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CD19 CART cell therapy in Amsterdam UMC: 1)

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

DLBCL phase I/l FL phase Il Studies 2026
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Anti -CD19 CAR Fcell Constructs Licensed and Launched
In Pivotal Trials for Lymphoma (EU/FDA)

axicabtagene ciloleucel tisagenlecleucel lisocabtagenemaraleucel
brexucabtageneautoleucel

scFV FMC63 scFV

Hinge CD8 Spacer .

CD28

4-1BB 4-1BB

CD3 zeta
CD3 zeta

CD3 zeta

NCI U Penn FHCRC/SCH
ZUMAIL&5 : KTEC19 ELIANA/JULIET TRANSCEND
ZUMA?2 : KTEX19 CTEO19 JCARQ017/CD4:.CD8=1.1

Jacobson C, JCO. 20D&)I: 10.1200/JC0O.18. 01457



Overall survival in SCHOLARL, ZUMA1, JULIET and
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Dutch CAR T-cell national tumorboard

Twice weekly online meeting

A Eligibility of referred
patients

A Joint protocols

A Population -based real

world data (Follow that

CAR! Regqister)

Biobank

Imaging database

(radiomics)

To To




Results

®
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Flowchart of all referred patients i n ™dir®e (May 2020 8May 2022)

Ineligible: N=90° (36%)
N=41 Rapid progression
N=3 Performance status 2 3

N=2 Performance status = 2 + comorbidity®
N=6 CNS localization

N=17 No LBCL

N=10 <2 systemic lines of therapy

N=8 No relapse or refractory disease

N=3 Otherd

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

N=8 Rapid progression

CNS localization

No relapse or refractory disease
Fludarabin neurotoxicity

Uncontrolled infection

Development of Acute Myeloid Leukemia
CAR T production failure

ZZ%ZZZ
P PR RN

Spanjaart, Penningset al., Cancers2023

Referred patients to

Tumorboard
N= 2503

Apheresis
completed
N= 160 (64%)

CAR T Infused
N=145 (58%)

Many patients drop
off because of rapid
PDand 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
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CD19 CAR T realworld 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 . .
Death without progression?
5 .N=6 e N=1 - prog
—— N=1 = . Response not assessed?
N=34 —N=1 Nz’;—l N=8 p
= . N=2
48 N=30 IN=12 Ez'\i 4 N=1
u N=1
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

Progression free survival probability

1.00+

0.751

0.50+

0.251

0.00+

2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Time (months)

0 1
Patients at risk

145134125106 88 85 74 61 56 48 44 40 39 38 36 34 32 28 24 23 23 21 18 16 12 10 7 3 1

Median follow -up 9.1 months (IQR: 5.1-15.8)
Median PFS 6.2 months (95% ClI, 5.10-NR)

Progression free survival
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Why do some patients experience
relapse post -CAR T-cell therapy?

-cell fitness Systemic inflammation
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Immunosuppressive : : :
tumour microenvironment
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Improving durability of response to CAR T-cell therapy requires

1
-]
i 2

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;4:4898i 4911, 2. Liu Z, et al. Exp Hematol Oncol. 2024;13:22; 3. Shouval R, et al. J Clin Oncol. 2022;40:369i 381; 4. Zhang C, et al. J Immunol Res. 2025; (‘ G | L EA D ﬂKit
2025:5845167; 5. Byrne M, et al. Bone Marrow Transplant. 2019;25:e344i 51. 11 e
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Better, safer and faster CARs/combinations are needed

)

Combinationwith other agents
A lbrutinib

A Lenalidomide

A Immunecheckpointinhibitors

4th generation(TRUCK)s
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PoC faster CARs

Geneediting

AllogeneidCARs
NK-CARs
In vivo CAR
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Modulate cellularcomposition
Metabolicreprogramming

FullyhumanizedCARconstructs
Dualor tandemCARSs

Novel CAR -Eell constructs
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T cell product T cell CAR T cell
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CAR T clinical trials currently recruiting
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Move up! Is 2" line CAR T better than autoSCT? Wﬂ

Axi-cel ZUMA7
Lisccel TRANSFORM
Tisacel BELINDA 63rd ASH Annual

Meeting and Exposition

SOC = Chemo salvage
followed by ASCT if PR/C

™~ CAR:; T therapy

NCT03391466; NCT03575351; NCT03570892; slide courtesy of Gilles Salles

ATLANTA, GA
N-PERSON/VIRTUA




Event-Free Survival ZUMA-7, TRANSFORM and BELINDA
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Event-Free Survival (26)
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Median EFS = 8.3 vs. 2 mons

1. Progression or death
2. New treatment
3. 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
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19
Time from randomization, months

Transform
Median EFS = 10.1 vs. 2.3 mons
1. Progression or death

2. New treatment
3. No CR/PR by 9wks

Time (months)

BELINDA
Median EFS = 3 vs. 3 mons

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



AXxI-Cel leads to better Overall Survival Versus SoC

HR, 0.726

100+
27.4% Reduction in Risk of Death
. 80-
X
‘_;‘ 4-Year 546%
= 60+ .
E bt —t
7)) :::lH-I-HH*I-H-HH—I'H'I'I-I:Il-H-I-I—HjH“ o ]
= 401 ; T
3 : 46.0%
O 50 e e
'57% Received 3L+ Cellular Immunotherab
o- Median Followup: 47.2 months (Oﬁ Protocol) !
_______ _l____________________l
0 6 12 18 24 30 36 42 48 54 60
Months

A 57% (n=102/179) of SOC patients received subsequent cellular immunotherapy (off protocol)
A Despite the increased survival in the SOC arm versus historical studies!, imxreased survival over SGC

1. Approximately 30% for early R/R LBCL in ORCHARRD (van Imhoff QEQO2@i.7;35:544651). 2. <40% for those with prior rituximab and early R/R LBCL in CORAL (Gisselbrecht@X) 2040;28:4184190).
3L+, third line or later; axdel, axicabtagene ciloleucel; HR, hazard ratio; LBCL, lagjel¥dnphoma; R/R, relapsed/refracy; SOC, standard of care.

Locke et al JSH 2023 Abstrapt@35#4



Change From Baseline for Prespecified PRO Endpoints

EORTC QLQ-C30 Physical Functioning EORTC QLQ-C30 Global Health Status/QoL EQ-5D-5L VAS
404 40 A 20
30 30 4 P=0.0004
5 20+ 5 20 - P=0.0124 = . P<0.0001
< P<0.0001 < P<0.0001 e
S 10+ S 101 R /{/
[T2d
2 L2 o
g 9 A g 0 == @ O
<3 i X
-30 -30 1
-40 -40 20+
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 vaixircel versus SOC, there was a statistically significant
and clinically meaningful difference in mean change of scores from baseline at Day 100 in favor of
axtcelon all prespecified PRO domains

Evaluated via mixedffect model with repeated measures. Statistical significance and clinical meaningfulness coincidextmpalfee EORTC QIC30 Global Health Status/QoL at Day 150, which was less than a
10-point change (9.8).

Locke et al JSH 2023 Abstrapt@35#4



What about high tumorload (TMTV)?

EFS PFS

100 - | HR (95% CI) 100 - | HR (95% CI)
High MTV AxiCelvs SOC) 0.417 (0.293.592 © High MTV AxiCelvs SOC) 0.523 (0.3570.765)
Low MTV Axi-Celvs SOC) 0.423 (0.289.620) . Low MTV Axi-Celvs SOC) 0.504 (0.3280.776)
X 804 AxiCelMTV (High vs Low) 1.441 (0.972.124) S 809 AxkCelMTV (High vs Low) 1.644 (1.09@.480)
‘:; SOC MTV (High vs Low) 1.486 (1.0552.093) E SOC MTV (High vs Low) 1.635 (1.098.433)
‘s_ 60 ﬁ 60 o A;Axi-ﬁlenl,“!_.o‘yv IYIT\I (n=891u B
A Axi-Cel, Low MTV (n=89) E
Q 1 . .
&) 40 . A‘)‘(‘:I-C?L High MtV (n=87) -E 40 1 HE :A:I-CellliHllgh M-:n-’ ("=817) i t
) — a SOC, Low MTV (n=82)
; - : |
& 204 SOC, Low MTV (n=82) = §° 20 1 SOC, High MTV (n=83)
SOC, High MTV (n=83) o
0 T T T T T T T T T T T T T T T T T 0 T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
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

AAXFOSE 9C{ I'yYR tC{ 6SNB &adzLJSNA2NJ a2 {h/ FT2NI 020K
A Axicel EFS trended shorter in patients with high MTV and EFS was shorter in SOC patients with high MT
A PFS was shorter in both axél and SOC patients with high MTV compared with low MTV

Locke et al ASH 2022 Abstract 259




What about elderly patients?
Il n Pat.i

LUMAT

EFS

ents

Aged

065

Pooulation Treatment Median EFS 24-mo EFS Rate Stratified HR Stratified P Value
100 - P (95%Cl), mo (95% CI), % (95% CI) (Descriptive)
. Axi-Cel(N=51) | 21.5 (5.6NE) 47.8 (33.261.0) 0.276
*cp o, SHNAR SOQN=59§ 2.5 (1.63.2) 15.1 (7.125.8) (0.1640.465) <0001
X 80+ All Patients Axi-Cel(N=18Q | 8.3 (4.515.8) 40.5 (33.247.7) 0398
< (KM Curves Not - 0.3080 514 <.0001
S Shown) SOQN=179 2.0 (1.62.8) 16.3 (11.122.2) (. .514)
2 604
3 I_'—l—I o o o ~ 2-Year 47.8%
3 o - =
& 40- :
hd |
c I
20 '
w . L I
° ——o—o——qum 15.1%
Median followup: 24.3 mo ;
O | I I I I I | | | | | | | | |
0 4 6 8 10 12 14 16 20 22 24 26 28 30 32
Months

No. at Risk
Axi-Cel 51 36 31 31 29 28 27 24 20 16 9 4 4 1 0

SOC 58 19 15 11 10 10 8 8 6 4 2 0

A KaplanMeier estimates of the 24nonth EFS rates were higher for-aei than for SOC (47.8% vs 15.1%, respectivel

1.Locke FL, et aN Engl J Med022;386:64854.
Axicel, axicabtagene ciloleucel; EFS, eMest survival; HR, hazard ratio; KM, Kaghgier; mo, month; NE, not evaluable; SCstandard of care.

Locke et al

JSH 2023

Abstrapt@35#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
Schematic overview

&

D (N
(=N
Miltenyi Biomedicine

Response assessment in
relation to day 0
Based on Lugano classification
(Cheson et al 2014)

8)99M
i
9L Neam

=i

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 A EFS in the ITT pOpUIation Primary endpoint Zairr:]_tgé():el
0.9 1 Median follow-up: 17 months
0.8 T
0
L 0.7 7 EFS based on IRC assessment?
© 06 A
2
= 05 91— — ™| —  — " - - - - - - 7T - - - - - - - — —-
S o4 - Median EFS, 6.21 2.53
< 0'3 i months (95% CI) (3.84, 13.77) (1.97, 3.35)
0.2 A Zamto-cel
0.1 B . . 52 63
- ¥ - 0,
00 L " Censored . . . . : _R-GemOx 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 (95% 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

*

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-sidedp-v al ue was 0O0. 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

Response rates inthe ITTand mITT

populations

100 - ORR

80 | 72%

g 60

£ 40

£ 20

3 0

£ . R

: L \(\«\ \«/\\ <\/

3 N & &
& O &

Median PFS by IRC
Median follow-up: 17 months

“- 10 - Zamtcee | R-Ge mOx
o (n=8 2 (n=7 §
0.9 + Me di an (9BFCE) 8513841682 [3.3519738])
> 08 - HR(O % C) 0.4 30.2 80.6 5
- pvalue p<0.0001
0.7 +
E 17mont hs
o 0.6 -
«
P - e it o
© 04 1
0 0.3 !
I
0.2 - : Zamice |
0.1 - + R-Ge mOx
+ Censored :
0.0 T T T T T = T T T

0 3 6 9 12

Number ,at ri sk
Zamtcel 82 59 41 31 21
R-Ge mOx 7 8 27 11 4

15 18 21 24 27

PF&mont)hs

Q V  PFS (HR [95% CIJ: 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-GemOX, rituximab gemcitabine oxaliplatin.

22



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

100% -

[

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

-cel (

80% - Grade (8 CRS

3
23
]

Grade CB ICANS

52,6%

3
23
]

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

Percent olf\g)atients _geated Wci%] zamto
QS
™
|

; 0
0 38 . _
0% 6.6% % 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:13)b
10 days 2 days | : rAnakinra-{r=1)
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 M Grade 3 Patients who required management of CRS and/or ICANS (%)

. Grade 4 . Grade 5

aTotal duration includes gaps between episodes. P 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%
administered over 1 hour). AE, adverse event; AESI, adverse events of special interest; CRS, cytokine release syndrome; CTCAE, Common Terminology Criteria for Adverse Events; ¢ R-GemOx, rituximab gemcitabine oxaliplatin. 3



Should we move from 2 " |ineto 1 st line?

2dline

Ll (early R/R):
R(pola)-CHOP |aend YT

CAR T




CD19 CAR T in high risk DLBCL with suboptimal response to 1 st u’y
line therapy: ZUMA12 results

Patientcharacteristics
A N=40 patients enrolled Comparecto ZUMA1 study

A N=16 DH/THL Highermediannr of CCR7+ CD45R#¢ellsin the
A Best response todline: 21 PR, 5 SD, 16 PD final product (105vs40x106)
Higherpeakexpansiorand AUC of CAR T
Objective response No apparentifferencein toxicity
100
89% ORR

80 -
934 60 -
g 78% CR (n = 29)
S 40+
8

20

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

NeelapuS, et al. Nat Med 2022.



ZUMA12: 3 yr follow -up

Event-free survival (%)

Progression-free survival (%)

100 A
80
60 1

EFS

20 1

Median EFS (95% Cl), mo: NR (NE-NE)
04 3-Year EFS rate (95% Cl), %: 73.0 (55.6-84.4)

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

Months
No. at risk

37 35 31 31 30 29 28 28 28 27 27 27 26 24 24 22 19 19 14 6 6 4 1 1 0

100 A

60 +

40 -

PFS

20 1

Median PFS (95% Cl), mo: NR (NE-NE)
0. 3-Year PFS rate (95% CI), %: 75.1 (57.5-86.2)

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
Months

No. at risk
37 35 31 31 30 29 28 28 28 27 27 27 26 24 24 22 19 19 14 6 6 4 1 1 0

100 4

—

80 4

60 4

40 -

Overall survival (%)

20 4

Median OS (95% Cl), mo: NR (NE-NE)
04 3-Year OS rate (95% Cl), %: 81.1 (64.4-90.5)

OS

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

A Median FU 47 months
A EFS at 9r: 73%

A OS at 3r: 81%

A No new safety signals

Chavez *t al.Blood 2025



Move up! CAR T in 1st line (high risk): ZUMA-23 study “"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

DLBCLwith positive w
MRD atEoT. ALPHA-3 trial

ALPHA-3
PartB

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)? interim ;
analysis® Cema-cel®
« MRD positive at the > 120x 108 —
end of 1L therapy3 FC + CAR T cells
Cema-Cel3»

Estimated N=240

Part A

SoC
(observation)?

LD
regimen

FC + ALLO-647

+ Cema-Cel32 selection

=
e,
A
©
A =
£«
(@]
s
(o
]
(14

Pre-screening with PhaseED-SEQ?%3

A\

™~ (observation)®

SoC

Interim
analysis®

Primary
analysis®

Primary endpoint

EFS



Current barriers in CAR T-cell therapy

4 Omaesd g d i
xS

Long manufacturing time
(3-6 weeks)

Some manufacturing
failures

Long term
successrate 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 ° ° . ° °

R/R ALL R/R LBCL R/R LBCL R/R ALL R/R MM R/R MM
(<26 years) (2nd-line) (2Md-line) ( O Jears) ( Cfdine) ( O%line)
R/R LBCL R/R LBCL R/R LBCL R/R MCL R/R MM R/R MM
( Ofdine) ( Ordine) ( Cfdine) ( COrdine) ( 4ine) ( 4ine)
R/R FL R/R FL R/R FL
B | ( Odine) ( (dine) ( Gfdine) RIRALL
efpta B R/R NHL

dmp B RR MM




© 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
I I

Greece W o--=7
United Kingdom B--=7
Belgium _ 3
Luxembourg _ 3
Slovakia _ 3
Sweden 57
MNorway 4--=5
Poland %777/ __ 4-6
Portugal ] I 4
Ireland [ ] 3
Netherlands _W% 3--=6
croat B — z
Denmark _ 2-->0
Hungary __ 2
slovenia ] 2
cyprus I R 0
efpia Latvia I R 0
dmp Lithuania I D 0
= vt ] :

Pennings , Hemasphere 2026



HOVON161study: better , faster andé cheaper CARg

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

e Dmmductlon

SOC = commercial CD1¢

4 Z. o )%C i ® Starting material

.~°'°f ) ‘
do cell enrichment and activation

7 CAR Tcells

eV g
ANl Experimental arm = PoCj Hm—]- ¢+ | . Transduction

ARI0001 CAR-cells

'h‘ b Expansion
| nin d2-12
_ L . @ ‘d 1 Final product
Improvement in Quality i »
A Fresh out &fresh in prodot
o _ ARF0001

A Optimized production process |
A Transparency in ATMPspecifications S CzDS Anti-Cb1s
Improvement in Logisics 41BB
A Vein-to-vein time 7-12 days cD

b*’ ZonMw @ umce



HOVON 161.: trial design

O 2 line R/R LBLCL

. Primary Endpoint
7 sites APFS
Major inclusion criteria Key Secondary
- Approved indication Egdé)lgmtS
- Age y318 AoS

- WHO performance

status 0-2 Secondary Endpoints

Asafety

APROs

ACAR T-cell product
characteristics

ACAR T-cell persistence
and expansion

1:1 randomisatie
Optionele overbrugging
Lymfo -depleterende
chemo
maand 1 assessment
maand 3 assessment
maand 6 assessment
maand 12 assessment
maand 24 assessment

ARI-0001 cel

A Primary endpoint: PFS
A Major secondary endpoints:
- ORR, CR, OS
- safety and toxicity of ARF0001 and Axi-cel

- quality of life ( QoL _
- costs associated with ARF0001 vs Axi-cel m e
O)VON functional characteristics of the ARF0001 CAR product @@M@G g N




ATALANTAL Study Design and Objectives

Key eligibility criteria

A No prior CD19argeted
therapies

Phase 1 dose escalation:

ADLBCL

U
- Primary refractory or first Day 835
relapse Follow-up

AFL, MZL, MCL Day 86 to Day34:
- Relapsed or refractory after Flu/Cy conditioning chemo®

- Decentralized
manufacturing

2 prior treatments - GLPG5101 :
Phase 2 expansion cohorts: Screening Leukapheresis | single fresh First response
: : assessment
ADLBCL, HRLBCLP,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 202250266123-00; NCT065614258Patientswith no prior therapies and IPI&5, or doublef/triple-hit lymphoma on interim PET scafScreening could take place up to a maximum of 28 days prior to

leukapheresis 9Conditioning chemotherapy: fludarabine 1V (30 mgAtuday); cyclophosphamide 1V (300 mghAtday). BL, Burkitt lymphomagCy, cyclophosphamide; FL, follicular lymphoma; Flu, fludarabine;

(HR) DLBCL, (highisk) diffuse large Bell ymphoma; IPI, international prognostic index; 1V, intravenous; MCL, mantle aelphoma; MZL, marginal zone lymphoma; ORR, objective response rate;

PCNSL, primary central nervous system lymphoma; PET, positron emission tomogr&®#30, recommended Phase 2 dose. | 34
Presented at thes6th ASH Annual Congress: Decembéi@,2024; San Diego, CA, USA




Decentralized Manufacturing
Enabling fresh product infusion with aday veinto-vein time

4%

A 47149 (96%)of patients who received an infusion
were given a fresh produét

A Avein-to-vein time of 7 dayswas achieved im3/47
(91.5%) patients who received a fresh product

A Short veinto-vein timeeliminated 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-vein time of 13 days. Both patients were in CR at data cuidéfta cutoff: 25 April 2024.
CR, complete response.

Presented at thes6th ASH Annual Congress: Decembéi@,2024; San Diego, CA, USA

| 35



Efficacy: Response over timeiINHL cohort

Durable responses were observed in patients who received a C&dl ihfusion

FL
FL
FL
MZL
MZL -
FL ->
FL -
FL -
FL 7/ — 1 [ — >
FL /. - >
FL [/ . - >
FL 7 . - >
FL | - - >
FL [ - - >
FL | . - >
FL [ - - >
MZL | - >
FL 7/ - - >
MzZL [/ - - >
FL [/ - - >
FL 77 - - >
FL | - - >
FL [ - - > W CR
FL (/77 - - >
MzL [ . - > W PR
FL {77/ - - >
FL |77/ - - > % SD
FL {7/ I - >
FL {7/ I - > @ PD
FL (77— - > - - :
o - - > =+ Ongoing follow-up
FL V78
1 1 I | T
DO ws M6 M12 M18 M24

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

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

| 36



ligh ORR and CRR Observad 3L+ R/R MCL
Best Response to Treatment at Any Time After a GLPG5101 Infusion

ITTP.Cd All-infused®=®
ORR 96.0% ORR 100% .
CRR 92.0% CRR 95.8% MRD negativity:
100 -
-90% (9/10) of MRER2valuable
7 patients were MRBhegative at CR
Z‘ o0 - A 7/9 MRBnegative patients remained in
% 40 4 CR at time of datautoff
= -, G ?2J9<= yr 101 9
201 ICANS
0 A
N =25 N =24
Best response: ll CR M PR NR (NE)

a0Only 1 patient had 1 prior line of therapyDatapresented exclude patients who were alive and still in the study at data cutoff without a first confirmed response assess@aapatient who did not receive a CARCEI!

infusion was not evaluabledITTset = alleukapheresedpatients. €Allinfused set = all patients who received a CABET infusion at any doséMRDwas evaluated using nexgjeneration sequencing with theloneSE@ assay
(Adaptive Biotechnologies, Seattle, WA, US2gta are pooled across DLs: DL1§38x 105 DL2, 856110x 1(°CAR T cellPata cutoff: 2 September 2025

3L+, third or later lines of therapyzARchimeric antigen receptorCR, complete response; CRR, complete response rate; DL, dose level; ITT, intentieat; MCL, mantle cell ymphomayiRD, minimal residual disease;
NE, not evaluable; NR, no response; ORR, objective response ratpaRRa| response; R/R, relapsed/refractory.

37
Presented at thes6th ASH Annual Congress: Decembéi@,2024; San Diego, CA, USA |



Robust In VivoCAR TCell Expansion After GLPG5101 Infusion
In a Patient With MCL

A Patient infused with GLPG5101 5101 10° CART cells(DL2)
A Robustin vivoexpansion of GLPG5101 at Day 10 pastusion:
0 White blood cells 12.8 109/L (ALC 11.43)
A AtDay 10 posAF > MKAGFJ/] EGJH@GDG?A; 9DDQ =FD9J?=< 9F< KHJ=9<AF?
A Grade 2 CRS reported Day&97 requiring 1 dose of tocilizumab; no ICANS reported to date
A CMR confirmed by PECT at Month 1

Flow cytometry in PB at Day 10 postinfusion of GLPG5101 Morphology of lymphocytes in PB
(GLPG5101 accounts for 94% of the CDJ cells) at Day 10 postinfusion of GLPG5101

O

:ﬁ

n
CD3 CD3 Oa n

Local analysis: nofvalidated data. Images kindly provided by Prof. Marie José Kersten, Jdbabber, and Sharon Hoekstra, LYMMCARE (Lymphoma and Myeloma Center Amsterdam), Amsterdam University
Medical Center. ALC, absolute lymphocyte cou@iRgchimeric antigen receptorCMR, complete metabolic respons€RScytokine release syndromepL, dose level; ICANS, immune effector -@lsociated

neurotoxicity syndrome;MCL, mantle cell ymphoma; PB, peripheral blood; PET, positron emission tomograplécomputed tomography.
Presented at theés6th ASH Annual Congress: Decembéi@,2024; San Diego, CA, USA

100000 200000
[ T O |

1E4
1

CD3
CD3
CD3CAR

1E3
1

CD19 CAR

SSGA ExpSSC Low




Product Characterization

A The poportion of early phenotype CD4 and CD8 CAR Tcells increased significantly in the final product,
comparedwith the early phenotype CDZand CD8T cells in the starting material

A The CD4:CDS8 ratio of CARcells increased in the final product, compared with ratio of CD4:CD8 T cells in the
starting material(median [Q1, Q3] increaga 8 [0.052.02)

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}
3
> 75 .
o ® Phase 1
o +
S 3 50- = ‘/7 A Phase 2
> = V ~
=
8 .q_)“ %
ST 257 —
=3
O_ LA
1 1 I 1
Starting material  Final product Starting material Final product

Exploratory flow cytometry analysis of-Gell subsets in the apheresis starting material and final produdbnparametric pairedsamples Wilcoxon tests were used to assess the statistical significance of the
differences in early memory phenotype-@ell subsets (J;scp@nd Tep in the final product compared with the starting material. Early phenotype CBAd CD8(CAR) T cells: naive/stem cell memory T cells
(CD45RECD197 Ty,scm); central memory T cells (CD45RED 197 T,). Percentage of early phenotype T cells (sum of CD4&RQ97 Ty,scy@and CD45RE D197 T,) of CD4or CD8 (gated on CART cells for

final product) for paired patient samples (N = 4@ata cutoff: 25 April 2024.***P < 0.001
CAR, chimeric antigen receptor; med, median; Q, quartilgy, Tentral memory T cells;Jscu Naive/stem cell memory T cells.
Presented at theés6th ASH Annual Congress: Decembéi@,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 1 Co-transduction 1 Tandem CARs 1 Bicistronic CARs 1

Anti -CD19 Anti-CD20/22 Anti -CD19 Anti-CD20/22 Anti -CD19-CD20/22 Anti -CD19 Anti -CD20/22
&
e ©,t @ % S @
e
Examples Examples Examples Examples
ChiCTR-0OIB-1701367072 AUTO13 CD19-22.BB.z-CAR* KITE-363"
Prizlon-cel® KITE-753
Zamto-cel® AUTO3®

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;204:1649i 1659; 2. Pan J, et al. Blood. 2020;135:387i 391; 3. Ghorashian S, et al. Blood. 2022;140:10352i 10354; 4. Spiegel JY, et al. Nat Med. 2021;

27:1419i 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. 2023:141:24707 2482; 9. Zhang C, et al. J Immunol Res. 2025:2025:5845167. 40 [ J rce
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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

Synergistic Signaling

Independently Targets
CD19 and CD20

CD19 CAR CD20 CAR

h CDlecFv!l' ’]’ h-CD20scFv
ol ki
CD28! i 4-1BB

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

and 41BB Boosts CAR
T-Cell Performance

KITE-753 Mechanism of Action

Cellular
Fithess

1

Exhaustion

scFv, single-chain variable fragment.

KITE/53

CART Cell
CD19 CAR KiIIing

KITE753 Rapid
Manufacturing
Generates Fit T cells

Tumor Cells

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

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

AKITE-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 Post-Data Cutoff: October 24, 2025
100 -
) 0
< 80% ORR 86% ORR 86% ORR
80 -
)
(7))
S 60 -
o
8 71% CR 79% CR
X 40 7(?@1?1;{ (n=10) )
7
)
M 2o - 7% PR (n=1)
% = 14% PR (n=2
0 - 10% PR (n=2) : (n ) Dose Level 3
All Dose Levels Dose Level 3 (n=14)
(n=20) (n=14)

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

A 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)

A In patients with prior CAR exposure (n=10), 3 achieved a CR and 2 had a PR

42



Immunosuppressive TME i;%

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

TRUCKS Enzyme -secreting CARs BsAb - or scFv -secreting CARs

Tumour Tumour Tumour
'l/ scFv
Cytokines Stroma
o® ° - BsAb %\
... Enzyrrgzj S I
I 0. .. I w@ . Checkpoint
°® .O.. e WO 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
recognising target cells penetrate and reach target cells checkpoints to enhance T-cell activity

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. ( .
9 : « ) GILEAD g Kite

Adapted from Carcopino C, et al. IOTECH. 2024;24:100739.
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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 ddifferences viral vs LNP targeting

a Engineered retroviral vectors

CAR-T cell
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Conclusions

A CAR T standard of care in:

O 3¢ line DLBCL/tFL/PMBCL

DLBCL 29 line if transplant -eligible and primary
refractory oyr rel apse

Hopefully soon: 2 " line non -transplant -eligible

A Important areas of research

Predict/prevent resistance

Management of short and long -term toxicity
(infections, second malignhancies)

Management of financial toxicity
Optimal sequencing of available therapies
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