early relapse
B Late relapse



What about late relapsing patients?

PFS From Time of Progression

1.00

0.75 -~

0.50 -

0.25 ~

Survival (probability)

2 years
PFS
—— REFR 11%]***
-t ER 21% :I***
—— LR 60% J***
L|—|—|—
—
1 | I 1 1
0 2 4 6 8 10

Hilton et al, JCO 2023

Time (years)

Survival (probability)

Early relapse: 9-24m
Late relapse: >24m

OS From Time of Progression

2 years
0S
1.00 —— REFR 17%7,,
—+— ER 30% :|***
0.50 A
0.25 -+

Time (years)



Hilton et al, JCO 2023
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NN Diagnosis % exclusive
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ARerations Relapse timing
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[ splice site = Hotspot [ Early relapse _ l
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Many unshared mutation
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Shared Mutations

30,000 +

20,000 -+

10,000 -

—e— Primary refractory

Hilton et al, JCO 2023

Relapse
All Variants

y=-180 + 0.92 x
. y=-650+077x
@ ¢  y=-29+045x

0# )

| 1 1

Q Q Q Q Q
SO
O O DT ©

Total Mutations

Shared Mutations

200 -

100 -

Relapse
Coding Only

y=-0.81+0.91 x
y=-21+0.84 x

@ y=25+0.36 x
@

—eo— FEarly relapse

Total Mutations

—eo— | ate relapse



Primary Refractory Early Relapse Late Relapse

Light Chain V Gene
5 5 M IGHV3
B IGHV4
B |GHV5
B IGHV7
0 - 0 -

1 1 1 1 I 1
Diagnosis Relapse Diagnosis Relapse Diagnosis Relapse

Hilton et al, JCO 2023



Count

Cell of Origin

Count

Primary Refractory Early Relapse Late Relapse
40 - 40 - 40 -
30 - 30 4 304 M ABC
= = [l UNCLASS
il o - o -
20 en 20 o 20 W GcB
10 - 10 10 -
0 - 0 - 0 -
1 1 I 1 1 I
Diagnosis Relapse Diagnosis Relapse Diagnosis Relapse
LymphGen
Primary Refractory Early Relapse Late Relapse LymphGen
40 - 40 - M EZB M BN2
30 30 . EZB-COMP . BN2-COMP
= = B s12 .
20 g 20 A g B N1-COMP B As3
10 - O 404 () B mcD [ Other
% . MCD-COMP
0 4 0 -
1 I 1 1 1 I
Diagnosis Relapse Diagnosis Relapse Diagnosis Relapse

Hilton et al, JCO 2023
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Primary refractory
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e
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Chemoresistant
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No. of
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Diagnosis ‘ Relapse

CPC

Late relapse

7
CPC

No. of
mutations

<

Time to relapse

Hilton et al, JCO 2023




4454 Retreatment with R-CHOP-like Therapy Is Active with Durable Responses in Patients with Late
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If “relapse” is >3y from initial therapy,
could you try 1L again?

CHOP-Tika First-Line therapies | N | % bocond-Llno therapies N % Results
retreatment » R-CHOP-like retreatment group
R-CHOP 12 54.5 R-CHOP 3 13.6 « 22 patients received 2L or 3L R-CHOP-like therapy
R-EPOCH ' 5 | 22.7 R-CHOP followed by R-CEOP 5 227 « Median age 69.8 years
R-CEOP 1 | 4.5 R-CHOP + novel agent 1 45 * 45% female
R-CVP 1 45 R-EPOCH 4 182 * 41% MYC/BCL2 double-expressor (DE) and 9.1% double-
R-cytoxan/gemzar/vincristine 1 | 45 R-EPOCH followed by R-CEOP 1 45 hit (DH)
R-CHOP-+bortezomib 1 | 45 R-EPOCH followed by R-miniCHOP 1 45 o 72.7% stage llI-IV
Pola-R-CHP followed by R-CEOP 1 45 « 50% IPI 3-5
R-CEOP 4 182 » Median cumulative anthracycline dose was 315.9 mg/m2
R-CEOP+ibrutinib+lenalidomide (*3L) 1. 45 * Median time to relapse (TTR) was 87.28 months
R-CVP 1. 45 « 27.3% received CAR-T therapy as 3L
F‘D-lcr +or-
SCT
R-CHOP 61 77.2 R-ICE-like 31 392
miniR-CHOP 3 3.8 R-GemOx 8  10.1
R-EPOCH 13 | 16.5 Tafasitamab + Lenalidomide 8 10.1
R-CHOP-+ibrutinib 2 25 R-DHAP 7 89
R-GDP 7 89
Other regimens 18 22.8

Edelman Saul et al, Westin ASH 2024




If “relapse” is >3y... could you try 1L again?

—— R-CHOP-like retreatment

R-CHOP-like retreatment vs. HD-ICT+/-ASCT: p=0.6065 « ICT +/- ASCT

» Diastolic dysfunction grade 1 in 2 (9%) vs. 5 0 ]
(6.3%) patients : : - . z 1
 Systolic dysfunction 0% vs. 6.3% s 3
« Treatment-related (t-) CCUS/MDS/AML 0% vs. ek soesapse
10%

R-CHOP-like retreatment vs. HD-ICT o
+/- ASCT: T 100-
* CRrate: 90.9% vs. 70.9% z
« 2-year PFS 56% vs. 46.2% e
« 2-year OS 68.6% vs. 65.8% 2 507 S
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My approach to very late ‘relapse’

If fit, 2 cycles of RCHOP-like therapy
« If CR, change to RCEOP to complete planned course
« If <CR, move to CAR T-cell therapy




When is the golden moment for CAR T-cell?

When chemotherapy is unlikely to work

Early relapse or refractory
Suboptimal response to 2L chemotherapy (consider restage after 1 cycle)




ZUMA-12 Study Design

Phase 2

High-Risk LBCL Conditioning Primary Endpoint
* HGBL, with MYC and BCL2 and/or BCL6 Chemotherapy * CR (investigator-assessed per

translocations (double- or triple-hit), or + Axi-Cel Infusion Lugano 2014 classification)®
* LBCL with IPI score 23 any time before

enroliment » Conditioning: Key Secondary Endpoints

Fludarabine 30 mg/m? IV * ORR
and cyclophosphamide * DOR
500 mg/m? IV on * EFS
Days -5, -4, and -3 *APES
* 0OS
* Axi-Cel: Single IV * Safety
infusion of 2x10° * CART cells in blood and
CAR T cells/kg on Day 0 cytokine levels in serum

Dynamic Risk Assessment
* Positive interim PET (DS 4 or 5) after
2 cycles of an anti-CD20 mAb +
anthracycline-containing regimen

Enroliment/Leukapheresis

Additional Key Inclusion Criteria
* Age 218 years
* ECOG 0-1

Optional Nonchemotherapy Bridging
Therapy®

* Administered after leukapheresis and completed prior to initiating conditioning chemotherapy. Therapies allowed were corticosteroids, localized radiation, and HDOMP+R, PET.CT was required after bridging.

1. Cheson BD, et al. J Clin Oncol, 2014;32:3059.3068.

Axi-cel, aacabtagene ciloleucel; CAR, chimeric antigen receplor; CR, complete response; CT, computed tomography; DOR, duration of response; DS, Deauville score; ECOG, Eastern Cooperative Oncology Group performance status;
EFS, event-free survival; HDOMP+R, high-dose methylprednisolone plus rituximab; HGBL, high-grade B-cell lymphoma; 1P, International Prognostic Index; IV, intravenous; LBCL, large B-cell lymphoma; mAb, monoclonal antibody;
ORR, objective response rate; OS, overall survival; PET, positron-emission tomography; PFS, progression-free survival,

Neelapu et al ASH 2021 Abstract 739




ORR Was 89% (95% Cl, 75—-97) and CR Rate Was 78%
(95% Cl, 62-90) Among Efficacy-Evaluable Patients

100 -
90 -

Effi
89% ORR® s

Evaluable
N=37b

20 2 Median follow-up (range), months 15.9 (6.0-26.7)
g‘ ;g ] Patients with 212-month follow-up, n (%) 23 (62)

@ ) . : .

8 . = S :3:';?: \(/:/Lt)h ongoing response as of data 27 (73)

o (n=29) Median time to response (range), months

e 40 - :

o Initial objective response 1.0 (0.9-6.8)
2 30 - Initial CR 1.0 (0.9-6.8)
20 - 8% 2 Patients converted from PR/SD to CR, n (%)¢ 7 (19)
. (n=3) (:z";) PR to CR 6 (16)

0  — . SD to CR 1(3)

ORR SD PD

* Among all treated patients (N=40), ORR was 90% (95% Cl, 76-97); CR rate was 80% (95% Cl, 64-91)

* Response assessments are based on best overall response. P Includes all treated patients with centrally confirmed disease type (double- or triple-hit lymphomas) or 1PI score 23 who received 21x10% CAR T cells/kg.
A7 patients converted 1o 3 CR by Month 6 postinfusion,
CR, complete response; ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease,

Neelapu etal ASH 2021 Abstract 739



Duration of Response, Event-Free Survival,
Progression-Free Survival, and Overall Survival?

100- DOR 2 100- EFS
g 80 4 % 80 4 "
S 60+ 3 601
£ a0- & 404
& Median follow-up (range), mo 159 (6.0-26.7) e
3 20 - Median DOR (95% CI), mo NR (NE-NE) £ 20+ Median EFS (95% Cl), mo NR (NE-NE)
0- 12-mo DOR rate (95% Cl), %  80.8 (59.3-91.6) 3 0- 12-mo EFS rate (95% CI), % 725(53.1-84.9)
0 2 4 6 8 10 12 14 16 18 20 22 24 0 2 4 6 8 10 12 14 16 18 20 22 24
Months Months
No. at Risk No. at Risk
33 32 29 23 21 19 15 13 10 2 2 2 o© 37 35 31 28 25 19 17 14 10 8 2 2 2
2
§ 1004 oy o 1007 . . &N
ag, 80-_‘ﬂ-\_\—._\_‘ E. 80.. l
$ 60+ § 60 -
‘§ 40- ; 40
§ 20 4 median PFS (95% Cl), mo NR (NE-NE) g 20 4 Median OS (95% Cl), mo 24.5 (NE-NE)
§ 0| 12-mo PFS rate (95% CI), %  74.6 (54.8-86.7) 0| 12-mo OS rate (95% CI), % 90.6 (73.4-96.9)
£ 0 2 4 6 8 10 12 14 16 18 20 22 24 0 2 4 6 8 10 12 14 16 18 20 22 24
Months Months
No. at Risk No. at Risk
37 35 31 28 25 19 17 14 10 8 2 2 2 37 37 36 36 30 25 21 21 17 13 8 6 4

* Analyses done in all treated patients with centrally confirmed disease type (double- or triple-hit lymphomas) or IPI score 23 who received 21x10° CAR T cells/kg,
DOR, duration of response; EFS, event-free survival; NE, not evaluable; NR, not reached; OS, overall survival; PFS, progression-free survival.

Neelapu et al ASH 2021 Abstract 739



ZUMA-23 Phase 3 Study Design

High-Risk LBCL
N=300

Key Eligibility:

* Age 218 years

* DLBCL-NOS, HGBL, or
transformed FL or
MZL

* [Pl score 24

Stratification:
* HGBL (yes vs no)
* Tumor bulk (present
[21 lesion 27.5 cm] vs

absent)
* ECOG PS (0-1vs 2)

1 Cycle of R-Chemotherapy

ion

1zat

1 Randomi

1

Axi-Cel

Lymphodepleting
chemotherapy?
+
axi-cel
(2x10° CAR T cells/kg)®

Leukapheresis
and

bridging
therapy

1. Cheson BD, et al. J Clin Oncol. 2014;32:3059-3068.

Standard-of-Care Therapy

Investigator-selected:

R-CHOP or DA-EPOCH-R (5 cycles)

Optional additional rituximab (2 cycles)®

Post-Treatment Follow-Up

Long-Term Follow-Up

Primary Endpoint
* EFS (central assessment)!

Key Secondary Endpoints

* PFS (central assessment)?
* OS

Other Secondary Endpoints

* CR rate (central assessment)*
* PFS (investigator assessment)?
» Safety

* PRO QOL assessments

a Lymphodepleting chemotherapy will consist of cyclophosphamide (500 mg/m2/day) and fludarabine (30 mg/m2/day), received Days —5 through —3 before receiving axi-cel. ® Prophylactic corticosteroids may be
administered after axi-cel infusion per investigator discretion. ¢ If standard of care per local clinical practice, patients may also receive 2 additional cycles of rituximab monotherapy.

Axi-cel, axicabtagene ciloleucel; CR, complete response; DA-EPOCH-R, dose-adjusted etoposide, prednisone, vincristine, cyclophosphamide, doxorubicin, and rituximab; DLBCL, diffuse large B-cell lymphoma;

ECOG PS, Eastern Cooperative Oncology Group performance status; EFS, event-free survival; FL, follicular lymphoma; HGBL, high-grade B-cell lymphoma; IPI, International Prognostic Index;

LBCL, large B-cell lymphoma; MZL, marginal zone lymphoma; NOS, not otherwise specified; OS, overall survival; PFS, progression-free survival; PRO, patient-reported outcomes;

R-chemotherapy, rituximab plus chemotherapy; R-CHOP, rituximab + cyclophosphamide, doxorubicin, vincristine, and prednisone; QOL, quality of life.

Westin et al. ICML 2023 Abstract 996 )



| want to try to get my patient to CAR but disease Is

progressing too rapidly...

Use whatever tools you have

Progression Free Survival

100
== Bridging Therapy (n=81)
80 - —— No Bridging Therapy (n=67)
g
S 60
(]
I
© 40 -
a
o
20 -
1 yr PFS 40% v 21%
.01
0 p=? T v L v ] M T v Ll
0 5 10 15 20 25
Time (months)
No Bridging 67 37 22 10 5 2
Bridging 81 29 12 6 4 1

Pinnix et al, Blood Advances 2020

Percent survival

No Bridging
ST Bridging
RT Bridging
CMT Bridging

60 -

40 -

20 -

Progression Free Survival

== Non-Bridged (n=62)
== ST Bridging (n=45)
== RT Bridging (n=11)
CMT Bridging (n=6)

62
45
11

37
16
10

10

Time (months)
22 11
8 4
3 2
2 2

15

20 25

No bridging vs ST p=0.01
No bridging vs RT p=0.52
No bridging vs CMT p=0.36
ST vs RT p=0.05
ST vs CMT p=0.78
RT vs CMT p=0.17

— O waom
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| want to try to get my patient to CAR but disease Is
progressing too rapidly...

Use whatever tools you have

I
C
A PES PFS (PS matched)
1.0 7 — A.chemo - - B. Steroids - - C.RT — - D. Targeted
0.8 - 107 — A. Non-RT bridging
0.8 - - — B. RT bridging
0.6 - o HR=1.01, P=.97
041 0.4 - i ——
72
0.2 - ?g 02944 29 21 20
00 {15 0.0 1 2;4 1:? 1.3 1:3'
0 0 3 6 9
Months post CART infusion Months post CART infusion

|
Jain et al, Blood Advances 2024




Conclusion:

The golden moment to use CAR T-cell is
« second line

e third line

« maybe first line in IPI 4-57

Bridging and holding therapies?
« Polatuzumab

« Radiation

 Steroids

« Chemotherapy
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how

Thank youl
Obrigado!

Jason Westin, MD MS FACP FASCO

Jwestin@mdanderson.org
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