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Approved CD19 CAR-T Cells in 2" |line for LBCL
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FDA, EMA and AIFA: DLBCL refractory to first-line chemoimmunotherapy or
that relapses within 12 months of first-line chemoimmunotherapy

AXxi-cel

EMA: DLBCL (and PMLBL, FL3B) refractory to first-line chemoimmunotherapy or
that relapses within 12 months of first-line chemoimmunotherapy

Liso-cel 5 FDA: DLBCL (and PMLBL, FL3B) refractory to first-line chemoimmunotherapy or
that relapses within 12 months of first-line chemoimmunotherapy or relapses after first-line
chemoimmunotherapy and are not transplant eligible




REAL WORLD DATA OF AXICABTAGENE CILOLEUCEL AS SECOND LINE
ﬁf.::;}%’lﬁsz‘;?!ibm h.ai.l THERAPY FOR PATIENTS WITH LARGE B CELL LYMPHOMA: FIRST RESULTS
¥ T OF A LYSA STUDY FROM THE FRENCH DESCAR-T REGISTRY

Brisou G. et al. ASH 2023 [Abstract 905]

DESCAR-T :
French nationwide registry collecting real-life data of all patients treated with approved CAR T-cell therapies (NCT04328298)

Retrospective analysis—> all patients included between July 2022 and Aug 2023 in 2L Axi-Cel early access program

Treated patients Untreated patients
N=201 (87.4%) N=29 (12.6%)
Sex Male 122 (60.7%) 16 (55.2%)
Age (years)

: Median (min; max) 61 (21; 82) 65 (34;80)
Analyzed population e >= 65 years 77 (383%) 15 (51.7%)

) A
: ( h E Iﬁidging therapy 177 (88.1%) 18 (62.1%) |
Pending .
/ . \ infusi Safety Set =) ECOG

2L Axi-Cel early access program '”Nus;g” N=189 L] 0-1 164 (81.6%) 14 (48.3%)

: : Hariag - = (. >=2 10 (5.0%) 3 (10.3%)

{n;é?rzlcotgr;ritaegﬁ S: p . > < B Missing 27 (13.4%) 12 (41.4%)

Treated LDH > Normal

- early relapsed (< 1 year) LBCL atients Evaluable set g No 75 (37.3%) 16 (55.2%)
- 1 prior line of therapy pel N=171 = | Yes 122 (60.7%) 12 (414%) |

9 N=201 ) % y @ Missing 7 Z.0%) T B3.4%)

Ann Arbor Stage
. - ~N =

Axi-Cel request Untreated Reasons for non-infusion: @) L 30 {14.9%) 4 (13.8%)
\ N=309 / tient 1. Death, n=13 | -1V 149 (74.1%) 20 (69.0%) |

pauents + Progression, n=11 = Unknown 22 (10.9%) 5 (172%)

% N=29 y + Concurrent iliness, n=1 { - Histology

\ 5 o gtgggs"j‘s“srfjigzl () DLBCL 149 (74.1%) 22 (75.9%)

\ ' ) e Transformed indolent 28 (13.9%) 6 (20.7%)

o PMBL 6 (3.0%) 0 (0.0%)

0. HGBL 8 (4.0%) 1 (3.4%)

Otherd 10 (5.0%) 0 (0.0%)

Primary refractory disease 149 74.1% 23 79.3%
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DESCAR-T LBCL treated with Axi-cel in 2nd line

Brisou G. et al. ASH 2023 [Abstract 905]

Tumor board meeting

CAR-T treatment decision Order Leukapheresis Delivery Infusion
@ =y = @ S
| 6(2;12)days > | 26 (24 ; 28) davs>
Time from decision to infusion ™ Vein to vein: 36 (33 . 43) days >
I 37 (33 ; 42) days >

Bridging Therapies

| 49 (43 ; 54) days

| Brain to vein: 55 (48 ; 67) days

Median time (Q1;Q3)

onidaing therapy 7B A%) e etore Axi-Col mftsion
Number of bridging lines 500
1 153 (86.4%) ’
2 19 (10.7%)
50,0
3 4 (2.3%)
< 1 (0.6%)
Type of treatment* 40,0 m Not Evaluated
Monoclonal antibody 155 (87.6%) 30.0 = PfogfeS§ive Disease
Anti-CD20 153 (86.4%) = Stab.|e Disease
Chemotherapy 162 (91.5%) 20.0 CP:amalI Res:onse
Platine-based regimen 124 (70.1%) m Complete Response
Radiotherapy 14 (7.9%) 10,0 .
IMID 11 (6.2%)
Kinase inhibitor 14 (7.9%) 0.0 ]
Corticosteroids 13 (7.3%) responders non responders not evaluated

* Several treatment possible



s DESCAR-T LBCL treated with Axi-cel in 2nd line

g and Exhibition

Brisou G. et al. ASH 2023 [Abstract 905]
Toxicities

incidence of CRS and ICANS (%)

MULTIVISCERAL FAILURE Concurrent illness

100,0
90,0 [ 42 | infection
80,0 : :
® no infection Bacterial
70,0
60.0 = Fungal
mgrade 5 .
50,0 m Viral
87.8 mgrade 3-4
40,0 12,2 grade 1-2 140; 74% unknown
30,0 germ
20,0
30,7
10,0
0,0
CRS ICANS . . . . . .
* Most of these infections occurred during the first month post infusion
* Only 6 bacterial, 1 viral and 1 fungal infections occurred later
Cause of death
Cause of death n
UNKNOWN 1
NEUROLOGICAL TOXICITY 1 ® Progression
Ca u Ses Of Dea t h ACUTE HEMATOTOXICITY (DEEP PANCYTOPENIA) 1 m Acute toxicity
CRS 1 m Late toxicity
1
1

SEPTIC SHOCK




et DESCAR-T LBCL treated with Axi-cel in 2nd line

Meeting and Exhibition

Brisou G. et al. ASH 2023 [Abstract 905]

Response
Swimmer plot — Treated set (Cumulative data) (N = 201) ,
. Response evaluation
| N=160
Treated
. BEST RESPONSE
—————= patlents 100.0
- N=201 '
4 o — =Dead
=~ 60,0 m Progressive Disease
g = 40.0 m Stable Disease
- = m Partial Response
; 20,0 m Complete Response
— 0,0 -
- ] Responders Non responders
n %
Median follow-up since CAR-T infusion = 3 months omplete Response 66.3
Partial Response 35 21.9
B Complete Response O Portal Respanse B.Egraﬁfﬁm??iﬁifﬁ-;ﬁf% Dead B Notyetevalated B Mot Evalated Stable Disease 5 3.1
0 1 2 3 4 5 6 7 8 s w  Progressive Disease 11 6.9

Mot Dead 3 1.9




g DESCAR-T LBCL treated with Axi-cel in 2nd line
(2 33 Brisou G. et al. ASH 2023 [Abstract 905]

Meeting and Exhibition

Survival

Overall survival according to treatment set
Since treatment decision PFS since CAR-T infusion

1.0 1: Treated set 10 + Censored [J 95% Confidence Limits
2: Untreated set
0.8 0.8
2
% os ]
g 3@
a e
g 4 =
2 04 ©
g 2 04
@ g
7]
0.2
0.2
0.0
1 201 150 66 4 0 0.0
2 - . 2 . 201 75 26
0 3 6 9 12 ) 3 6
OS since eligibility (months) PFS since 1st administration (months)
No. of Subjects Event Censored  Median Survival (95%CL) No. of Subjects Event Censored  Median Survival (95%CL)
Untreated set 29 44.8 % (13) 55.2%(16) 29(2;6.7) '

median OS since eligibility
* treated set: 11.1 (8.9-11.1) months
* untreatedset: 2.9 (2-6.7) months

median PFS since 1° administration: 6.1 (5.3-NA) months



DESCAR-T LBCL treated with Axi-cel in 2nd line

Brisou G. et al. ASH 2023 [Abstract 905]

KEY MESSAGES

* Inclusion in DESCART registry for 2L LBCL patients is on-going with rapid accrual

* The vast majority of patients were primary refractory and received bridging chemotherapy
* Axi-celin 2L for R/R LBCL is feasible and safe in real-life

* No new toxicity signals were observed

* Early assessments of response are in line with those described in ZUMA-7 and ALYCANTE
studies

* Further follow up is needed and ongoing



Real-world experience of axicabtagene ciloleucel, a CD19-directed
CAR T-cell therapy, in the second-line treatment of early relapsed
or primary refractory large B-cell ymphoma

Othman T, et al Br J Haematol. 2024

N=33 (%)
(A4)
Median age at infusion, years (range) 64
(20-86)

<60 11 (33)

=60 22 (67)
Gender

Female 11 (33)

Male 22 (67)
ECOG performance status at infusion

0-1 28 (85)

Unknown 5(15)
Diagnosis

Diffuse large B-cell lymphoma 23 (70)

High-grade B-cell lymphoma with MYC and BCL2 3(9)

rearrangement

Transformed follicular lymphoma 7(21)
Stage

I-II 721

-1V 25 (76)

Unknown 1(3)
Bulky disease by Lugano criteria

Yes 9(27)

No 16 (49)

Unknown 8(24)
IPI score at infusion

0-2 20 (61)

3.5 5(15)

Unknown 6 (18)

Cell of origin

GCB 19 (58)

Non-GCB 14 (42)
Double expressor

Yes 11 (33)

No 11 (33)

Unknown 11 (33)
Active CNS disease at infusion 1(3)
Disease status at leucapheresis

Early relapse 18 (55)

Primary refractory 15 (45)
Bridging therapy

Polatuzumab-containing regimen® 7(21)

Platinum-containing regimenb 10 (30)

Radiation ranging from 2400 to 3750 cGy 3(9)

Steroids alone 3(9)

None 10 (30)
Lymphodepletion

Fludarabine/cyclophosphamide 26 (79)

Bendamustine/rituximab 7(21)
Ineligible by ZUMA-7 criteria 20 (61)

Received bridging therapy not restricted to 20 (61)

steroids®

Impaired organ function® 7(21)

Foley catheter inserted at time of CAR T infusion 2(6)

Active CNS disease at the time of CAR T infusion 1(3)

Deep vein thrombosis within 6 months of CAR T 1(3)

infusion

History of cancer excluding non-melanoma skin 1(3)

cancer or carcinoma in situ and active within
3years of CAR T infusion

Bridging therapy: 70%

Survival outcomes:
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6-month OS 91% [95% CI, 81-100]
0+——— T
0 4 8 12 16
Months since CAR T infusion
No.atrisk 33 22 17 8 2

Real-word experience: single-center experience of City of Hope (Duarte, California, USA)
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6-month PFS 64% [95% CI, 49-84]
0 T VR S N [ B A e
0 4 8 12 16
Months since CAR T infusion
No. at risk 33 18 14 7 2

» Median EF, OS, PFS not reached after mFU of 7.2 months

» 6-month EFS and PFS were both 64%,

» 6-month OS: 91%, 6-month NRM: 10%, 6-month Cum.Inc.Rel. (CIR) 24%

Safety:

CRS >2: 3% (vs 6% of ZUMA-7)

ICANS >2: 24% (vs 21% but lower disease burden)

Therapy succesfully provided to 64% of patients in the outpatient setting
» Hospital stay reduction of 6 days per patient
> Necessity of outpatient immune effector cell (IEC) care team



What's new in second-line CAR-T therapies
for DLBCL from the 66th ASH Annual Meeting?

: ’@: 66th ASH* Annual
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o Jeeametathe Real-World Early Outcomes of Second-Line Axicabtagene Ciloleucel
and Exposition

Therapy in Patients With Relapsed or Refractory Large B-Cell Lymphoma
Lee et al. ASH 2024 (Abstract 526; oral presentation)

STUDY DESIGN AND ANALYSIS

« Data were collected from the CIBMTR database

« Study population: consecutive, consenting adult patients with R/R LBCL (including
DLBCL, HGBCL, FL Grade 3B, PMBCL) who received axi-cel in 2L between April 2022 and
July 2023 from 89 centers in the United States and enrolled in the CIBMTR data registry

Data Source

» Effectiveness: OR and CR rate, DOR, EFS, OS
» Safety: CRS, ICANS, cytopenias, infections, non-relapse mortality, cause of
death, therapies to manage CRS and ICANS

Outcomes
of Interest

» Descriptive statistics summarized baseline patient characteristics and outcomes in the
overall population, by ZUMA-7 eligibility among patients with DLBCL, HGBCL, and FL Grade

Statistical 3B (ineligible vs eligible/unknown), and in patients with PMBCL

Analysis o Patients with PMBCL were ineligible for ZUMA-7 and were analyzed separately

» Time-to-event outcomes were assessed using Kaplan—Meier methodology
o When sufficient data were available, 12-month data were reported; otherwise, 6-month data were reported




Q’ Real-World Early Outcomes of Second-Line Axicabtagene Ciloleucel Therapy in Patients With R/R LBCL
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Eligibility and transplant ineligibility

Baseline patient and disease characteristics All Patients
Characteristic
N=446
All Patients
Characteristic N=446

ZUMA-7 eligibility,® n (%)

Eligible 214 (48)
*| N=446 patients Median age, years (range) 63.9 (19.5-86.0) INOt eligible _ 219 (49) |
Organ impairment 150 (34) |
* axi-celin 2L between 25 o <0, el ! Pulmonary (moderate/severe) 81 (18)
April 2022 and July 2023 270, n (%) 137 (31) Cardiac 49 (11)
* Median follow-up for all Male sex, n (%) =i BEE EES ([Pl elie G5, A, 37 (8)
patients was 12.0 ECOG performance status 0-1,% n (%) 401 (97) and/or ALC)
months (95% Cl, Disease type, n (%) Arrhythmia 26 (6)
11.5-12.1) DLBCL 349 (78) Cerebrovascular disease 14 (3)
o ZUMA-7 ineligible: PMBCL 13 (3) Reliallmecare s eeTe) 5(1)
11.8 months (95% - 79 (18) Heart Yalve disease 4 (<1)
Cl, 7.2-12.1) Hepatic (moderate/severe) 1(<1)
o ZUMA-7 AL CIECOEL 5(1) |  Prior malignancy 70 (16) |
eligible/unknown: Elevated LDH levels pre-infusion, n (%) 199 (48) Other causes for ineligibility 48 (11)
12.1 months (95% Response to last line of therapy pre- 228 (51) PMBCL 13 (3)
Cl, 11.8-12.3) _leukapheresis, n (%) Transplant ineligible, n (%) 226 (52)

i in-to-vein ti 29.0(27.0-35.0
M?d'?n vein-to-vein time, days, (IQR) ( ) About half the patients would have been ineligible for
Bridging therapy,®“n (%) 286 (66) ZUMA-7, mainly due to organ impairment (34%) and
prior malignancy (16%)
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ORs and CRs were similar across all patient groups

100

Lee et al. ASH 2024 (Abstract 526)

M OR CR
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79% 79% 69%
0 -
All Patients ZUMA-7 Ineligible ~ ZUMA-7 Eligible/ PMBCL
Unknown
No. of
Patients 343 280 165 132 169 139 9 9
Nc 436 436 210 210 213 213 13 13

* Median time to OR in all patients was 2.1 months (IQR, 1.0-3.6)

o ZUMA-7 ineligible: 1.8 months (IQR, 1.0-3.4)

o ZUMA-7 eligible/unknown: 2.4 months (IQR, 1.0-3.7)
o PMBCL: 3.0 months (IQR, 1.2-NE)

* Median time to CR in all patients was 3.1 months (IQR, 1.1-NE)

o ZUMA-7 ineligible: 3.2 months (IQR, 1.1-NE)

o ZUMA-7 eligible/unknown: 3.1 months (IQR, 1.1-NE)
o PMBCL: 3.0 months (IQR, 1.2-NE)

median fup: 12 months

Real-World Early Outcomes of Second-Line Axicabtagene Ciloleucel Therapy in Patients With R/R LBCL

All patients:
12-month DOR: 66%

100 DOR in All Patients
= 80
(]
(]
s
2 60
L]
o
s
2 40
2
g 12-Month Rate,
a 209 % (95% ClI)
All Patients | 66 (59-71) + Censored
0 T T r T T
0 3 6 9 12
No. at Risk Time From Initial Response, Months
342 249 147 121 31
No. of Events
0 58 83 89 94

i Patients ZUMA eligible:

12-month DOR: 69%

Patients ZUMA ineligible:

12-month DOR: 60%

1004
DOR by ZUMA-7 Eligibility
= 80+
)
w
5
2 60
i}
[+4
S 401
S 12-Month Rate,
o % (95% CI)
a 204 —
Ineligible 60 (50-68)
69 (60-77) + Censored
0 . r : : :
0 3 6 9 12
No. at Risk Time From Initial Response, Months
Ineligible 164 116 61 52 15
169 125 81 66 15



= Real-World Early Outcomes of Second-Line Axicabtagene Ciloleucel Therapy in Patients With R/R LBCL
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Event-free survival

100+ ) .
EFS in All Patients
2 801
]
£ 60-
=
a ——t
£ All patients:
c
g 12MonthRate, 12-month EFS: 53%
w204 % (95% Cl)
All Patients | 53 (48-58) + Censored
04— Y v , ;
0 3 6 9 12
No. at Risk Time From Infusion, Months
444 330 225 142 123
No. of Events
0 107 167 184 190

1004
EFS by ZUMA-7 Eligibility
2 804
s
2
2 604
@
]
,;': 401
€ 12-Month Rate,
9 % (95% Cl)
w204 —
Ineligible 48 (40-55)
58 (50-64) + Censored
0 T T T T T
0 3 6 9 12
No. at Risk Time From Infusion, Months
Ineligible 217 159 103 60 49
git 214 163 115 77 70

Patients ZUMA eligible:
12-month EFS: 58%

Patients ZUMA ineligible:
12-month EFS: 48%

Lee et al. ASH 2024 (Abstract 526)

Overall survival

100+ . .
OS in All Patients
80+
:i 60
@ All patients:
- 40_
§ 12-month OS: 71%
o 12-Month Rate,
204 % (95% Cl)
All Patients | 71 (66-76) + Censored
01— ' . ' .
0 3 ) 6 9 12
No. at Risk Time From Infusion, Months
446 405 311 206 166
No. of Events
0 34 66 84 102

1004
804
S
.g 60 4
e
=
7]
- 40 4 . . o
s 12-Month Rate, OS by ZUMA-7 Eligibility
o 20 % (95% ClI)
Ineligible 62 (53-69)
80 (73-85) + Censored
0 T T T T T
0 3 6 9 12
No. at Risk Time From Infusion, Months
Ineligible 219 194 141 85 66
214 199 159 114 96

Patients ZUMA eligible:
12-month OS: 80%

Patients ZUMA ineligible:
12-month OS: 62%



bk Real-World Early Outcomes of Second-Line Axicabtagene Ciloleucel Therapy in Patients With R/R LBCL
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Incidence of CRS Incidence of ICANS

100 - @ 88% 87% % M All patients

X B ZUMA-7 ineligible 100 -
9 80 - I ZUMA-7 eligible/unknown 3 549%
5 M PMBCL I
S 60 - E
5 c
S 0] s
2 c
o —
g. 20 A 'g
5 g

0 - a

Any-Grade CRS CRS of Grade 23
No. of Patients With Event Any-Grade ICANS ICANS of Grade 23
390 193 186 11 23 13 10 0 No. of Patients With Event
No. of Patients Evaluable 221 118 96 7 95 o6 38 1
446 219 214 13 441 217 211 13 No. of Patients Evaluable
446 219 214 13 427 207 209 11
Incidence of any-grade CRS and Grade >3 Incidence of any-grade ICANS and Grade >3 ICANS were
CRS were similar across patient groups similar across patient groups

The most common treatments given for CRS and/or ICANS were tocilizumab (80%), corticosteroids (65%),
antiepileptics (19%), and anakinra (18%)



Real-World Early Outcomes of Second-Line Axicabtagene Ciloleucel Therapy in Patients With R/R LBCL
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Y o Lee et al. ASH 2024 (Abstract 526)

- iaibilitva
ZUMA-7 Eligibility Patients With

Characteristic All Patients Ineligible PMBCL
N=446
n=219 n=13

Deaths, n (%) 110 (25) 71 (32) 38 (18) 1(8)
Primary cause of death among those who died during follow-up,® n (%)

Patient deaths

Primary disease 81 (18) | 4822 32 (15) 1(8)
CRS 1(<1) 1(<1) 0 0
Neurotoxicity 3(1) 3(1) 0 0
Infection 7(2) 6 (3) 1(<1) 0
Pulmonary 2(<1) 1(<1) 1(<1) 0
Organ failure 8 (2) 6 (3) 2(1) 0
Secondary malignancy 2(<1) 1(<1) 1(<1) 0
Other 5(1) 5(2) 0 0

Cumulative incidence of non-relapse mortality at 6 months,¢ % (95% CI) 4(2-6) 7 (4-10) 1(<1-4) 0 (NE-NE)

Conclusions:

This is the largest real-world analysis of patients with R/R LBCL who received 2L commercial axi-cel
o  About half of patients (52%) would have been ineligible for ZUMA-7

* Despite a broader patient population beyond the ZUMA-7 trial, effectiveness and safety outcomes at median follow-up of 12 months were consistent with those
observed in ZUMA-7

* A limitation of this study is that some patients receiving bridging therapy may have been misclassified as third line or later by the algorithm used to define line of
therapy and therefore excluded from this analysis

* Future work will assess real-world outcomes with a longer follow-up

* Overall, these findings support the use of axi-cel as a 2L therapy for patients with R/R LBCL, including many patients who would have been considered ineligible
for ZUMA-7, in the real-world setting



', Multi-centre real-world outcomes of large B-cell lymphoma
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patients treated with 2L axicabtagene ciloleucel in the UK

Kuhnl A, et al. ASH 2024 (Abstract 2342; poster presentation)

QOutcomes = el
LBCL R/R €12 months since 1L therapy . A 17\ Median follow-up:
approved for axi-cel as 2L therapy ORR, PFS and OS @ 9.1 months
» Tolerability
— Methods — , Baseline patient characteristics N Results N
. : 0 .

Consecutive patients (1)7f 6199505)/at|\(lavntrs. I1n?9 (9; %) underwent leukapheresis and

approved for SOC Patients approved () R I

axi-cel by the UK for axi-cel (N=195) * Median time from approval to infusion: 49 days (IQR 42—60)

(N:ﬁlrt:;g?lpgﬁg T Median age, years (range) 61 (22-76) * Median vein-to-vein time: 36 day (IQR 33-47)

(UKNCCP) between LBCL subtype « Time interval from 1L CIT to axi-cel approval: at end of 1L treatment
May 2023 and March De novo DLBCL NOS 71% 56%; within 3 months 20%; 3—6 months 9%;

2024 across 15 CAR HGBCL 9% 6-12 months 15%

T centres Transformed FL 12% « Holding therapy: 47% (majority systemic CIT)

Advanced stage disease 76% » Bridging therapy: 97% (systemic BT 67%; radiotherapy 20%; combined
modality treatment 11%)
Extranodal involvement 22 sites 32% )
* ORR to systemic BT: 52% (13% CR)
Elevated LDH 63%
* Bestresponse (N=176): 61.1% CR; 26.9% PR; 88.0% ORR
Bulky disease 25%

1LCIT
R-CHOP 71% Response rates were comparable with those

Polatuzumab-R-CHP 16% reported in the ZUMA-7 trial




Welcome to the
66th ASH" Annual Meeting
and Exposition

Multi-centre real-world outcomes of large B-cell lymphoma patients treated with 2L

axicabtagene ciloleucel in the UK

Kuhnl A, et al. ASH 2024 (Abstract 2342)

7 PFS N\
1.00
o Median 8.4 months
~: (95% CI: 2.9-NR)
2 0.75-
o
(o]
o
[o %
2 0.50-
@
2
®
| =
£ 0.25-
‘gl 9-month PFS: 47.6%
T (95% CI: 38.2-56.5)
0‘00— T T T T T T
0 3 6 9 12 15
Time since infusion (months)
Number at risk
164 95 42 16 1 0
- Safety N

* CRS any-grade 98%; Grade 23 4%
» ICANS any-grade 44%; Grade 23 17%

* 90% of patients received tocilizumab, 60% corticosteroids and 17%
anakinra

* Cumulative incidence NRM at 9 months: 5.4% (95% CI: 2.7-10.8)

r

0S \

9-month OS: 76.6%
(95% CI: 68.7-82.8)

1004 ——— Not infused
—— Infused
0.75
2
©
8 9-month OS: 19.7%
'§ ’ (95% CI: 5.5-40.3)
s
a
0.25
0.00
0 3 6 9 12 15 18

Time since approval (months)

Number at risk
Notinfused 19 7 2 2 1 0 0
Infused 176 168 123 69 32 9 0

With limited follow-up, PFS and OS are encouraging
despite 47% of patients requiring urgent

pre-apheresis holding therapy and 97% receiving
post-apheresis bridging therapy
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and Exposition Patients with R/R LBCL: First Results from the Center for International Blood

and Marrow Transplant Research Registry (CIBMTR)
Bobillo MS, et al. ASH 2024 [Abstract 470]

Key eligibility criteria \
+ Had R/R LBC

* Recetved commercial ‘ June 2022 AupuRInaS N:157 patients

: s \ Data cutoff
l;:;c;lym(usnon as 2L LBCL / Study period August 4, 2024
* Had = 1 assessment for /,/
B/ | 3%y outcomes and endpoints N=105 (67%) patients were ineligible
| etusion // + Effectiveness outcomes: ORR, CR rate, DOR, PFS, and 0S . .
; + Safety outcomes: AEs of special interest, NRM,® and deaths for TRANSFORM (prl marl Iy due to

Subgroup analyses

age and/or severity of comorbidities)

* ORR, CR rate, DOR, PFS, and OS by TRANSFORM eligibility criteria, refractory or relapsed disease status, and age

Median follow-up® of 6.4 months (95% Cl, 6.1—6.5; range, 0.2—-14.8)

2LR/R LBCL 2L R/R LBCL
(n=157) (n=157)

Median (range) age,® y 72 (27—85) ECOG PS, n/N (%)
Male, n (%) 90 (57) 0—1 128/135 (95)
Histology, n (%) 2/3—4 7/135(5)/0
DLBCL® 132 (84) mm) Patients with > 1 comorbidity, n/N (%) 76/126 (60)
Activated B-cell type 57 (36) Cardiac? 34/126 (27)
Germinal center B-cell type 61 (39) Pulmonary¢ 22/126 (17)
NOS 13(8) Obesity? 15/126 (12)
THRBCL 1(1) Elevated LDH at infusion, n/N (%) 62/151 (41)
mp High-grade B-cell lymphoma 18(11) mmp Prior therapeutic exposure, n (%)
Other, including PMBCL 7 (4) _ !
- - et Received R-CHOP 137 (87)
Disease status at time of infusion, n (%)
Active disease 137/156 (88) Single regimen 89 (65)
Primary refractory 79 (50) Intrathecal therapy 23 (15)
Early relapsec 76 (48) Radiation therapy 35(22)

#CNS involvement, n (%) 5(3) =) Bridging therapy, n (%) 113 (72)



Real-World Outcomes of Lisocabtagene Maraleucel as Second-Line Therapy in Patients with R/R LBCL:
Welcome to the

66th ) @Xnn;s?tlig/'neeting First Results from the Center for International Blood and Marrow Transplant Research Registry (CIBMTR)
Bobillo MS, et al. ASH 2024 [Abstract 470]
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CAR-T Cell Therapy in Early Relapsed/Refractory Large B-Cell

S o
S @

Wel to th : - :
66t ASTE Ame e N cting Lymphoma: Real World Analysis from the Cell Therapy Consortium

and Exposition

Rojek A.E. et al. ASH 2024 [Abstract 628]

retrospective multicenter study to evaluate the real-world outcomes of early R/R LBCL pts treated
with CAR-T in 2L as compared to the 3L+ setting

Table 1: Patient Characteristics Table 2: Toxicities and Qutcomes
All pts, 2L CART, 3L+ CART,
N=155 N=53 N=102 Tﬂllciw ALl pts, 2L CAR T,. 3L+ CAR T.

Age at apheresis N=155 N=53 N=102
Median, yrs (IQR) 63 (56-70) 63 (55-70) 63 (56-70) CRS, %
>70years, % 25 28 24 Any grade 68 60 71

Male, % 67 62 70 | Grade 3-4 6 6 6 |

ECOGPS=2, % 15 19 14 ICANS, %

Non-Caucasian ethnicity, % 11 6 14 Any grade 35 40 33

Disease stage IIl/IV, % 77 81 75 | Grade 3-4 15 15 15 |

Active secondary CNS lymphoma, % 13 9 15 Outcomes

Elevated pre-LDc LDH, % 45 45 45 30-day response*, %

Disease status at time of referral, % CR 54 67 49
Primary refractory 30 51 25 ORR 80 84 78
Relapsed, then refractory 27 0 35 90-day responset, %

Relapsed 31 42 26 CR 57 59 55

Received bridging therapy, % 75 78 73

CART cell product, % ORR 70 73 68
Axi-cel 57 74 48 9-month PFS, % (95% CI) | 48 (41-57) 56 (44-71) 45 (36-56)
Tisa-cel 16 0 25 9-month 08, % (95% CI) 64 (57-72) 75 (63-88) 59 (50-69)
Liso-cel 27 26 27 out of 137 evaluable pts at 30 days post CAR T infusion

1 out of 122 evaluable pts at 90 days post CAR T infusion

» no differences in rates of CRS or ICANS between pts receiving 2L vs 3L+ CAR-T
» no significant difference in either ORR or CR rate for those treated with 2L or 3L+ CAR-T.



CAR-T Cell Therapy in Early Relapsed/Refractory Large B-Cell Lymphoma:

Welcome to the
66th ASH™ Annual Meeting

and Exposition Real World Analysis from the Cell Therapy Consortium

Rojek A.E. et al. ASH 2024 [Abstract 628]
Survival outcomes

Progression-Free Survival Overall Survival

—— CARTIin2L CART in 3L+ —+— CARTin2L CAR T in 3L+ Non-Relapse Mortality

>
E —f+— CARTIin2L CAR T in 3L+
o) 1.001 >
1.00+ £
3 ha E ‘1_"—\_‘_ z 0.20 p=0.81
3 — E HLI_‘—H—l 2
E 0.75 g 0.751 [T 2
Pl . o . " LU 1L o 0.15
2 o 2
g = =
Ll LI L
w 0.50 2 0.501 E 0.10 ™ T Ir -+ T
g : 2
st 3 ]
L w 7]
c 0.25 - 0.251 % 0.05
S p=0.18 © p=0.11 °
2 g ;
S 0.00. 6 g 0.00
> ' : . , : : 0.001__ , , _ , z 3 3 5 3 2
s 0 3 6 9 12 0 3 6 9 12 Months
Months Months Number at risk
Number at risk Number at risk CARTIn2L{ 53 45 40 32 27
CARTin2L{ 53 37 30 23 20 CARTin2L]{ 53 45 40 32 27 CAR T in 3L+1 102 88 72 56 43
CAR Tin3L+{ 102 67 49 43 35 CAR Tin3L+] 102 88 72 56 43 0 3 6 9 12
- - . , - . ) ; . . Months
0 3 6 8 1= 0 3 6 9 12
Months Months

» outcomes of pts treated with commercial CAR-T in both the 2L and 3L+ setting yield favorable response and survival
outcomes

 selection of more fit pts and efforts to reduce disease burden prior to infusion may improve survival outcomes for early R/R
LBCL pts treated with CAR-T regardless of line of therapy



THE COST-EFFECTIVENESS OF AXICABTAGENE CILOLEUCEL VERSUS STANDARD OF CARE

AS SECOND-LINE THERAPY IN PATIENTS WITH LARGE B-CELL LYMPHOMA 1IN ITALY
Rodriguez-Guadarrama YA et al, EBMT 2024

EBMT

Objective: The objective of this study was to estimate the cost-effectiveness of axi-cel versus SOC in 2L LBCL from an
Italian National Health Service (NHS) perspective.

Axi-cel treatment of patients with 2L LBCL (time to event data obtained from ZUMA-7) was associated with

* aper patient incremental QALY (Quality Adjusted Life Year) gain of 1.92
RESULTS: * incremental costs of €70,577 compared to SOC.

* As aresult, axi-cel was cost-effective with an ICER (Incremental Cost- Effectiveness Ratio) of
€36,811 per QALY versus SOC

Figure 1. Modelled extrapolated survival
100%

Axi-cel modal eurve EFB Axical mo ful curve 2]
0%
+C madal ¢urmm 10cdel curem
|

o | C mesd 08
eThe difference in 5-year projected OS was 8.3% (51.2% o bl
vs. 42.9% for axi-cel and SOC, respectively) =60 BN SRS
§ - I a,____________""'----__q_ $o€ cure fraction: 42%
*The model estimated 5-year EFS to be 37% and 14.3% o | “‘”‘=f\ T T
for axi-cel and SOC, respectively. ] TR
. N

0 10 20 a0 40 2
Time (years)

* The results were driven by better long-term survival of patients in the axi-cel arm, more time spent in the
event-free state, and the avoidance of subsequent lines of CAR T-cell.



THE COST-EFFECTIVENESS OF AXICABTAGENE CILOLEUCEL VERSUS STANDARD OF CARE AS

SECOND-LINE THERAPY IN PATIENTS WITH LARGE B-CELL LYMPHOMA 1IN ITALY
Rodriguez-Guadarrama YA et al, EBMT 2024

EBMT

RESU LTS " Figure 3. Probabilistic sensitivity analysis
Axi-cel dominant Maorth east £200,000
Auxi-cel more costly and less effectve Axi-cel'maore costly and more effective
. £150,000
In probabilistic sensitivity analyses, p L +100.000
axi-cel was 68% likely to be cost-effective at a § £.000
willingness to pay threshold of €60,000 per QALY : =
ga ined 2 WTP = $60,000 per QALY - -£50,000
- £100,000
South west ) | Axi-cel dl:-min.?nt 150,000
Aui-cel less costly and less effective Axi-cel less costly and more effective _£200,000
-6.00 -4.00 -2.00 0.00 2.00 4.00 6.00
Incremental QALYs
axi-cel, axicabtagene ciloleucel; QALY's, quality-adjusted life years; WTP, willingness to pay
CONCLUSIONS:

* Qver a lifetime horizon of 50 years, treatment of patients with 2L LBCL with axi-cel is cost-effective, with an ICER well
below the €60,000 per QALY willingness-to-pay threshold relevant in Italy.

* This is because by treating in the 2L setting, patients experience a survival benefit and a better QoL in the long-term,
whilst avoidance of CAR-T-cell in subsequent lines of treatment offsets incremental costs.

* Reducing delays and barriers to access and increasing patient awareness of CAR T-cell therapies are remaining challenges
to address.



Impact of real-world clinical factors on an analysis of the cost-effectiveness of

‘immediate CAR-T' versus ‘late CAR-T’ as second-line treatment for DLBCL patients

Figure 3

(A) (B)
Y EFS, Japan . 085, Japan
08
0.7
Estimated survival curves of the ‘immediate .- "
CAR-T" and ‘late CAR-T’ strategies in Japan § ] \
and the US USing the mOdel_ e 0 100 200 30 400 0 100 m:njths 00 400
(C}n
C; EFs, US
03 ~
0.2 it
0.1 L S~
) W] 100 200 300 400 0 100 200 300
. months months
Conclusion: ~ Immediato GART

Incorporating various clinical factors, the analysis showed that ‘immediate CAR-T’ is more cost-effective than ‘late CAR-T.
However, this conclusion should be interpreted with caution, as the ICERs were very close to the WTP thresholds, and the results

were highly sensitive to parameter changes.
Yamamoto C. et al; Transplantation and Cellular Therapy; 2025



Comparison between studies on Real World experiences of
CAR-T Therapy in 2° line for R/R LBCL

PILOT TRIAL Liso-cel 18 (range, 1.2-32.8) 80.3% 54.1% 18-mo PFS: 42.9% 18-mo OS: 59% [45.2-
[68.2-89.4] [40.8-66.9] [29.9-55.2] 70-4]
at mFU (24.0 mos) at mFU (24.24 mos)
Alycante Trial Axi-cel 62 12 (range, 2.1-17.9)  69.4% 71.0% 12-mo estim. PFS: 48.8%  12-mo estim. PFS: 78.3% 95.1 51.6
[56.4— 80.4%)] [58.1-81.8%] [34.0-62.0] [64.7-87.1]
Descar-T Axi-cel 201 3 88.2% 66.3% median PFS: 6.1 mos median OS: 11.1 mos 92 43
[5.3-NA] [8.9-11.1]
City of Hope Axi-cel 33 7.2 85% 76% median PFS NR median OS NR 91 58
experience 6-mo PFS: 64% 6-mo OS: 91%
[49-84] [81-100]
Lee DC et al. Axi-cel 446 12 79% 64% 12-mo EFS: 53% 12-mo OS: 71% 87 50
ASH 2024 [48-58] [66-76]
Bobillo MSetal.  Liso-cel 157 6.4 (range, 0.3-13.8) 84% 70% 61% [52-69] at mFU 87% [80-92] at mFU 45 20
ASH 2024 [77-89] [62-77] (6.4 mos) (6.4 mos)
Rojek AE et al. Axi-cel and 53 11.1 (range, 0.2-63)  73%* 59%* 9-mo PFS: 56% [44-71] 9-mo OS: 75% [63-88] 60 40
ASH 2024 Liso-cel

Legend: Pts: patients; mFU: Median follow-up; mo: months; ORR: overall response rate; CR: complete response; PFS: progression free survival; OS: overall survival; CRS: Cytokine Realease
Syndrome; ICANS: Immune Cell-Associated Neurologic Syndrome,
*At 3 months



Take home messages

The vast majority of real-world studies on CAR-T in DLBCL have focused on third-line treatment or included
patients receiving CAR-T regardless of the treatment line.

Since CAR-T therapies were approved for second-line treatment (ZUMA-7 and TRANSFORM), data
collection has also started focusing on second-line use.

Real-world study results confirm those of registration trials, showing greater efficacy of CAR-T
compared to standard therapy even in second-line DLBCL patients

In real-world studies, Axi-cel and Liso-cel have shown similar results in terms of response and
survival outcomes; Liso-cel seems to have a better safety profile.

Second line-CAR-T therapy represents cost-effective alternative to standard-of-care (SOC) for adult
patients with relapsed or refractory LBCL, making it a valuable use of healthcare resources from a global
perspective
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Anti-CD19 CAR T-Cell therapy for r/r LBCL

Product Structure of CAR construct
Antigen-binding Hinge Transmembrane Co-stimulatory T cell activation
. P domain region region domain domain
Variable heavy chain Adosbtagene  BEEEEEEEE & T —
ciloleucel
Tisagenlecleucel |
Variable light
Extracellular : - ,
- chain Lisocabtagene = 4188 . D3t
domain maraleucel ‘=
Transmembrane [
domain - T BB
Transmembrane
Signal 2
Endodomain ITAM
Signal 1
- Gene transfer Retrovirus Lentivirus Lentivirus
Kite Pharma Novartis Juno Therapeutics
KTE-C19 CTL-019 JCARO017 (CD4:CD8=1:1)
Axicabtagene ciloleucel Tisagenlecleucel Lisocabtagene maraleucel
Axi-cell Kymriah Liso-cel
Yescarta

Tokarew N, Ogonek J, Endres S, et al. Teaching an old dog new tricks: next-generation CAR T cells. Br J Cancer. 2019. Kathryn M. Cappell, Nature Reviews Clinical Oncology 2023; Peihua Lu et al. CAR-T and other adoptive cell therapies for B cell malignancies, JCO 2021



CD19 CAR-T Cells for R/R LBCL: moving to 2" line

ZUMA-7
Axicabtagene Ciloleucel

Median
Progression-
free
No. of Survival
Patients  (95% Cl)

mo
B Progression-free Survival Axi-cel 180 14.7 (5.4-NE)
100~ Standard Care 179 3.7 (2.9-5.3)
90 he Stratified hazard ratio for disease
w804 3 progression or death,
]
5 0.49 (95% Cl, 0.37-0.65)
£ 60+
kS Axi-cel
a -+ + -
2 50 R o T SN
g 40 Ly
g 304 o
& 20 Standard care
10
0 T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months
No. at Risk
Axi-cel 180 166 112 100 99 94 90 88 80 73 56 43 28 12 12 6

Standard care 179 94 61 47 43 35 33 31 28 27 24 15 11 9 7 4 1

Locke et al, NEJM 2022

0
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Tisagenlecleucel

Median

Event-free
No. of No. of Survival
tients  Events (95% ClI)

mo
90 St a 160 104 3.0 (3.0-3.5)
R gl isagef@iXieu 162 117 3.0 (2.9-4.2)
§ 704 Hazard ratio for event or death
w (tisagenlecleucel vs. standard care),
3 o 1.07 (95% Cl, 0.82-1.40)
E 50, P=0.61
2
<
n 304
3 o stangard care
o MM —A
104
Tisagenlecleucel
c T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22
Months
No. at Risk
Standard care 160 148 45 31 25 17 12 7 6 3 1 4]
Tisagenlecleucel 162 156 57 32 19 13 6 1 1 0 0 0

Bishop et al, NEJM 2022

TRANSFORM
Lisocabtagene Maraleucel

Median FU 17.5 months

1.0 4
+ Censored
0.9 4 Stratified HR, 0.400; 95% Cl, 0.261-0.615;
P < .0001
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SOC: median (95% Cl), 6.2 mo (4.3-8.6)
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Time from randomization, months

No. at risk

SOC 92 66 42 33 27 22 191919121210 3 2 2 2 2 0
Liso-cel 92 88 79 63 60 56 53 49 46 25 2118 6 3 3 3 3 0

Abramson et al, Blood 2022




phase 2 trial

ALYCANTE Trial — Axi-Cel in R/R ineligible for ASCT

adult patients with R/R LBCL INELIGIBLE for ASCT
primary end point: complete metabolic response (CMR) after 3 months from Axi-Cel infusion

Response Investigator-assessed (%) Assessed by acentral
review panel (%)
Response at 3 months
Obijective response 47 (75.8) 43 (69.4)
Complete response 44 (71.0) 41(66.1)
Partial response 3(4.8) 2(3.2)
Stable disease 0 1(1.6)
Progressive disease 7(M.3) 9(14.5)
Not evaluated 8°(12.9) 9(14.5)
Bestresponse
Obijective response 56 (90.3) 57(91.9)
Complete response 49 (79.0) 51(82.3)
Partial response 7(M.3) 6(9.7)
Stable disease 3(4.8) 1(1.6)
Progressive disease 3(4.8) 4(8.5)
Not evaluated 0 0

at a median follow-up of 12 months (range, 2.1-17.9)
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Houot, R., e al. Nat Med 2023
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ALYCANTE Trial — Axi-Cel in R/R ineligible for ASCT

no differences in term of response, survival outcomes and
toxicity between >70y and <70y

a EFS (investigator assessment) from leukapheresis b PFS with censoring on FDA censoring rules
- according to age (months) - mFAS - according to age (months) - mFAS
L <70 i i <70
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; 0.2 No. of patients Event Censore d Median survival (95% CI) ; 02 No. of patients Event Censore d Median survival (95% CI)
w . <70 29 48.3% (14) 51.7% (15) 12.8 (7.0 ; NA) w - <70 29 48.3% (14) 51.7% (15) 11.8 (5.8; NA)
=70 33 42.4% (14) 57.6% (19) 13.7(7.8; NA) =70 33 42.4% (14) 57.6% (19) 11.5(6.3; NA)
0 0
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Adverse events >2 in 95.2% of patients

* neutropenia 66%

« thrombocytopenia 38%.

« CRS 95.5% (grade >2 8%)

* [ICANS 51.6% (grade >2 14.5%)

At the time of data cutoff, 12 patients died, 5 of
whom from lymphoma and 1 of unknown reason

results support
axi-cel as 2" line therapy
In patients with R/R LBCL
Ineligible for ASCT

Houot, R., e al. Nat Med 2023



PILOT trial — Liso-Cel in R/R ineligible for ASCT

- phase 2 trial
- primary end point: ORR

key eligibility criteria
e age: > 18 yrs
« LBCL: DLBCL NOS (de novo;

transformed FL), HGBCL
(doubleftriple hit), FL3b

* one prior line with
anthracycline and anti CD20

* ineligible for ASCT by
investigator and met > 1 of the
following:

N=61 —

e age > 70 years
ECOG PS =2
DLCO < 60%

DLBCL.: 33 (54%)
High grade: 18 (30%)
Double o triple hit: 20 (33%)
Refractory: 33 (54%)
Relapsed < 12 months: 13 (21%)
Relapsed > 12 months: 15 (25%)

First-line treatment for LBCL: 84% CHOP

Response after first line:

CR: 28 (46%)
PR: 15 (25%)
SD: 5 (8%)

PD: 13 (21%)

LVEF < 50%
CrCl <60 mL/min
« AST/ALT > 2 x ULN

« Patients with secondary CNS
lymphoma were allowed

Sehgal, Alison et al . The Lancet Oncology, 2022

_Bridging therapy: 32 (52%)

Overall response rate 80%
1005 (95% Cl 68-89); p<0-0001
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e | Final Analysis of the Phase 2 PILOT Study

Meeting and Exhibition

median follow-up of 18.2 months (range, 1.2-32.8)

Table. Summary of efficacy (liso-cel-treated efficacy analysis set) and safety (liso-cel-
treated analysis set) outcomes

Liso-cel-treated efficacy
analysis set
Efficacy outcomes (N =61)
ORR (CR + PR), n (%) [95% CI]* 49 (80.3) [68.2-89.4]
CR rate, n (%) [95% CIJ? 33 (54.1) [40.8-66.9]
8 rate ) These results support
e 16 62
5D 349) lisocabtagene maraleucel as
e i1e
DOR : :
N Continued response at 12 mo, % (95% CI 549 (306-67.9) * a potential second-line treatment
—— Continued response at 18 mo, % (95% CI)b 52.6 (37.4-65.8) <
Median follow-up, mo (95% Cl)= 23.1(22.89-23.3) . ) .
PFS -
—1—> 18-mo PFS rate, % (95% CI)® 42.9(29.9-55.2) < In patlents Wlth Iarge B Ce“ Iymphoma
Median follow-up, mo (95% CI)¢ 24.0 (23.8-24.15)
0Ss - -
——> 18-mo OS rate, % (95% CIy 50.0 (452-70.4) < for whom HSCT is not intended.
Median follow-up, mo (95% CI)© 24.25 (23.95-24.8)
Post-TE period®
Summary of AEs® (n = 57)
Any AE, n (%) 29 (50.9)
Grade 3-4 9(15.8)
Grade 5 1(1.8)
Any serious AE 5 (8.8)
Most common (> 3%) grade 2 3 AEs, n (%)
Anemia 3(5.3)
Thrombocytopenia 3(5.3)
Lymphopenia 2(3.9)

Sehgal A. et al ASH 2023 [Abstract 705]



. EHA2024 The cost-effectiveness of CAR-T vs SOC as second-line therapy in R/R LBCL.
Experiences of Singapore and Sweden

JUNE 13 - 16 | MADRID

Abstract P1217 (Singapore) Abstract S334 (Sweden)
Obiecti Evaluation of the lifetime cost-effectiveness and budget impact of treatment with axi-cel compared to the current SOC in
ective
: patients with LBCL refractory to or relapse within 12 months of first-line (1L) chemoimmunotherapy.
Methods Partitioned survival model with three health states: 'event-free', 'post-event’, and 'death’.
Efficacy and safety data from ZUMA-7. Healthcare Efficacy and safety data from ZUMA-7, including EFS, TTNT,
Data Inputs resource use and costs obtained from ZUMA-7, and OS (median follow-up: 47.2 months). Mixture cure models
literature, and Singaporean price lists. used for extrapolation.
Health Metrics : - i i
_ QALYs, LYs, and costs, with utility values estimated from published literature. ICER: cost-effectiveness ratio
Considered QALY: Quality-Adjusted Life Year
Axi-cel resulted in an incremental gain of 1.65 QALYs and
Axi-cel generated 8.24 QALYs compared to 6.52 incremental costs of SEK 964,786 per patient compared to
Result QALYs with SOC at an incremental cost of S$130,433 | SOC, leading to an ICER of SEK 585,663 per QALY gained.
esults
(~US$95,423), resulting in an ICER of S$75,910 At a willingness-to-pay of SEK 1,000,000 per QALY gained, axi-
(~US$55,534) per QALY gained. cel is 84% likely to be cost-effective (avoiding the need for
subsequent treatments)
Key Cost Improved long-term survival, extended event-free time, and reduction of additional treatment costs in the axi-cel
Effectivenes Drivers | arm.

Francesca Lim et al. EHA 2024 [Abstract P1217]. Kanje V.H. el al. EHA [Abstract S334]



EHA2024

The cost-effectiveness of CAR-T vs SOC as second-line therapy in R/R LBCL.

Experiences of Singapore and Sweden

Axi-cel introduction in Singapore's healthcare system is
expected to increase the annual budget impact by ~17% from
Budget Impact S$21.7 million (US$15.9M) to S$25.4 million (US$18.6M) in
Year 5, mitigated by a reduction in subsequent treatment-
related costs

Axi-cel can be considered a highly cost-effective Axi-cel is a cost-effective alternative compared to

allocation of resources in Singapore with SOC for adult patients with R/R LBCL and can be
Key message

manageable budget impact compared to SOC in considered an efficient use of resources from a

patients with LBCL R/R. Swedish health care perspective.

Francesca Lim et al. EHA 2024 [Abstract P1217]. Kanje V.H. el al. EHA [Abstract S334]



. | Cost-effectiveness of second-line lisocabtagene maraleucel in
€ blood advances
relapsed or refractory diffuse large B-cell lymphoma

Choe JH et al, Blood Advances 2024

Table 3. Estimated base case cost and utility outcomes over the lifetime horizon

Incremental

Treatmant Costs Lite-years QALYs Costs QALYs ICER per QALY
Health care sector perspective
Liso-cel 4668 624 5.34 3.64 £201 001 202 499 669
sC $4B7 624 2.47 1.62 - - -

Societal perspectve
Liso-cel 4882 475 6.34 364 %137 660 202 $68 212

s5C $744 914 247 1.62 - - -

All costs were adjusted to 2022 USD: values in the table are rounded, which may result m minor dscrepancees in summation.
ICER i= calculated as incremental costs divided by incremantal QAL Ys.

guality of life and life expectancy analysis:

—> patients receiving liso-cel therapy exhibited an average life expectancy of 5.34 years, compared with 2.47 years for those on SC

— additionally, patients receiving liso-cel achieved an average of 3.64 QALYs compared with 1.62 QALYs for SC recipients

In conclusion, liso-cel demonstrates cost-effectiveness in treating patients with R/R DLBCL within the $100 000 per QALY
willingness-to-pay threshold, particularly when analyzed over a lifetime horizon from both health care sector and societal

perspectives.
However, this cost-effectiveness is less certain under a 5-year horizon and when considering the therapy’s list price increase

from 2022 to 2023.
The inclusion of broader societal costs suggests a potential economic advantage for CAR T-cell therapies, contingent on

sustained clinical outcomes and corroborating real-world evidence



Cost-effectiveness of second-line lisocabtagene maraleucel in ¢ .. _
relapsed or refractory diffuse large B-cell lymphoma € blood advances

Choe JH et al, Blood Advances 2024

AIM: to evaluate the cost-effectiveness of liso-cel aganist platinum-based chemotherapy followed by high-dose chemotherapy
and autologous hematopoietic stem cell transplantation over a lifetime horizon

=> our model revealed distinct differences in survival outcomes between liso-cel and SC.

* estimated 40 months after treatment EFS:

23% for liso-cel

10% for SC

e estimated 40 months after treatment OS: 100 EES R .
45% for liso-cel _ Lisc-cal (Transform)

— SC (moded)

22% for SC 0.75 | — BC (Transform)

oS

— Liso-cal (model)
— Ligo-cal (Transform)
— SC [modal)
— 8C (Transform)

=]
|
[y ]

Denlsundal
[ =]
in
[ ]

Event-free sunmal
[=]
n
[=]

* estimated 5-year EFS:

18% for liso-cel 0.25 - — 005 - ~—_

8% for SC | . . . | | I —

* estimated 5-year OS: ’ o 40 5 ’ 20 @ 5
Time: (manths) Time {manihs)

32% for liso-cel

12% for SC




Impact of real-world clinical factors on an analysis of the cost-effectiveness of

‘immediate CAR-T' versus ‘late CAR-T’ as second-line treatment for DLBCL patients

Study design:

« The analysis was performed for both Japanese and US settings using a Markov model. Lifetime horizon analysis.
» Life expentancy, age variation (40-70 years), choice of CAR-T, opportunity to receive 3°-line CAR-T were incorporeted
» Outcome was measured based on incremental cost-effectiveness ratio (ICER), with willingness-to-pay (WTP) thresholds of ¥7,500,000 and

$150,000 per QALY in Japan and the US, respectively, with an annual discount rate of 3%.

Results:

- Compared with ‘late CAR-T, the ‘immediate CAR-T’ strategy gained QALYs of 0.97 and 0.89 with an incremental cost of
¥5,998,354 and $88,440 in Japan and the US, respectively.

- The ICERs were ¥6,170,058/QALY in Japan and $99,596/QALY in the US

- In the probabilistic sensitivity analysis for patients aged 60, ‘immediate CAR-T’ was cost-effective in 54.8% and 61.7% of the
10,000 Monte Carlo iterations in Japan and the US, respectively.

- Sensitivity analyses showed that ‘immediate CAR-T’ was not cost-effective when patients were over 68.4 in Japan, when
the standardized mortality ratio of CAR-T and ASCT survivors was close, and when utility during treatment-free
remission was low.

Yamamoto C. et al; Transplantation and Cellular Therapy; 2025
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