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CD19 CAR-T cell therapy in Amsterdam UMC: 1)

15t ever patient treated in NL in 2016; currently 200 patients infused

DLBCL phase I/li FL phase Studies 2026

JULIET: CTLO19 ELARA: CTLO19

ZUMA-23 axicel

vs RCHOP 15t line

ZUMA-1 KTE-C19 HOVON161 ‘PoC’
vs commercial
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Atalanta-1 ‘fast CAR’

ZUMA-7 axicel ZUMA-2 brexucel
CAR T vs autoSCT R/R MCL (cohort 1-3)

KTE-363/753
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Anti-CD19 CAR T-cell Constructs Licensed and Launched
in Pivotal Trials for Lymphoma (EU/FDA)

axicabtagene ciloleucel tisagenlecleucel
brexucabtagene autoleucel

scFV FMC63

lisocabtagene maraleucel

scFV

Spacer .

Hinge CD8
CD28
4-1BB 4-1BB
CD3 zeta .
CD3 zeta
CD3 zeta
NCI U Penn FHCRC/SCH
ZUMA-1&5 : KTE-C19 ELIANA/JULIET TRANSCEND
ZUMA-2 : KTE-X19 CTL-019 JCAR017 / CD4:CD8=1.1

Jacobson C, JCO. 2018; DOI: 10.1200/JC0O.18. 01457.



Overall survival in SCHOLAR-1, ZUMA-1, JULIET and
23rd line DLBCL/tFL/PMBCL
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SCHOLAR-1: Crump ZUMA-1, Blood 2017: Locke, Lancet Oncol 2019; JULIET: Jaeger, ASH 2020; TRANSCEND: Abramson JS, et al. Lancet 2020



Dutch CAR T-cell national tumorboard

Twice weekly online meeting

 Eligibility of referred
patients

« Joint protocols

* Population-based real
world data (Follow that
CAR! Register)

* Biobank

* Imaging database
(radiomics)




Results

Flowchart of all referred patients in
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>3rd line (May 2020 - May 2022)

Ineligible: N=90° (36%)
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Rapid progression

Performance status = 3

Performance status = 2 + comorbidity®
CNS localization

No LBCL

<2 systemic lines of therapy

No relapse or refractory disease
Otherd

Leukapheresis only: N=15 (15/160 =9%)

N=8

e e
P PR RN

Rapid progression

CNS localization

No relapse or refractory disease
Fludarabin neurotoxicity

Uncontrolled infection

Development of Acute Myeloid Leukemia
CAR T production failure

Spanjaart, Pennings et al., Cancers 2023

Referred patients to

Tumorboard
N= 2503

Apheresis
completed
N= 160 (64%)

CAR T Infused
N=145 (58%)

Many patients drop
off because of rapid
PD and long vein-to-
vein time!



Response rates W

N=3 death before response
assessment

920 83 % ORR
(N=121)
80
18% PR
70 (N=27)
60 Median time to response = 1 month (1-6)
X Conversions
§ 50 4 PR at month 1= conversion to CR at month 3
2 1 PR month 1 = conversion to CR at month 6
g 40 1 SD at month 1= conversion to CR at month 6
E 65% CR
@ 30 (N=94)
20 12% PD
(N=17)
3.0% SD 2.0% NA
0
ORR SD PD NA

Spanjaart and Pennings et al Cancers 2023



Y
CD19 CAR T real world data in the Netherlands

N=90
N=83 . Complete response
Partial response
N=76 .
’ Stable disease
N=70
N=61 B Progressive disease
1 6 B Death due to progression?
—N=1 . .
B Death without progression?
s [n=s > e N=1 Prog
== N=1 NI _ Response not assessed?
N=34 —N=1 Nz’;—l N=8 p
L . N=2
48 N=30 IN=12 1:1 4 N=1
u N=1
5 =
N = N=1
IN=12 N=
N=.
w— N=1
. N=3
M1 M3 M6 M9 M12
N=145 N=129 N=92 N=78 N=73

2 Before response assessment
®Too short follow-up

Spanjaart and Pennings et al Cancers 2023



Progression-free survival
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Why do some patients experience
relapse post-CAR T-cell therapy?
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Immunosuppressive - Genetic mutations? Antigen loss*>
tumour microenvironment

V,:A %

Improving durability of response to CAR T-cell therapy requires

strategies to overcome several mechanisms of resistance

References can be requested from Gilead Switzerland.

CAR, chimeric antigen receptor.

1. Locke FL, et al. Blood Adv. 2020;4:4898-4911; 2. Liu Z, et al. Exp Hematol Oncol. 2024;13:22; 3. Shouval R, et al. J Clin Oncol. 2022;40:369-381; 4. Zhang C, et al. J Immunol Res. 2025, [(J G ILEA D ﬂKit
2025:5845167; 5. Byrne M, et al. Bone Marrow Transplant. 2019;25:e344-51. 11 e
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\/
Better, safer and faster CARs/combinations are needed w

Combination with other agents * PoC, faster CARs
* lbrutinib * Modulate cellular composition
* Lenalidomide e Metabolic reprogramming
* Immune checkpoint inhibitors .
* Gene editing

* Fully humanized CAR constructs
* Dual or tandem CARs
* Allogeneic CARs

* NK-CARs
* |nvivo CAR
4th generation (TRUCKS) Novel CAR T-cell constructs
P oled CAR Multi-CAR Tandem Conditional Split CARs Rs Suicide switch
T cell product T cell CART cell CART cell
L
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CAR T clinical trials currently recruiting
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Move up! Is 2" line CAR T better than autoSCT?

Axi-cel ZUMA-7

Liso-cel TRANSFORM 4%

Tisa-cel BELINDA 63rd ASH Annual
Meeting and Exposition

SOC = Chemo salvage \
H el followed by ASCT if PR/CR
™~ CAR —T therapy

NCT03391466; NCT03575351; NCT03570892; slide courtesy of Gilles Salles




Event-Free Survival ZUMA-7, TRANSFORM and BELINDA

Event-Free Survival (26)
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ZUMA-7

Median EFS = 8.3 vs. 2 mons

Progression or death
New treatment
No CR/PR by 150 days

+ Censored

2.3 months : 10.1 months
| 95% Cl, 2.2—4.3 95% Cl, 6.1—NR

EFS per BIRC in Tisagenlecleucel and SOC Arms

Tisagenlecleucel arm (N=162): =—
3.0 months (95% CI, 2.9-4.2)

SOC arm (N=160): -A-
3.0 months (95% CI, 3.0-3.5)

T T T
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Time from randomization, months

Transform

Median EFS = 10.1 vs. 2.3 mons

1. Progression or death

2.
3.

New treatment
No CR/PR by 9wks

Time (months)

BELINDA
Median EFS = 3 vs. 3 mons

1. Progression or death
2. SD/PD @/after 12wks




Axi-Cel leads to better Overall Survival Versus SoC

HR, 0.726

100
27.4% Reduction in Risk of Death
o 807
o~
‘_;' 4-Year 54.6%
= 60- .
E P N e
(7] ' :::mn#m—nm—nhmq—n—m-'H” S
= 40+ ! T
: | 46.0%
®) I
204 I :
157% Received 3L+ Cellular Immunotherapy ,
0. Median Follow-up: 47.2 months ' (Off Protocol) :
_______ _l____________________l
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 SOC'-?

1. Approximately 30% for early R/R LBCL in ORCHARRD (van Imhoff GW, et al. JCO. 2017;35:544-551). 2. <40% for those with prior rituximab and early R/R LBCL in CORAL (Gisselbrecht C, et al. JCO. 2010;28:4184-4190).
3L+, third line or later; axi-cel, axicabtagene ciloleucel; HR, hazard ratio; LBCL, large B-cell lymphoma; R/R, relapsed/refractory; SOC, standard of care.

Locke et al JSH 2023 Abstract OS-pm1-15#4



Change From Baseline for Prespecified PRO Endpoints

EORTC QLQ-C30 Physical Functioning EORTC QLQ-C30 Global Health Status/QoL EQ-5D-5L VAS
40 40 20
30+ 30 4 P=0.0004
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Baseline Day Day Day Month Month Month Baseline Day Day Day Month Month Month Baseline Day Day Day Month Month Month
50 100 150 9 12 15 50 100 150 9 12 15 50 100 150 9 12 15
Study Visit Study Visit Study Visit
Axi-cel 164 163 146 109 88 79 67 Axi-cel 165 163 146 110 88 79 67 Axi-cel 165 163 145 110 88 80 67
SOC 131 126 64 56 40 33 26 SOC 130 125 62 56 40 33 26 SOC 129 126 65 56 40 32 26

For patients in the QoL analysis set treated with axi-cel versus SOC, there was a statistically significant
and clinically meaningful difference in mean change of scores from baseline at Day 100 in favor of
axi-cel on all prespecified PRO domains

Evaluated via mixed-effect model with repeated measures. Statistical significance and clinical meaningfulness coincide for all except for EORTC QLQ-C30 Global Health Status/QolL at Day 150, which was less than a
10-point change (9.8).

Locke et al JSH 2023 Abstract OS-pm1-15#4



What about high tumorload (TMTV)?

100 4 | HR (95% CI) 100

| HR (95% Cl)
High MTV (Axi-Cel vs SOC) 0.417 (0.293-0.592 © High MTV (Axi-Cel vs SOC) 0.523(0.357-0.765)
Low MTV (Axi-Cel vs SOC) 0.423 (0.288-0.620) - Low MTV (Axi-Cel vs SOC) 0.504 (0.328-0.776)
X 801 Axi-Cel MTV (High vs Low) 1.441(0.978-2.124) S 801 Axi-Cel MTV (High vs Low) 1.644 (1.090-2.480)
t—; SOC MTV (High vs Low) 1.486 (1.055-2.093) e SOC MTV (High vs Low) 1.635(1.098-2.433)
> S
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Months Months
Patients at risk Patients at risk

Axi-Cel, HighMTv 87 80 47 38 38 37 37 36 32 29 22 16 9 6 6 4 Axi-Cel, HighMTV 87 82 48 42 42 40 38 38 34 31 23 17 10 6 6 4

Axi-Cel, LowMTV 89 83 59 54 53 50 48 46 42 38 30 24 17 6 6 2 Axi-Cel,LowMTV 89 84 64 58 57 54 52 50 46 42 33 26 18 6 6 2
SOC, HighMTV 83 36 20 16 15 11 11 10 9 8 6 4 4 4 4 3 1 0 SOC,HighMTV 83 38 23 17 16 12 12 11 10 9 7 5 4 4 4 3 1 0
SOC,LowMTV 82 48 33 29 23 21 18 17 16 16 14 8 5 3 2 0 SOC,lLowMTV 82 54 37 30 27 23 21 20 18 18 17 10 7 5 3 1 0

* Axi-cel EFS and PFS were superior to SOC for both low (€median) and high (>median) MTV
* Axi-cel EFS trended shorter in patients with high MTV and EFS was shorter in SOC patients with high MTV
* PFS was shorter in both axi-cel and SOC patients with high MTV compared with low MTV

Locke et al ASH 2022 Abstract 259




What about elderly patients?
ZUMA-7: EFS in Patients Aged 265 Years

Pobulation Treatment Median EFS 24-mo EFS Rate Stratified HR Stratified P Value
100 pulati (95% Cl), mo (95% Cl), % (95% Cl) (Descriptive)
Axi-Cel (N=51) 21.5 (5.0-NE) 47.8 (33.2-61.0) 0.276
265 Years SOC (N=58) 2.5(1.6-3.2) 15.1 (7.1-25.8) (0.164-0.465) <0001
X 80- All Patients! Axi-Cel (N=180) | 8.3 (4.5-15.8) 40.5 (33.2-47.7)
. 0.398
) (KM Curves Not ~ (0.308-0.514) <.0001
S Shown) SOC (N=179) 2.0 (1.6-2.8) 16.3 (11.1-22.2) : :
2 60+
3 I_'—l—I - o o - 2-Year 47.8%
3 o - |—e—e—e-q9_c
,; 40 : —o6—o0
e |
c [
2 20 :
1T u - I
° ———e—o——o4um 15.1%
Median follow-up: 24.3 mo ;
O | | I I I I I | | | | | | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Months
No. at Risk
Axi-Cel 51 46 36 31 31 29 28 27 24 23 20 16 9 4 4 1 0
SOC 58 32 19 15 11 10 10 8 8 8 6 4 2 0

» Kaplan-Meier estimates of the 24-month EFS rates were higher for axi-cel than for SOC (47.8% vs 15.1%, respectively)

1. Locke FL, et al. N Engl J Med. 2022;386:640-654.
Axi-cel, axicabtagene ciloleucel; EFS, event-free survival; HR, hazard ratio; KM, Kaplan-Meier; mo, month; NE, not evaluable; SOC, standard of care.

Locke et al JSH 2023 Abstract OS-pm1-15#4



What about non-SCT eligible patients?
DALY-2 study: CD20-19 CAR T vs SoC

MB-CART2019.1 in r/r DLBCL: DALY-2 Trial Europe s
Schematic overview A

Miltenyi Biomedicine

V3 Response assessment in
relation to day 0
Leukapher :'-Ym'::"o' MzBoﬁgl:T Based on Lugano classification
i e on »
> ( a:as|)|,sbut (da'; e (we (Cheson et al 2014)
Rando day 7 at the prior to Infusion)
mizati latest) Y = 3 g g g
on s = 3 g g {'
V3 Comparator Product: - > P » 5 0
Day 0 Start of R-GemOx
treatment 14 day cycle for up to eight
(asap, but cycles
day 7 at
latest) BR plus Polatuzumab: QQ
Six cycles with 21 days, each. QP

%,

Important to consider:

Success in the treatment arm depends on timely Infusion of MBCART2019.1, therefore:

- Leukapheresis has to be scheduled and fixed during screening prior to randomization for all patients
- Manufacturing slot has to be scheduled prior to randomization for all patients

s

20



Primary endpoint:
significant EFS benefit with zamto-cel

1.0 7 EFS in the ITT pOPUIation Primary endpoint Za(:‘:tg;;el
0.9 1 Median follow-up: 17 months
0.8 T
n
L 0.7 7 EFS based on IRC assessment?
B 06 T
b
= 05 91— ™/ —  — ¥/, - - - - - 7T - - - - - - = — ==
T o4 - Median EFS, 6.21 2.53
ne_ 0'3 | months (95% Cl) (3.84,13.77) (1.97, 3.35)
0.2 A Zamto-cel
0.1 7 N B . . . o 52 63
0.0 . : Censore(? . . . - : ' IR-GemOxI Patients with events, n (%) (63.4) (80.8)
0 3 6 9 12 15 18 21 24 27
Time since randomization (months)
Number at risk, n HR (950/0 CI) 039 (027, 058)
Zamto-cel 82 59 41 31 21 19 12 8 2 0 p-value p<0.0001
R-GemOx 78 32 14 5 5 5 2 1 0 0

—

Q Zamto-cel arm demonstrated highly statistically significant and clinically meaningful superiority
over R-GemOx for EFS, with a HR of 0.39

All p-values are one-sided. 2EFS was defined as the time between the date of randomization and the date of objective disease progression, failure to achieve PR or CR at or beyond Week 8 after randomization leading to a new anti-lymphoma therapy or
death of any cause, whichever occurs first. Treatment effects were estimated as HRs with 95% Cls using a Cox proportional hazards models. P-value was from the log-rank test stratified by IPI. Superiority was concluded if the 1-sided p-value was <0.025.

Cl, confidence interval; EFS, event-free survival; HR, hazard ratio; IRC, independent review committee; ITT, intent-to-treat; R-GemOx, rituximab gemcitabine oxaliplatin. 21



Secondary endpoints:
CR rate in zamto-cel 3.8x higher than R-GemOx

Median PFS by IRC

Response rates in the ITT and mITT Median follow-up: 17 months

populations
- ORR N Zamto-cel R-GemOx
100 ORR 81% 1.0 (n=82) (n=78)
80 720/ 0 0.9 + Median PFS (95% CI) 8.51 (3.84, 16.82) |3.35(1.97, 3.81)
° 08 - HR (95% CI) 0.43 (0.28, 0.65)
\? 60 ) p-value p<0.0001
9‘; E 0-7 1 17 months
"qc: 40 g 0.6 -
= 205 -y
o 20 2 04
° £ 03 4
g 0 0s zamiocl
- . 2 - amto-cel
GC) «&\ ‘@ '\‘\\ ’<:\ 0.1 -+ R-GemOx
: &S & &
o \ @ @ 0.0 T T T T T T T T T T
a % S Q Q
@) O Q} 4 0 3 6 9 12 15 18 21 24 27
\O' Q}Q QO O . PFS (months)
(Q 0 % Number at risk, n
1/@ Q" Q& C?Q Zamto-cel 82 59 41 31 21 19 12 8 2 0
/\/(b' Q.’ R-GemOx 78 27 11 4 4 4 1 1 0 0

Q v PFS (HR [95% CI]: 0.43 [0.28, 0.65]; p<0.0001) for zamto-cel was statistically superior
v Zamto-cel demonstrated higher CR rate vs. R-GemOx

CR, complete response; CRR, complete response rate; DoCR, duration of complete response; HR, hazard ratio; IRC, independent review committee; (m)ITT, (modified) intent-to-treat; ORR, objective response rate; PFS, progression-free survival; PR,
partial response; R-GemOQX, rituximab gemcitabine oxaliplatin.



Zamto-cel was well tolerated, with low rates of
severe CRS and ICANS

100% -

0,

77.6% 1,3%
1,3%
2.6%

Grade =23 CRS

Q
X
|

2
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|

Grade =23 ICANS

Q
X
|

52,6%

S
X
|

10.5% 1.3%, _ _ _
? Management of CRS and/or ICANS in patients treated with zamto-cel

Percent Kf)patientitreated &gith zangg-cel (

’ 38 . _
0% 6.6 Z) o Tocilizumab (n=29)
CRS (n=59/76) ICANS (n=8/76) Corticosteroids (n=14)
Median time to onset (any grade) Median time to onset (any grade) Tocilizumab + corticosteroid (n=1 3)b
10 days 2 days | : Anakinra{r=1h
Median total duration (any grade)? Median total duration (any grade)?
5 days 6 days 0 20 40 60 80 100
Grade 1 M Grade 2 M Grade 3 Grade 1 Grade 2 I Grade 3 Patients who required management of CRS and/or ICANS (%)

. Grade 4 . Grade 5

aTotal duration includes gaps between episodes. ® Combination therapy used for the management of CRS in the absence of clinical improvement after tocilizumab treatment (i.e., intravenous dexamethasone 10 mg every 6 hours in addition to intravenous tocilizumab 8 mg/k%3
administered over 1 hour). AE, adverse event; AESI, adverse events of special interest; CRS, cytokine release syndrome; CTCAE, Common Terminology Criteria for Adverse Events; c R-GemOx, rituximab gemcitabine oxaliplatin.



Should we move from 2" line to 15t line?

2" line

15t line: ﬁ (early R/R)'
R-(pola)-CHOP CAR T




CD19 CAR T in high risk DLBCL with suboptimal response to 1st u’y
line therapy: ZUMA-12 results

Patient cha.racterlstlcs: Compared to ZUMA-1 study
* N=40 patients enrolled

* N=16 DH/THL Higher median nr of CCR7+ CD45RA+ T-cells in the
* Best response to 1% line: 21 PR, 5 SD, 16 PD final product (105 vs 40x106)
Higher peak expansion and AUC of CAR T
Objective response No apparent difference in toxicity
100
89% ORR

80
9&7 60 -
g 78% CR (n = 29)
S 40+
3

20

8%(n=3) 3% (n=1)
11% PR (n=4)
- ORR sD PD

Neelapu S, et al. Nat Med 2022.



ZUMA-12: 3 yr follow-up
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Event-free survival (%)
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Median EFS (95% Cl), mo: NR (NE-NE)
04 3-Year EFS rate (95% Cl), %: 73.0 (55.6-84.4)
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Median PFS (95% Cl), mo: NR (NE-NE)
0. 3-Year PFS rate (95% CI), %: 75.1 (57.5-86.2)
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20
Median OS (95% Cl), mo: NR (NE-NE)
04 3-Year OS rate (95% Cl), %: 81.1 (64.4-90.5)
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
Months
No. at risk

37 37 36 36 36 34 34 33 33 32 31 31 31 30 30 30 30 29 25 16 11 9 5 4 1 0

Main outcomes:

Median FU 47 months
EFSat 3 yr: 73%
OSat3yr:81%
No new safety signals

Chavez J, et al. Blood 2025.



Move up! CAR T in 15t line (high risk): ZUMA-23 study ‘E‘J

High-Risk LBCL Axl-Cel
N=300
Key Eligibility: Leukapheresis Lymphodepleting
» Age 218 years and chemotherapy®

o+

Axi-cel
(2x10° CAR T cells/kg)®

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

* |Pl score 24 »

Stratification:
* HGBL (yes vs no)

* Tumor bulk (present
[>1 lesion 27.5 cm] vs Investigator-selected:
absent) R-CHOP or DA-EPOCH-R (5 cycles)

* ECOG PS (0-1 vs 2) Optional additional rituximab (2 cycles)*

bridging
therapy

Standard-of-Care Therapy

Long-Term Follow-Up

1 Cycle of R-Chemotherapy
1:1 Randomization

Post-treatment Follow-Up




Move up! Allogeneic CAR T in 15t line DLBCL with positive

MRD at EoT: ALPHA-3 trial

W

ALPHA-3

Pivotal trial investigating
cemacabtagene ansegedleucel
as part of 1L treatment regimen
for patients with newly
diagnosed and treated DLBCL
who are likely to relapse and
need further therapy'-3

Key inclusion criteria

* Newly diagnosed or
pretreated DLBCL'
» No upfront risk
assessment (e.g.
IPI score or double
hit or HGBL)?

* MRD positive at the
end of 1L therapy?

Estimated N=240

Part A

Part B

SoC
(observation)?
(e
1) LD
m -
B - regimen
£« FC + ALLO-647 selection
O + Cema-Cel32 ) .
© interim
& analysis®
FC +
Cema-Cel3P

Pre-screening with PhaseED-SEQ?%3

N[

Y (obseNation)3 W

Ly

SoC

Interim Primary
analysis® analysis®
Cema-cel®
120 x 106 —
CART cells

Primary endpoint
EFS



Current barriers in CAR T-cell therapy

O 28 i A
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Long manufacturing time
(3-6 weeks)

Some manufacturing
failures

Long term
success rate 40%

Short and long term
toxicity



© CAR-T products and indications approved by the European
Commission by April 2025 for R/R ALL, NHL and MM

w o 0 . o 0

R/R ALL R/R LBCL R/R LBCL R/R ALL R/R MM R/R MM
(<26 years) (2nd-line) (2nd-line) (226 years) (23"-line) (=2"-line)
R/R LBCL R/R LBCL R/R LBCL R/R MCL R/R MM R/R MM
(23-line) (=3-line) (23-line) (23-line) (24-line) (24th-line)
R/R FL R/R FL R/R FL
B/ | (=37lne) (24-Jine) (23"-line) RIRALL
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T
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© Access to commercial CAR-T therapy across Europe as of
April 2025

Country R/R ALL R/R LBCL R/R MCL R/RFL R/R MM Total CAR-T products and indications
reimbursed

Patients  Patients 226  2"-line >3 line 23" line 23" line" =4 line =2 line >3" line >4 Jine

<26 years years
Austria 14
Germany HOOOOO00 14--=12
France 10
aly I 10
Czech Republic | O 8->12
Finland I 8

spain . 7/ 7->9
Greece Dt I I 6->7

United Kingdom G--=7

Belgium

Luxembourg

Slovakia

poland I - I -
o ——

Sweden

3--=6

Denmark 726

[38]

Hungary
Romania
slovenia
Bulgaria

Cyprus
Estonia

Iceland
efpia Latvia

Liechtenstein
TN

—a

Lithuania
Malta

Pennings, Hemasphere 2026
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HOVON161 study: better, faster and... cheaper CARs!

Point-of-care production (Pl Tom van Meerten)

SOC = commercial CD19
7”7 CAR T-cells

f'
f
N\ Experimental arm = PoC :

® Starting material

do T cell enrichment and activation

\® 4  Transduction

nin: { : 4.1, EXpansion

el [
® Final pr t
Cell separation @ d12 ap oduc
D

10-14
Final cellular
product

ARI-0001 CAR T-cells

Improvement in Quality
* Fresh out - fresh in

. . ARI-0001
» Optimized production process
. . re . S 2 Anti-CD19
» Transparency in ATMP specifications it
Improvement in Logisics 41BB
* Vein-to-vein time 7-12 days D3¢

ba) ZohMw @ umce



HOVON 161: trial design

>2Md |line R/R LBLCL

Primary Endpoint

7 sites - PFS
o
.. . o € || o =l =|l=]|lE|l & Key S d
Major inclusion criteria © S S c 2 = S < Eez e_cctm ary
) cpe s o S|l e (7] ndpoints
Approved indication = S| o gll €|| € g g . ORR
- Age 218 yrs 21 e leo all el @ @ | o . 0S
@ Q
- WHO performance £ e £ o § all o)l @
status 0-2 2 o g < ©(l o||l || O] © Secondary Endpoints
© % S © ~|leo]|lo|l ] & - Safety
- c ||« 2lHEI BBl * PROs
- 0 ; © © © S S + CAR T-cell product
2 |3 g g g © © characteristics
o £ £

ARI-0001 cel

* CAR T-cell persistence
and expansion

* Primary endpoint: PFS

* Major secondary endpoints:
- ORR, CR, OS
- safety and toxicity of ARI-0001 and Axi-cel
- quality of life (QolL)

- costs associated with ARI-0001 vs Axi-cel m i
O)VON - functional characteristics of the ARI-0001 CAR product @ A anmki




ATALANTA-1 Study Design and Objectives

Key eligibility criteria

* No prior CD19-targeted
therapies

Phase 1 dose escalation:
e DLBCL

- Primary refractory or first
relapse Follow-up

* FL, MZL, MCL
- Relapsed or refractory after

= Decentralized
‘ manufacturing

Day -35¢ Day -7 Day 0 Day 28

Day -6 to Day -4:
Flu/Cy conditioning chemo¢

2 prior treatments . GLPG5101 :
Phase 2 expansion cohorts: Screening Leukapheresis ) single fresh Flar::er:ssn':(;::e
* DLBCL, HR DLBCL,P FL + MZL, infusion
MCL, BL, PCNSL
Phase 1 primary objectives: , Phase 2 primary objective: Phase 1/2 secondary objectives:
Safety and determination Efficacy (ORR) Safety
of an RP2D Efficacy (including duration of response and minimal residual disease)

Pharmacokinetics and pharmacodynamics
Feasibility of decentralized manufacturing

aCTIS: 2022-502661-23-00; NCT06561425. PPatients with no prior therapies and IPI 3-5, or double/triple-hit lymphoma on interim PET scan. <Screening could take place up to a maximum of 28 days prior to
leukapheresis. 9Conditioning chemotherapy: fludarabine IV (30 mg/m?2/day); cyclophosphamide IV (300 mg/m?/day). BL, Burkitt lymphoma; Cy, cyclophosphamide; FL, follicular lymphoma; Flu, fludarabine;
(HR) DLBCL, (high-risk) diffuse large B-cell lymphoma; IPI, international prognostic index; IV, intravenous; MCL, mantle cell lymphoma; MZL, marginal zone lymphoma; ORR, objective response rate;
PCNSL, primary central nervous system lymphoma; PET, positron emission tomography; RP2D, recommended Phase 2 dose.

Presented at the 66th ASH Annual Congress: December 7-10, 2024; San Diego, CA, USA
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Decentralized Manufacturing
Enabling fresh product infusion with a 7-day vein-to-vein time

4%

* 47/49 (96%) of patients who received an infusion
were given a fresh product?

* Avein-to-vein time of 7 days was achieved in 43/47
(91.5%) patients who received a fresh product

* Short vein-to-vein time eliminated the need for

Cryopreserved (n=2) bridging therapy
B Fresh (n=47)

7 days 8 days 14 and 21 days
n=43 n=2 n=2
(91.5%) (4.3%) (4.3%)

aTwo patients received cryopreserved product with a vein-to-vein time of 13 days. Both patients were in CR at data cutoff. Data cutoff: 25 April 2024.
CR, complete response.

Presented at the 66th ASH Annual Congress: December 7-10, 2024; San Diego, CA, USA
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Efficacy: Response over time iNHL cohort

Durable responses were observed in patients who received a CAR T-cell infusion

FL
FL
FL
MZL
MZL
FL
FL
FL
FL
FL
FL
FL
FL
FL
FL
FL
MZL
FL
MZL
FL
FL
FL
FL
FL
MZL
FL
FL
FL
FL
FL
FL
FL

DO

it response carried forward until the date of study completion (24 months), or the cutoff date for ongoing patients. Data cutoff: 3 March 2025.

11
vy
1
171
Yvyy
|y
1
v v
11
vy

‘
vy
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II
v
v
yim
1
vV
]
AN
v

1
A\
v

W CR
M PR
% SD
® PD

=== 0Ongoing follow-up

-
-
-

T T
M6 M12

=
©

Time since infusion

Response over time presented
for data available up to
3 March 2025

FL (n=27)/MZL (n =5)
(N=32)
Median follow-up in study:
12.25 months (range: 1.8-25.3)

* No deaths reported
* Norelapses observed in
responding patients

infused set = all patients who received a CAR T-cell infusion, at any dose. Data are pooled across DLs: DL1, 35-50 x 105; DL2, 85-110 x 108. CAR, chimeric antigen receptor; CR, complete response;
ay; DL, dose level; FL, follicular lymphoma; M, month; MZL, marginal zone lymphoma; PD, progressive disease; PR, partial response; SD, stable disease; W, week.

Presented at the 18th ICML: June 17-21, 2025; Lugano, Switzerland
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High ORR and CRR Observedin 3L+ R/R MCL?

Best Response to Treatment at Any Time After a GLPG5101 Infusion

ITTh:Cd All-infused®-¢
ORR 96.0% ORR 100%
CRR 92.0% CRR 95.8%
100 -
80 -
S 60 -
2
Q
2 40 -
[a
20 A
0 -

N =25
Bestresponse: Il CR M PR

N=24
NR (NE)

MRDf negativity:

-90% (9/10) of MRD-evaluable
patients were MRD-negative at CR

* T7/9 MRD-negative patients remained in
CR at time of data cutoff

- No grade 23 CRS and only 1 grade 3
ICANS

aOnly 1 patient had 1 prior line of therapy. PData presented exclude patients who were alive and still in the study at data cutoff without a first confirmed response assessment. “One patient who did not receive a CAR T-cell
infusion was not evaluable. ITT set = all leukapheresed patients. All infused set = all patients who received a CAR T-cell infusion at any dose. fMRD was evaluated using next-generation sequencing with the cloneSEQ® assay
(Adaptive Biotechnologies, Seattle, WA, USA). Data are pooled across DLs: DL1, 35-50 x 10%; DL2, 85-110 x 106 CAR T cells. Data cutoff: 2 September 2025.

3L+, third or later lines of therapy; CAR, chimeric antigen receptor; CR, complete response; CRR, complete response rate; DL, dose level; ITT, intention-to-treat; MCL, mantle cell lymphoma; MRD, minimal residual disease;

NE, not evaluable; NR, no response; ORR, objective response rate; PR, partial response; R/R, relapsed/refractory.

Presented at the 66th ASH Annual Congress: December 7-10, 2024; San Diego, CA, USA
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Robust /n Vivo CAR T-Cell Expansion After GLPG5101 Infusion

in a Patient With MCL

* Patientinfused with GLPG5101 at 110 % 106 CAR* T cells (DL2)
* Robust in vivo expansion of GLPG5101 at Day 10 post-infusion:
o White blood cells 12.3 x 10°/L (ALC 11.43)

* At Day 10 post-infusion, morphologically enlarged and spreading lymphocytes observed in PB (“Dutch skirt lymphocytes”)
* Grade 2 CRS reported Days 7-9, requiring 1 dose of tocilizumab; no ICANS reported to date

* CMR confirmed by PET-CT at Month 1

Flow cytometry in PB at Day 10 post-infusion of GLPG5101

(GLPG5101 accounts for 94% of the CD3* T cells)

3

i CD3"

2 g cD3*

& o CD3*CAR*
X <

i S 5

: b

& ° o

Morphology of lymphocytes in PB
at Day 10 post-infusion of GLPG5101

Local analysis: non-validated data. Images kindly provided by Prof. Marie José Kersten, Johan Dobber, and Sharon Hoekstra, LYMMCARE (Lymphoma and Myeloma Center Amsterdam), Amsterdam University
Medical Center. ALC, absolute lymphocyte count; CAR, chimeric antigen receptor; CMR, complete metabolic response; CRS, cytokine release syndrome; DL, dose level; ICANS, immune effector cell-associated

neurotoxicity syndrome; MCL, mantle cell lymphoma; PB, peripheral blood; PET-CT, positron emission tomography-computed tomography.
Presented at the 66th ASH Annual Congress: December 7-10, 2024; San Diego, CA, USA



Product Characterization

* The proportion of early phenotype CD4* and CD8* CAR T-cells increased significantly in the final product,
compared with the early phenotype CD4* and CD8* T cells in the starting material

* The CD4:CD8 ratio of CAR* T cells increased in the final product, compared with ratio of CD4:CD8 T cells in the
starting material (median [Q1, Q3] increase 0.8 [0.05, 2.02])

Proportion of naive/stem cell memory + central memory T cells (N = 40)

1004 med: 24.1 med: 43.1 med: 10.6 med: 43.4
* %k % * %k %k
(%2}
8
73 7 ’
o ® Phase 1
v +
S 3 50- = ‘/7 A Phase 2
= = V =
= -
8 .q_)“ %
5T 257 ==
>
O_ LA
1 1 I 1
Starting material  Final product Starting material ~ Final product

Exploratory flow cytometry analysis of T-cell subsets in the apheresis starting material and final product. Nonparametric paired-samples Wilcoxon tests were used to assess the statistical significance of the
differences in early memory phenotype T-cell subsets (Ty sy and Ty) in the final product compared with the starting material. Early phenotype CD4* and CD8* (CAR) T cells: naive/stem cell memory T cells
(CD45RO"CD197* Tyscu); central memory T cells (CD45RO*CD197* T¢y). Percentage of early phenotype T cells (sum of CD45RO-CD197* Ty sy and CD45RO*CD197* Tc) of CD4* or CD8* (gated on CAR* T cells for
final product) for paired patient samples (N =40). Data cutoff: 25 April 2024. ***P < 0.001
CAR, chimeric antigen receptor; med, median; Q, quartile; Ty, central memory T cells; Ty,scu, Naive/stem cell memory T cells.

Presented at the 66th ASH Annual Congress: December 7-10, 2024; San Diego, CA, USA



Antigen loss @

What novel dual CAR T strategies are being
explored that could help overcome resistance by antigen escape?

Co-administration? Co-transduction? Tandem CARs? Bicistronic CARs'

Anti-CD19 Anti-CD20/22 Anti-CD19 Anti-CD20/22 Anti-CD19-CD20/22 Anti-CD19 Anti-CD20/22
&
sTare @, + @ PR
Examples Examples Examples Examples
ChiCTR-OIB-1701367072 AUTO13 CD19-22.BB.z-CAR* KITE-3637
Prizlon-cel® KITE-7537
Zamto-cel® AUTO38

Several dual-target CAR T-cell therapies are being investigated

aimed at addressing issues of antigen escape and relapse?®

References can be requested from Gilead Switzerland.
CAR, chimeric antigen receptor; CD, cluster of differentiation.
1. Brillembourg H, et al. Br J Haematol. 2024;204:1649-1659; 2. Pan J, et al. Blood. 2020;135:387-391; 3. Ghorashian S, et al. Blood. 2022;140:10352—-10354; 4. Spiegel JY, et al. Nat Med. 2021;

27:1419-1431; 5. Liang A, et al. EHA 2024 (Abstract P1475; poster); 6. Shah NN, et al. ICML 2023 (Abstract 096; oral 16); 7. https://clinicaltrials.gov/study/NCT04989803 (accessed March 2025); 8. (‘ G I L EA D ﬂK.t
Roddie C, et al. Blood. 2023;141:2470-2482; 9. Zhang C, et al. J Immunol Res. 2025;2025:5845167. 40 IKe

D T B B OO OO OO OBROW W U - v a


https://clinicaltrials.gov/study/NCT04989803

KITE-363 and KITE-753: 2 Independently Expressed CD19 and CD20

CARs With Synergistic 4-1BB/CD28 Signaling

Smart Targeting With KITE-753 Mechanism of Action

Synergistic Signaling

Independently Targets
CD19 and CD20

CD19 CAR CD20 CAR

a-CD19 scFv a-CD20 scFv Cellular
Fitness

[ ‘ ’ j |
D28 i i 4-1BB

CD3T CD3T

Exhaustion

Cytolytlc act|V|ty
Cytokine release
Proliferation
Dual Costimulation With CD28

and 4-1BB Boosts CAR
T-Cell Performance

scFv, single-chain variable fragment.

KITE-753

CD19 CAR

S

KITE-753 Rapid
Manufacturing
Generates Fit T cells

Tumor Cells

CAR-T Cell
Killing

) ,/_\‘

» KITE-363 and KITE-753
are bicistronic CAR T-
cell therapies designed
to prevent antigen escape
through dual-targeting of
CD19 and CD20

They use the same
bicistronic construct, with
synergistic signaling
through CD28/4-1BB co-
stimulatory domains

KITE-753 uses a rapid
manufacturing process
that preserves naive and
stem cell memory T
cells in the product

41



High ORR and CR Rate With KITE-753 in CAR-Naive Patients

At Data Cutoff: August 21, 2025

100
0
o 80% ORR 86% ORR
- 80 A
@
n
S 6o
<3
3 71% CR
X 4o s (n=10)
®
@
m 20 ]
. 10% PR (n=2) 14% PR (n=2)

Dose Level 3
(n=14)

All Dose Levels
(n=20)

Median time to first response among all patients (N=30) was 29 days

In CAR-naive patients in dose level 3, 9 of the 11 patients with CRs had a CR at their 1-month assessment; the remaining 2 had a

CR by their 3-month assessment (1 after the data cutoff)
In patients with prior CAR exposure (n=10), 3 achieved a CR and 2 had a PR

Post-Data Cutoff: October 24, 2025

86% ORR

79% CR
(n=11)

7% PR (n=1)

Dose Level 3
(n=14)
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Immunosuppressive TME 3;%

Can next-generation armoured CARs help
overcome the immunosuppressive TME?

“ Enzyme-secreting CARs BsAb- or scFv-secreting CARs

Tumour Tumour Tumour
'l/ scFv
Cytokines Stroma
O... . BsAb %\
.. Enzyrge; N I
I .. ° I w@ C_het_:k_p_oint
.. ..:. e WOO inhibition
CAR T-cell CAR T-cell CAR T-cell
Engineered to boost the immune response Designed to break down dense tumour Engineered to redirect other T cells to
within the TME by releasing cytokines upon stroma, allowing CAR-T cells to better attack target cells and can block immune
checkpoints to enhance T-cell activity

recognising target cells penetrate and reach target cells

Armoured CARs with engineered micropharmacies aim to improve their

persistence, penetration, and overall performance within the hostile TME

References can be requested from Gilead Switzerland.

BsADb, bispecific antibody; CAR, chimeric antigen receptor; TME, tumour microenvironment; TRUCK, T cells redirected for antigen-unrestricted cytokine-initiated killing;

scFv, single-chain variable fragment. (‘ Vl .
Adapted from Carcopino C, et al. IOTECH. 2024;24:100739. 43 G I L E A D Klte
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In vivo CARs: paradigm shift or the new hype?

Science
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Invivo CART cells gain traction,
with AbbVie’s US$2.1 billion
acquisition of Capstan Therapeutics

By Asher Mullard

o ¥ f in ¢ © X

AbbVie will pay US$2.1 billion to acquire Capstan Therapeutics and its in vivo CART
technology, which uses mRNA-loaded lipid nanoparticles (LNPs) to reprogramme immune
cells. Capstan’s lead asset is designed to reset the immune system for the treatment of B-cell-

driven autoimmune diseases, but the technology could also have applications in cancer and

Correspondence

@ ’k Government data are only useful if
they are both correct and trusted.
publishedOnline  There are steps available to ensure
July2,2025  the integrity of federal public health
https/jdoiorg/101006/  \ Many non-governmental
50140-6736(25)01030-X
organisations are downloading and
storing data. Individual researchers
involved in data collection can try
to post their own copies of the data.
Researchers can also periodically check
data about which they have personal
knowledge and flag changes. Some
US Government databases and data
infrastructure have internationally
For more on Europe PMCsee  hosted alternatives (eg, Europe PMC,
https //europepmc.org/About 3 database of life sciences literature
that can be an alternative to US-
ba_sed PubMed [although it draws on

substantive alterations are available in the
appendix. Any other data are available from the
corresponding author. ASK received funding for this
project from Amold Ventures.

*Janet Freilich, Aaron S Kesselheim
janetf@bu.edu

Boston University School of Law, Boston University,
Boston, MA 02215, USA (JF); Program on Regulation,
Therapeutics, And Law (PORTAL), Division of
Pharmacoep gy and Ph. :
Brigham and Women'’s Hospital and Harvard Medical
School, Boston, MA, USA (JF, ASK)

1 USDepartment of Veteran Affairs. FY 2021
total number of veterans, veteran VA users,
and veteran VA healthcare users by sex and age
group. https://www.data va.gov/dataset/FY-
2021-Total-Number-of-Veterans-Veteran-VA.
Users-/6fsh-rj6s/about_data (accessed
June 26, 2025)

2 TheWhite House. Defending women from
gender ideology extremism and restoring
biological truth to the federal government
— ——

In-vivo B-cell
maturation antigen CAR
T-cell therapy for
relapsed or refractory
multiple myeloma

Chimeric antigen receptor (CAR) T-cell
therapy has shown impressive efficacy
in treating relapsed or refractory
multiple myeloma. Nonetheless, its
availability is substantially restricted by
complex manufacturing procedures,
high logistical requirements, protracted
waiting time, and prohibitive costs.’
In-vivo CAR T delivers CAR transgene
directly to endogenous T cells,

FIERCE  Biotech - Research Medtech v CRO Special Reports Trending v Fierce 50 v
Biotech

Brought t¢ by T'?‘ﬂ'."??rf’;’\".’

AstraZeneca goes in vivo, penning

$1B deal for Belgian off-the-shelf
cell therapy biotech

By James Waldron - Mar 17, 2( 7:40am




Z,ﬂ anti-CD3 antibody

25 _ PEG lipid
~ 7=+ Phospholipid

%%\5\/» .~ Cholesterol

lonizable cationic lipid
~ mRNA

Receptor-
enhanced
binding

- Transient CAR expression provides a safety advantage but may require
multiple doses to provide a strong therapeutic effect.
- Serial dosing may:

- Elicit an adaptive immune response against the CAR.

- Enable real-time dose adjustment to minimize toxicities.

- Prevent exhaustion in T cells.

scFv targeted lentivirus

anti-CD3 scFv
Glycoprotein
Viral membrane

ssRNA genome

Receptor-
enhanced
binding

,\/\ My
Translation Reverse Y
Transcription
P

transcription - \ :
\ "‘ % |
b / I‘A /
. | / /
{ 3 \ / y

\ /

Endocytosis 4

- A single dose can permanently modify T cells and provide long-term
protection.

- Transduction of off-target cells (malignant cells, germ cells, or stem
cells) carries the risk of epitope masking, germline modification, or novel
malignancies, respectively.

- Low transduction efficiency may be overcome by proliferation.

Trends in Pharmacological Sciences



In vivo CAR T - differences viral vs LNP targeting

a Engineered retroviral vectors
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Conclusions

CAR T standard of care in:

— 23" line DLBCL/tFL/PMBCL

— DLBCL 2" line if transplant-eligible and primary

refractory or relapse <1 yr

— Hopefully soon: 2" line non-transplant-eligible
Important areas of research

— Predict/prevent resistance

— Management of short and long-term toxicity

(infections, second malignancies)
— Management of financial toxicity

— Optimal sequencing of available therapies

Effector T cell

Exhausted T cell

® -

Not angry, just \
disappointed T cell ‘

D15111u51oned T cell

Looking into the abyss
T cell

PEDROMICS




Non-relapse mortality after CAR T

b a

B Infection B Hemorrhage )
W Malignancy B HLH =
10.6% B CWR B Unknown
MCL - F ‘ o 1 B Neurotoxicity/ICANS @ Organ failure, NOS
B CRS [0 Others
8.0%
MM
LBCL 4 51% infections
1.6%
5.7%
IL 574 NRM t
- events
______________________________ f:_o;(z?_s__ (total n = 7,604 patients)
W CovID-19
W Bacterial
Al W Fungal
@ viral
T T T T T T O Infection, NOS
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NRM point estimate (%)

e 12-month NRM in NL R/R DLBCL
cohort: 6.1%

n=292

5 . . o B MDS/AML
* Infections are the major driver . ;gamfnoma

M Stroke/ischemic brain injury
Of N R M ! B Cardiac arrest

W Embolism

[l Cardiomyopathy

[ Aortic dissection

Cordas dos Santos et al, Nature Med. 2024. [ CVR, NOS
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malignancy, NOS




Secondary malignancies after CAR T

A

Meta-analysis
Median follow-up 22 M

o
e
&

Total cohort (N=5517 FDA Investigating Serious Risk of T-cell
m= Homatologic malignancies NHL/MM patients): Malignancy Following BCMA-Directed or CD19-
o2 SMeverts = Soidumors 6% li . Directed Autologous Chimeric Antigen Receptor
1 Not further specified o Séc. malighancies (CAR) T cell Immunotherapies
LBCL 5.3% f Share | X Post | in Linkedin = % Email | & Print
INHL 8.7%
MM 6% November 28, 2023
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c Incidence of T-cell malignancy
| Hematologic malignancies FDA 22 27000 o .
i ; infusions = <0.1%
25 1% No difference CAR-T vs / e - g
‘ SOC in randomized So far 3 cases with insertion of
—..  studies CAR transgene in T-cel clone
S = Orer v mr
3 Solid tumors, NOS CAH.T Soc
Study SPM Total SPM Total OR 95% Cl Weight
KarMMa-3 13 225 5 126 B — 148 (0.52-4.26) 272%
Total = 121 events p Total = 79 events CARTITUDE-4 9 176 14 208 —— 0.75 (0.32-1.77) 33.5%
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£ oso 0.1 05 1 2 10
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Tix et al, Clin Canc Res. 2024.
s W uE Verdun et al, NEJM, 2024.
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Long-term Quality of Life in CAR T-treated patients (n=400)

EORTC QLQ-C30 mean domain scores of the functioning-subscales per cohort
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CAR T-cell therapy: what does it mean for patients?
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CAR T-cell-care = teamwork!
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