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What can we currently access for B-ALL patients?

FDA approved immunotherapeutics...

 Adult B-ALL prognosis is poor; long-term remission rates limited to 30-40%

— 50% of all adult patients will relapse, with 5-year OS 7% (Fielding et al., 2007)
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ZUMA-3: Brexu-cel for adult B-ALL

Trial flow, efficacy & toxicity treated patients (n=55)

Trial Flow1,2

71 patients enrolled

v

71 patients underwent leukapheresis

14 not treated”

7 adverse eventt
3 not eligible
> ; .
1 product not available
1 partial consent withdrawn
2 other reasons?
h 4

57 received conditioning chemotherapy

2 not treated after conditioning chemotherapy
— 1 adverse event§
1 not eligible

h 4
CG received KTE-X19
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71 patients in full analysis set
(intention-to-treat analysis set)

G5 patients in safety analysis set

G5 patients in treated population
(modified intention-to-treat analysis set)
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Efficacyi2

Overall CR/CRi: 71%
e Complete CR: 56%

Median RFS (n=55): 11.6 months?

Median OS (n=55): 26 months?

Median relapse-free survival
(95% Cl), months

— Patients with CR or CRi (n=39) 14-2 (11-6-NE)
— Patients without CRor CRi (n=16) 0-0 (NE-NE)
— All treated patients (N=55) 11.6 (2.7-15-5)
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Toxicityi,2

Grade 23 CRS: 24%

Grade 23 ICANS: 25%



ROCCA: RWE of brexu-cel in adult ALL

Response and Toxicity in 189 patients (follow up 11 months)
Impact MRD-neg CR on PFS/0OS

Response Rates

25
-y

MRD unknown

12 Died before disease assessment
9 Incomplete response data
Toxicity

* G3-4CRSin11%
* G3-4ICANSin 31%

Roloff G, et al. JCO 2024
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What can we currently access for B-ALL patients?

FDA approved immunotherapeutics...

 Adult B-ALL prognosis is poor; long-term remission rates limited to 30-40% 8,400
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Improving Physiology: low-affinity CD19 CAR (AUTO1)

Key characteristics, compared with FMC63 (scFv, Kymriah)

AUTO1 (CAT) binder with lower affinity for CD19

Fast off-rate (Biacore analysis)
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Can CAR-T therapy be a definitive treatment for adult R/R B-ALL W|thout allo-SCT?

Learnings from the FELIX study of Obecabtagene Autoleucel t

{ Obe-cel manufacturing \

within 7.days  Split dose infusion
before initiating

Leukaphere3|s

0?

Iymphodepletlon Efficacy and
Bridging @ @ safety follow-up
therapy

L

Screening Enroliment _
Lymphodepletion
Flu 30 mg/m2 111
Cy 500 mg/m3 |
Tumor burden-guided dosing
Lymphodepletion Day 1: Dose 1 Day 10: Dose 2
BM blasts - 100x10° - 310x10° Total target
<20% CAR T-cells CRS CAR T-cells dose is
Grade =1 always
BM blasts 10x106 No ICANS 400x10 410x10°

- -

CAR T-cells CAR T-cells

>20% CAR T-cells

*Patients with Grade 2 CRS and/or Grade 1 ICANS following the first dose received the second dose on Day 10 (2 days) up to Day 21, only if CRS resolved to Grade <1 and ICANS completely resolved. (NCTO 440 4660)



Majority of FELIX responders show durable response

38.4% of responders in ongoing CR without allo-SCT at 3 years....

( Infused N
e | N=127
- Noresponseor not evaluable | * | ’
n=28 r : . h
------------------------------------------------------ CR or CRi
.~ n=99/127(78.0%)

y y } { y

4 N\ \( N\ [ N\ [ N\ [ )

Ongoing remission Subsequent Started new Died while in remission
without subsequent SCT while in anti-cancer Relapsed without subsequent
X iccl ¥ *
\SCT or other therapy ) | remission® ]| therapy ) L ) kSCT or other therapy y
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. Median follow up [ n=40 (40.4%) ] [nzlg(lg.z%)] [ n=5 (5.1%) ] [n=31(31.3%)] [ n=>5 (5.1%) ]
at 21.5 months

_______________________________________________________________________________________________________________________________________________________________________________

— o e e o e e mmm M e M mmm M e Mmm Mmm M e Mmm Mmm M e Mmm Mmm M e Mmm Mmm S e Mmm Mmm M e Mmm Mmm M e Mmm Mmm M e Mmm Mmm M e Mmm M M e Mmm M M e e — o o o e M M Em M M M M M M M M M M M M M M M M M m M M M M M M M m m M M M M M M M M M M M M M M M M M M Mm M M M M M M M M m M M M M M M M M m M M M M M M M M M M M M M M M M

! . |
- Median follow up [ n=38 (38.4%) ] No change since last data cut [ n=7 (7.1%) ] 5
at 32.8 months |
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(range: 19.9-52.8)

[ Two deaths whilst in remission observed since the last data cut (reasons: pneumonia and sepsis) ]

Current data cut: 18 Jan 2025. *Without non-protocol specified anti-cancer therapies, including SCT; maintenance tyrosine kinase inhibitors allowed per protocol after two months post obe-cel infusion in patients with Philadelphia
chromosome-positive disease. *All patients who received consolidative SCT were in MRD-negative remission (<10~ leukemic cells) at the time of transplant. CR, complete remission; CRi, complete remission with incomplete
hematologic recovery; MRD, measurable residual disease; obe-cel, obecabtagene autoleucel; SCT, stem cell transplant.



Durable outcomes reflected in updated survival curves

Median follow up of ~3 years

A
I

Duration of Remission 54.1% at 24m (allo-SCT censored)

median follow up: 32.8
months (range: 19.9-52.8)
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DoR probability (%)
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Patients at risk

CR/CRi (n=99) 99 76 59 49 43 39 34 31 21 21 11 10 3 3 2 1 0

Overall Survival 46% at 24m (allo-SCT not censored)

median follow up: 32.8 months

100 (range: 19.9-52.8).
90
_. 807 61.4%
X 04 (95% Cl: 52.4-69.3)
E 60 46.0%
‘S (95% Cl: 37.1-54.5)
© 50
0
© 40-
o
(5] _
&g 30 |
20 - e
10 -
| Median, months (95% Cl) 17.1 (12.9-28.8)
0 - ! !
| | | | I | | | I | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)
Patients at risk
Infused (N=127) 127 108 102 88 78 69 61 58 48 34 26 19 14 6 3 1 1

Event Free Survival 43% at 24m (allo-SCT censored)
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Park J, Roddie C et al, EHA, 2025



BUT...can we predict which patients will obtain long-term beneflt?

MVAs were conducted using UVA-selected baseline characteristics th

* A UVAon response, EFS, and OS was performed to pre-select baseline characteristics; those significant (p-value <0.1) in

any of the three UVAs were fed into the MVA models below

2. Model for analysis of time-to-event
outcomes (EFS and OS)*

1. Model for analysis of response (CR/CRIi)

;- BN
/
Baseline characteristics
Baseline »
characteristics CAR T-cell persistence
post obe-cel
\\\ / (as time-dependent covariate)* )

 Stepwise variable selection was performed to identify the list of important factors in the final MVA model. Significance

level for entry and stay was 0.25 and 0.2, respectively

*Deep MRD negative remission by NGS was not considered because of sample size limitation, as not all patients had NGS calibration. *Change in CAR T-cell persistence status (ongoing
versus loss) over time, rather than at a specific timepoint, was analyzed. CAR, chimeric antigen receptor; CR, complete remission; CRi, complete remission with incomplete hematologic
recovery; EFS, event-free survival; MRD, measurable residual disease; MVA, multivariate analysis; NGS, next-generation sequencing; obe-cel, obecabtagene autoleucel; OS, overall survival,

UVA, univariate analysis. Park J, Roddie C et al, EHA, 2025



UVA: Baseline characteristics selected for the MVA models )
Better outcomes with less disease, less prior treatment, no EM diseasé*

Characteristics with a Associated with CR/CRIi, EFS and/or OS

UVA p-value <0.1 Better outcome (% of patients) Worse outcome (% of patients)
Age >55 years (37.8%) <55 years (62.2%)
Ethnicity Not Hispanic/Latino/unknown (70.1%) Hispanic or Latino (29.9%)
Philadelphia chromosome Ph+ (28.3%) Ph— (71.7%)
Prior lines of therapy <3 (85.0%) >3 (15.0%)
Response to first-line therapy Relapse after 12M (27.6%) R/R within 12M (72.4%)
Refractory to last prior line of therapy No (48.0%) Yes (52.0%)
Prior allogeneic stem cell transplant Yes (44.1%) No (55.9%)
Prior inotuzumab ozogamicin* No (68.5%) Yes (31.5%)
Extramedullary disease at LD Absent (78.7%) Present (21.3%)
Bone marrow blasts at LD* <5% (28.3%) >75% (31.5%)

*Prior to screening; inotuzumab ozogamicin used as bridging therapy in FELIX was not included in these analyses. *Categorical variable with three groups. CR, complete remission; CRi,
complete remission with incomplete hematologic recovery; EFS, event-free survival; LD, lymphodepletion; M, months; MVA, multivariate analysis; OS, overall survival; Ph, Philadelphia

Park J, Roddie C et al, EHA, 2025
chromosome; R/R, relapsed/refractory; UVA, univariate analysis. ark J, Rodadie Cet a



Model 1: Can we predict who will achieve CR/CRI?

Ph+, earlier obe-cel use, less refractory disease, lower burden

Final model characteristics Odds ratio (95% CI)*

Philadelphia chromosome Ph— VS Ph+ © 6.0 (1.4-26.3)
Prior lines of therapy >3 VS <3 © 3.8(1.2-12.1)
Refractory to last prior line of therapy Yes VS No © 2.9 (1.1-8.0)
Extramedullary disease at LD Present vs Absent o 2.8 (1.0-7.8)
>75%  vs <5% © 3.2 (0.9-11.6)
BM blasts at LD >5%—-<75% Vs <5% © 1.5 (0.4-5.6)
>75%  vs 25%-<75% o 2.1 (0.7-6.3)
011 I1 1|0 l(l)O

Lower odds of achieving CR/CRi Higher odds of achieving CR/CRi

*A logistics regression analysis of patients achieving CR/CRi was performed against baseline characteristics. BM, bone marrow; Cl, confidence interval; CR, complete

e ) . . : : ) : Park J, Roddie C et al, EHA, 2025
remission; CRi, complete remission with incomplete hematologic recovery; LD, lymphodepletion; obe-cel, obecabtagene autoleucel; Ph, Philadelphia chromosome. !



Model 2: Can we predict who will achieve prolonged EFS*?

Low BM blasts, prior SCT, ongoing persistence, and earlier obe-cel use™ '

Final model characteristics Hazard ratio (95% CI)*

<5% vs  >75% © 0.3 (0.1-0.6)

BM blasts at LD <5% vs 5%-<75% © 0.6 (0.3-1.2)
>5%-<75% vs  >75% o 0.5 (0.3-0.9)

Prior SCT Yes VS No © 0.5 (0.3-0.8)
CAR T-cell persistence Yes VS No © 0.4 (0.2-0.9)
Prior lines of therapy <3 VS >3 © 0.5 (0.3-1.0)
Philadelphia chromosome Ph+ VS Ph— © 0.6 (0.3-1.1)

01 1 10

Decreased risk of relapse/death Increased risk of relapse/death

*EFS censoring for non-protocol anti-cancer therapies including consolidative SCT with disease assessment by independent response review committee. *A multivariate analysis Cox regression
model was used to identify key factors for EFS using baseline characteristics and CAR T-cell persistence as a time-dependent covariate. BM, bone marrow; CAR, chimeric antigen receptor; Cl,

confidence interval; EFS, event-free survival; LD, lymphodepletion; SCT, stem cell transplant. Park J, Roddie C et al, EHA, 2025



Model 2: Can we predict who will achieve prolonged OS*?

Low BM blasts, ongoing persistence and no prior InO =

Final model characteristics Hazard ratio (95% CI)*

<5% vs  >75% © 0.3 (0.1-0.5)

BM blasts at LD <5% vs 5%-<75% o 0.5 (0.2-1.0)
>5%-<75% vs  >75% © 0.5 (0.3-0.9)

CAR T-cell persistence Yes VS No © 0.5 (0.3-0.9)
Prior InO3 No VS Yes - 0.6 (0.3-0.9)
Philadelphia chromosome Ph+ VS Ph— e 0.6 (0.3-1.0)

Decreased risk of death Increased risk of death

*OS without censoring for consolidative SCT. *A multivariate analysis Cox regression model was used to identify key factors for OS using baseline characteristics and CAR T-cell
persistence as a time-dependent covariate. $Prior to screening; InO used as bridging therapy in FELIX was not included in these analyses. BM, bone marrow; CAR, chimeric

antigen receptor; Cl, confidence interval; InO, inotuzumab ozogamicin; LD, lymphodepletion; OS, overall survival; Ph, Philadelphia chromosome; SCT, stem cell transplant. Park J, Roddie C et al, EHA, 2025



High leukemic burden pre-LD adversely impacts likelihood EF§*

Lower leukemic burden pre-LD is associated with better outcomes ™

<5% (n = 36)
>5-<75% (n = 51)
90- >75% (n = 40)
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3 25-<75% 22 _ _
>75% 27 - -
2 Median (95% Cl): ik
10| <5% NE _
>5-<75% 15 (6.6, NE) -
o] >75% 4.5 (1.5, 9.0)
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Patients at risk
<5% (n = 36) 36 34 31 28 25 24 22 20 19 18 14 13 11 117 112 112 8 8 7 6 6 2 2 2 2 2 1 1 1 1 1 1 1 1 1 1 O O
25-<75% (n = 51) 51 43 41 39 36 31 28 25 23 18 15 15 13 12 12 9 8 8 7 4 4 2 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 O
>75% (n = 40) 40 27 22 18 17 13 10 10 10 9 5 5 5 4 4 2 2 2 2 2 2 2 2 1 1 1 1 1 1 1 O O O O O O O O

e : <5% 25-<75%
BM blasts % prior to lymphodepletion (n =36) (n=51)

15.0 4.5
Median EF % CI h NE
edian EFS (95% Cl), months (6.6, NE) (1.5, 9.0)
83 72 40
_ (o) (0)
6-month EFS (95% Cl), % (65, 92) (57, 82) (23, 56)
65 55 27
12- h EF % Cl), ¢

*Censoring new non-protocol anti-cancer therapies including SCT with disease assessment by IRRC (data cut-off date: September 13, 2023)
BM, bone marrow; ClI, confidence interval; EFS, event-free survival; IRRC, Independent Response Review Committee; NE, not evaluable; SCT, stem cell transplant



FELIX: Low rates of Grade >3 CRS and/or ICANS were observed

Grade 23 events in high disease burden patients (>/=75% BM blasts) o

CRS and ICANS CRS by ICANS by
i i 0 0
100. in all patients 100, % BM blasts 100, 9% BM blasts
88%
' - 80!
1 e *0 69%
X R X
> 60 > 60. > 60
: S 47% 3 0
3 Q S 43%
5 40, = 40, 2 40.
- — =
= 23% - <
8% 9 15%
2% 7% 0% 4% 3% 0% 6% - 0
CRS ICANS <S5%  25-<75% >75% <5%  25-<75% >75%
Light colors = grade <2 BM blasts % at lymphodepletion

Dark colors = grade >3

 No grade 23 CRS and/or ICANS were observed in patients with <5% BM blasts at lymphodepletion

* Vasopressors were used to treat CRS in 2.4% of patients

BM, bone marrow; CRS, cytokine release syndrome; ICANS, immune effector cell-associated neurotoxicity syndrome; ICU, intensive care unit



FELIX: Can we reduce the leukaemic burden with good bridgip therapy?

Leukemic burden at screening is not predictive of burden pre-LD =

118/127 (93%) patients received _
BM blasts % bridging therapy* BM blasts % prior

at screening to lymphodepletion

/ - o
>5-<75% >5-<75%
>75% >75%

*Bridging therapy per physician’s choice, including inotuzumab ozogamicin
BM, bone marrow



Can we reduce leukaemic burden pre-LD with good bridging therapy?

And can this improve the EFS associated with >75% blasts pre=LD? ™

On FELIX, 10 was most effective at reducing BM blasts (82% to 2%)

100.0 - OScreening
o = 52 0 # Lymphodepletion
90.0 - |
*Error bars represent the lower and
upper quartiles. BM, bone marrow; BT, ° ° ° °
o 0 S et 10 BT may improve EFS curve for high-risk patients (>75% blasts)
VT ozogamicin; w/o, without..
70.0 1
100" I I IT — BT with INO (n=18)
o 60.0 - | — BT without INO (n=100)
0 90 —No BT (n=9)
- 50.0 - & o] : I B
= X 701
o | . | 507
= 2
= 30.0 g 407 *—e
= & 307
201 Median (95% CI):
20.0 - 0 BT with INO: 22.164.14—NE)
107 BT without INO: 9 (6.01-14.98)
Zq 0- Nlo BIT! 1 1 1 1 1 1 1 1 NE 1 1 ) | | 1 1 | 1 1 | 1 1 | || 1 1 1 1 1 1 1 1 | 1 1 1
e 012345678 91011121314151617 181920 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37
00 4 I Patients at risk Vime (months)
‘ ' ’ | 816 14 1 9 7 7 1 6 6 4 3 2 1 0 0 0 0 0 0O
BT with INO 21 wig IO NoBY 100 79 62 50 43 38 32 23 19 16 14 ¢ 8 3 3 2 2 2 0
N=18 N=100 N=9 9 9 9 9 5 5 7 3 3 3 3 3 2 0 0 0 0 0 0 0

Park et al EHA 2024, ASH 2024



Does consolidation allo-SCT improve EFS post-CAR?

Potential long-term plateau from stand-alone treatment with obe-cel ™

100+
90 ——Censoring for allo-SCT (main analysis)
%0 ——W.ithout censoring for allo-SCT
g %
>~
= 60
0 @
© 50- Wy, o .
S * & -
g_ 40 L _em-e o o0
i 30 LA H—H + +—
T
207 Censoring for allo-SCT ~ Without censoring for allo-SCT
104 Median EFS (95% Cl), months: 11.9(7.98, 22.11) 9.0(6.57, 14.32)
ol 12-month EFS rate (95% Cl), %: 49.5 (39.6, 58.6) 44.0 (35.2, 52.5)
(I) i 2I 3I lll é EIS % é SI) 1IO 1I1 1I2 1I3 1I4 1I5 1I6 1I7 1I8 1I9 ZIO 2I1 2I2 2I3 2I4 2I5 2I6 2l7 2I8 2I9 3IO 3I1 3I2 3l3 3I4 3I5 3I6 3I7
Patients at risk Time (months)
127 85 65 53 38 28 23 15 9 3 2 2 1
127 91 79 63 47 36 26 17 10 3 2 2 1

* All 18 patients who received allo-SCT in remission were MRD negative
* 10/18 (55.6%) had ongoing CAR T persistence prior to allo-SCT (n = 2 ongoing CR; n = 8 relapse/death)
* Characteristics similar between patients who did vs those who did not undergo consolidative allo-SCT

Roddie C, et al. EHA 2024. Abstract S114.



Can we predict who stays in remission and potentially avoid allo-SCT?

A

Landmark analysis of patients in ongoing CR at 6m by CAR marking m

100- —_0Ongoing persistence by Month 6 (N=42)
90. —— Loss of persistence by Month 6 (N=18)
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20- Ongoing persistence Loss of persistence
10{ Median EFS (95% CI), months: NE 15.1 (8.11, NE)
ol12-month EFS rate (95% CI), %: 87.3 (72.0, 94.5) 59.3 (33.0, 78.1)
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Patients at risk Time (months)
42 42 42 39 29 21 18 11 7 3 2 2 1 0
18 18 18 13 38 6 4 3 1 0 0 0 0) 0

Ongoing CAR T persistence at 6 months assoclated w improved EFS

Roddie et al EHA 2024

EFS, Event-free survival , SCT, Stem cell transplant



The importance of CAR T persistence re. prediction of relapse

Ongoing CAR T persistence + BCA correlates with long-term EFS th

1.6 1.6

——Ongoing CAR T persistence ——Ongoing B-cell aplasia
——Loss of CAR T persistence at Month 12 ——B-cell recovery at Month 12
0.8 ——VLoss of CAR T persistence at Month 6 g ——B-cell recovery at Month 6
p )
0.6 L 06
8 8
= O
5 04 T 04 I
o Y -
o o
0.2 0.2
0.0 0.0
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Months since obe-cel infusion Months since obe-cel infusion
HR 2.7 (95% CI: 1.4, 5.3) HR 1.7 (95% CI: 0.7, 3.8)
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Impact central NGS MRD response (107-6) by ClonoSEQ® on outcomes

84% of responders achieved <10-6 leukemic cells (MRD- remission) @

h

EFS

OS

— MRD-negative remission (n=57)
— MRD-positive remission (n=11)

Median follow up: 21.5
months (range: 8.6—41.4)

100 100 -
- — R-'WRD-neglalti*-fe remisﬁon (n=57) 90 - H
— MRD-positive remission (n=11)
80 80
70- 70~
° S
3 i
. 60 5 0
g = -
3 50 %
g - 0 § 40-
- . | 20 - Median 08
20 Events,n Mfgg%nérs o | Events,n 195%C)
109 wro<tos 2 179(1234) RD 1 7 e
04  MRD210% 5 45(17-NE) 04 MRD210¥ 8 89(1.7-\E)
| | | | | | | | | | | | | | | | | | |
0 3 6 9 12 15 18 2o 24 A N B B 3 ¢ 3 6 9 0
Time (months) : .
Patients at risk Patients at risk S e s s g
57 99 45 37 25 16 12 8 3 1 1 1 0 0
M8 1 1 1 1 1 o 0 0 0 0 0 0 9 9 5 4

| | | | | | | | |
18 21 24 21 30 33 36 39 42

Time (months)

Patients with MRD-negative remission had longer EFS and OS

EFS censoring for non-protocol anti-cancer therapies including stem cell transplant with disease assessment by independent response review committee.
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MRD-neg EFS stratified by pre-LD disease burden

Lower tumor burden at LD correlates with largest benefit in EFS

EFS OS

100q —r-------" 1
100- oo g |
T 1_ 90- e
90— t--F-- : L "o . E
Ny g 80 f H
80— .E. I "'.
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o ! TR s 8 e ' ~ 60 Iy 4 {
-, 60- : | >
2 N Z
=504 ieeaaa - - | <5% (n=18
2 : I TR et — <5% (n=19) g " ! <% (n=18)
i I - = - o [ e e g )
g S 25%-<75% (n=26) E . - T e 20%—-<75% (n=26)
o I. ............. . : | -
07 : Median &S . . - >T5% (n=13) entsn  ocoe) . == >15% (n=13)
20 | vents, n (95% C|) 20 _ ( % ) l
< p E | 5% 2 NE 1
10 s5%-<75% 9 179 (9.4-Ng | 10 25%-<75% 8 NE :
0 7% 9 119 (6.0-NE) : 0 >75% 7 17.1 (12.9-NE) :
| | | | | | | | | | | | | I I 1 | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 33 33 42
Time (months) _ _ Time (months)
Patients at risk Patients at risk
MRD'neg.ative <5% 18 17 15 11 10 8 6 4 2 1 1 1 0 MRD-negative <5% “ 3 " j j q L 10 f D q 2 2 1 1 1 J
remission 25%-<75% 26 26 20 16 10 6 5 3 1 0 0 0 remission 20 70—<79% 26 26 25 25 19 14 8 6 2 0 0 0 0 0 0
N=37 >75% 13 12 10 10 5 2 1 1 0 0 0 0 0 n=57 >75% 13 13 13 13 13 6 2 0 0 0 0 0 0 0

MRD-neg CR is associated with longer EFS and OS....BUT....
Largest EFS/OS benefit in low tumour burden pre-LD

EFS censoring for non-protocol anti-cancer therapies including stem cell transplant with disease assessment by independent response review committee.
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Conclusions
Obe-cel may be considered a standard of care for adult R/R B-ALL

At a median follow up of ~3 years, there is a sustained benefit for DoR, EFS, and OS

24-month DoR 54.1% and EFS 43% without consolidative SCT or other therapies
Potential for long-term plateau: for some patients obe-cel may be a stand-alone definitive therapy
Ph+ disease, earlier obe-cel use, and less refractory disease correlated with CR/CRi

Lower disease burden pre-LD and CAR-T persistence independently associated with long-term survival

Choice of BT prior to obe-cel, though influenced by clinical variables, may impact outcomes and studies

comparing bridging with INO-containing therapies or chemotherapy are warranted.

Baseline disease status remains the most important predictive factor

Given better outcomes for low disease burden and less heavily pre-treated disease, should we be using obe-

cel as consolidation of low DB in earlier therapeutic lines?




CD19CAR-T in older adults as a definitive consolidation in CR1 (NCT05707273)

Better patient fitness and T-cell fitness towards better outcomes... i

| CAR T cells for consolidation of older patients with B cell ALL in CR1 I

Patient fithess apheresis T cell fithess

Induction ( \
lyfunctionalit
__ G Manufactunng TPD yraneHonatty
¢Iines of therapy A

memory

disease burden Cf’“"F"E‘TE +
remission (CR1) - O v exhaustion
¢frailty - > \_,/
‘| Final CART cell product ¢ senescence
CART cell infusion

/ —
Patient =55 with H“

ALL in CR1 i

Expected patient outcomes

/ \1 low rate of
low toxicity

long durablllty prevention of clee_lth in
of remission EMD remission

Aldoss |, et al. ASH 2024.




CD19CAR-T in older adults as a definitive consolidation in CR1 (NCT05707273)

Eligibility
 CD19+ B-ALL

Eligibility/objectives and enrolment i
e > 55 years old
* ECOG <2

Consented
» Achieved CR1 (n= 20)
»No immediate plans for HCT l l l l

Post Pending Ineligible (n= 2)
apheresis; apheresis CD19- relapse;

Exclusion

LD + infused
(n=14)

* Relapsed disease

* CNS pathology

pending LD (n=1) VOD pre-
(n= 3) apheresis

e Active infection
e Steroids and IS

Primary objectives

e Safety
* RP2D

Secondary objectives

* Feasibility
* EFS,0S, QOL, T cell persistence Aldoss |, et al. ASH 2024.



CD19CAR-T in older adults as a definitive consolidation in CR1 (NCT05707273)

Demographics, Toxicity, CAR-T engraftment (n=14 infused patients) @

A

N (%)

Median age (range), years 68 (55-79)
Gender

Male 8 (57)
Female 6 (43)
Time from ALL diagnosis to 3.3 (1.8-7.4)
consent (median, range), months

Disease genetics

Ph+ 4
Ph-like 1
KMTZ2Ar 1
Hypodiploidy/TP53m 2
ZNF384::EP300 1
TCF3::PBX1 1
NOS 4
Prior blinatumomab 11 (79)
Prior inotuzumab 2 (14)

Aldoss |, et al. ASH 2024.

Copy # / mL blood

No DLTs

Grade 1 CRS=64%
Grade 22 CRS=0
Any grade ICANS=0
No deaths so far
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CD19CAR-T in older adults as a definitive consolidation in CR1 (NCT05707273)

Efficacy at median F-U 244 days...12/14 (86%) patients in ongoing CR

Age/ Cytogenetics/ MRD F/U post
sex molecular Prior therapy pre-LD CRS/ICANS | 100 days CAR, days

2

3

4

5

6

7

?

66/F

64/M

70/F

55/M

75/M

62/M

74/M

63/F

62/M

76/F

79/M

72/F

S9/F

71/M

TCF::PBX1

BCR::ABL, ASXLT,
monosomy /

FLT3, IKZF1,
CDKNZA, XPO1

47,XY,+5
P2RYS8::CRLF2

IKZF2::ERBB,
CDKNZ2A loss, TP53m

BCR::ABL1
BCR::ABL1,
DNMTZ2A, IKZF1 onco
iSO

BCR::ABL1

KMTZ2A::AFF1
TP53m

EP300::ZNF384

BCR::ABL1, ETVé,
IKZF1 onco

NK

Chemo, blina

TKI + low dose
chemo

Chemo + blina

Chemo

Chemo + InO

Chemo + blina

TKI + chemo,
blina + TK]

TKI + chemo
Blina + TKI

TKI + chemo
Blina + TKI

Mini-CVD +
InO, blina

Chemo + Blina

Chemo + blina

TKI + blina

Chemo + blina

MRD-

ClonoSEQ

detected

MRD-

MRD-

MRD-

MRD-

MRD-

MRD-

MRD-

MRD-

MRD-

MRD-

MRD-

MRD-

None

None

G1 CRS

G1 CRS

G1 CRS

None

None

G1 CRS

G1 CRS

G1 CRS

G1 CRS

None

G1CRS

G1 CRS

NGS-

NGS-

MCEF-

NGS-

NGS-

MCEF-

NGS-

NGS-

NGS-

NGS-

NGS-

NGS-

MCEF-

PCR+,
NGS+, MCF-

NGS-
MCEF-

NGS-

NGS-

MCF-/PCR-

NGS-

NGS-

NGS-
MRD-

Pending
Pending

Pending

NA

NGS-

MCEF-

MCF-/?
NGS+

NGS-

Pending

Pending

Pending

Pending
Pending

Pending
Pending

Pending

NA

NGS-
Pending

Pending

Pending

Pending

Pending

Pending

Pending
Pending

Pending
Pending

Pending

NGS-

NA

Pending
Pending

Pending

Pending

Pending

Pending

Pending

Pending
Pending

Pending
Pending

Pending

NA

Pending
Pending

Pending

Pending

Pending

Pending

Pending

Pending
Pending

Pending
Pending

Pending
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Conclusions
CD19CAR-T in adult B-ALL as first line consolidation =

CD19CAR T cells administered to older adults with B-ALL in CR1 is safe
No ICANS or grade >2 CRS

Older patients maintained their walking speed and cognitive function post infusion

CD19CAR T cells expanded adequately in low antigen setting (clonoSEQ- state, B-cell aplasia)

Preliminary results indicate durable remission post infusion

A confirmatory study to validate these results with commercially available CD19CAR is warranted

It is intriguing to extend CR1 therapy to younger adults at high risk for treatment toxicity and failure

Aldoss |, et al. ASH 2024.



CD19+ relapse with loss of CAR persistence

Can optimised CAR-T manufacture overcome this issue?

Activation Effector Memory

- > (®

- 5 O
s O o S K
Cytokine % bs '08
= = § |l
O
TCR - P
c O
- -
CD28 io) =

\ - A

Anergy /
Tolerance

e Shorter Manufacture Process?
* Different cytokine combinations?

* Pre-emptive harvest for high risk disease?

* PI3K or AKT inhibition?

Suresh, M. et al, Frontiers Immunology 2013



Which cells in the CAR-T product deliver tumour control & persistence?

Analysis of AUTO1 product/patient blood in long-term responders h

Long-term responders: phenotyping product/blood (>D1000) Integration site product and blood (to>6months)

(Days after treatment) Cell product contribution

> to <1 m after infusion to >6 m after infusion

3999139 .

(Days after treatment)

1 e
5\ o -
Product T
» lsom
o » Tem
O Tey
O Teuna

Need to explore and prioritise manufacturing protocols that generate CAR

products enriched for Tscm populations

Biacso L et al., Nature Med, 2022



AKT inhibition generates Tscm-enriched, polyfunctional clinical CAR T-cells

AUTOL1 trial patient products: AKTi exposed vs standard AUTO1 manufacture

AKTi improves Tscm and cytokine secretion in patient products AKTi improves cytotoxicity in patient products
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AKTi improves CAR proliferation in patient products AKTi improves tumour eradication by patient products
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What about matched allogeneic donor CAR T-cells for a “fitter’ product?

The Phase | CARD study in r/r ALL post-allo-SCT (NCT02893189) h

Is allo-SCT donor-derived CAR What is the role for Flu/Cy in Is there a role for repeat CAR-T
therapy feasible? matched allo CAR— more GvHD? dosing in B-ALL?

Donor CAR-DLI

Manufacturing DOSE 1 15t Disease DOSE 2 2nd Disease DOSE 3
| ] CAR-DLI Assessment CAR-DLI Assessment CAR-DLI
Donor Leukapheresis/ T-cells T-cells T-cells

Enrol‘ment @ = P @

Bridging A : .
therapy as DT C97 T+ 10K, no CR or G3/4 tox; ethlﬁ;EfL';aCY

necessary can give Dose 2 can give Dose 3

Registration

- =

NO LYMPHODEPLETION

/ Akin to DLI, dosing on CARD is:
* Deliveredin an escalating schedule

' CAR-DLI-

B iy R SR alone

+ Based on CD3+ T-cell number/kg x / k
* 1x1076/kg CD3+ T-cells g | -- f —— e
* 3x1076/kg CD3+ T-cells. CAR- AIEELI LG TS

DLI+LD * Cy. 300mg/m?2 for 3 days

* 1x10"7/kg CD3+ T-cells
k Minimum 8 weeks be.t.w.ee_n, CAR .dos es

Roddie C, et al. Blood 2025.



What about matched allogeneic donor CAR T-cells for a “fitter’ product?

The Phase | CARD study: recruitment and baseline lymphopenia i

Most allo-SCT patients were lymphopenic at screening 17 patients screened & 17 donors harvested
Registered

S _

y N=17

‘°’ |
; 2.0
S Donor Apheresed
>
o N=17
-
>3 1 died pre-manufacture
§ 1.0 of fungal infection l
S 05 Manufactured

N=16
0.0
\ Ineligible to receive
CART
v N=2
Received CAR T 2 died pre admission
N=14 of fungal infection

Roddie C, et al. Blood 2025.



What about matched allogeneic donor CAR T-cells for a “fitter’ product?

e o . . o, o . A
Toxicity/GvHD minimal & Flu/Cy critical for overall survival (OS) i
Toxicity minimal & only 2 cases of Grade 1 (skin) GvHD Flu/Cy LD critical for OS
Maximum grade CRS Dose 1 (ASTCT Criteria). n (%) e e
. verall Surviva
CRS (any) 6/14 (43%) 1004 i— e
Grade 2 2/ 14 (14%) 90 {'
1A WLy 80
= Grade 3 1/14 (7%) o 70 ey
Seof |
Maximum grade Neurotoxicity (ICANS) '§ ig' |
ICANS (any) 0/14 (0%) £ a0 2 & § 1 3} & 1 b
20 :
_ 104 ===Not0  memssssssse
Maximum grade GvHD 0] — LD
GvHD (any) 2/14 (14%) 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Grade 1 2/14 {14'](!} Time since Dose 1 infusion (months)
= Grade 2 0/14 (0% WTeD 7 7 2 2 2 2 2 2 2 2 1.1 1 1 1 0
LD 7 7 5 5 4 4 4 3 3 3 3 1 1 0 0 0

Roddie C, et al. Blood 2025.



What about matched allogeneic donor CAR T-cells for a “fitter’ product?

Why Flu/Cy LD associated with OS benefits in allo donor-derived CAR &

Peak CAR (copies/ug gDNA)

250000

200000

150000

100000

50000

Flu/Cy critical for donor-CAR expansion and persistence

Copies/ug genomic DNA post-DL1

10°

10°

104

103

107

101

SIPAENGEN SRR @1\9‘9 &

Time post CAR infusion (months)

Roddie C, et al. Blood 2025.



What about matched allogeneic donor CAR T-cells for a “fitter’ product?

How does Flu/Cy support allo donor CAR expansion/persistence? i

Fly/Cy LD depletes endogenous cytokine sinks Fly/Cy LD creates early IL15 surge supporting CAR expansion
25=
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Days post infusion Days post infusion 0— 30
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Roddie C, et al. Blood 2025.



What about matched allogeneic donor CAR T-cells for a “fitter’ product?

What about repeat donor-derived allo CAR-T dosing? th

CAR-T expansion by qPCR after Dose 1: ~100,000 copies CAR-T expansion by qPCR after Dose 2: ~1-1000 copies
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Time post CAR infusion (months)

Minimal Toxicity, Minimal Engraftment, No Expansion, No Responses
Roddie C, et al. Blood 2025.




Conclusions
Strategies to improve CAR-T products for patients

Tscm T-cells confer short and long term CAR-T activity — we should prioritise these populations for

manufacturing

Pharmacological modifications to CAR-T manufacture with T-cell sighalling inhibition via AKT uncouples

differentiation and expansion and gives more polyfunctional CAR products

Donor-derived CAR T-cells following relapse post-allo SCT do not confer a high risk of GvHD and Flu/Cy LD is

critical for CAR expansion, with no GvHD signal

Repeat donor-derived CAR-T dosing was not successful on this study- need to explore alternative humanised

binders and LD schedules
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