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Pero que es el ’"mundo real” de la terapia CAR-T?
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Chimeric Antigen Receptor (CAR) T- celi
therapy in large B cell non-Hodgkin lymphoma

Conventional T cell CART cell

TRENDS in Immunology

_ MOFFITT () ™ Mmerisl,.,
Jackson HJ, et al. Nat Rev Clin Oncol. 2016;13(6):370-383. Malignant Hematology & Celliar Therapy

Sadelain M. Cell. 2017;171(7):1471.



US FDA Approvals of CAR T-cell Therapy
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Ho | Resting state leukapheresis 9 ty

y . D 3“"“""""" CAR-T cell manufacture (14-28 days)
Bridging therapies —

Product shipped under stringent temperature

Pre-apheresis cortroled condliors 10 mandaciuring lscity \ ...i
modAcation “Bridgi
of treatment Brldg.lng,;’ A'““ CAR gere
therapies Isolatec Introchsced
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v ‘ expanded
: Fludarabine +
- Type of disease Cyclophosphamide
- Life expectancy 2 12 wks Day - 5 to -3
-ECOG PS =0/1 '
- Adequate cardiopulmonary Frozen CAR T cels shipped to infusion stie
and organ function
2 CAR T cells CART cells Aeads
nfused nto washed, concentrated, ramowed

patiem qualty tesied

Monitor side effects of interest:
+ Cytokine release syndrome.
* Immune effector cell-associated neurotoxicity

syndrome (ICANS)
* Infections, HLH, cytopenias, B cell aplasia, etc.
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Axicabtagene Tisagenlecleucel Lisocabtagene

Ciloleucel (JULIETH) Maraleucel
(ZUMA-1) (TRANSCEND)
Construct antiCD19-CD28-CD3z antiCD19-41BB-CD3z antiCD19-41BB-CD3z
Median age, y (range) 58 (23-76) 56 (22-76) 63 (18-86)
ORR/CR% 83/58 53/39 73/53
mPFS, mos (95%ClI) 5.8 (3.3-15) 2.9 (2.3-5.2) 6.8 (3.3-12.7)
2-yr PFS % 50.5 40 41
mOS, mos (95%Cl) 25.8 (12.8-NE) 11.1 (6.6-23) 27.3 (16.2-45.6)
5-yr OS % 46.6 11.1 38.1
Any CRS 93% 58% 42%
Median time to onset 2 days 3 days 5 days
> Gr3 CRS 11% 23% 2%
Any neurotoxicity 64% 21% | 30%
100 PFS - W LY PFS g . * PES G
> Gr 3 neurotoxi city M u:‘s (95% C1), months: 5.9 (3.3-15.0) iy \\_\& \
£ w0 - i s — P = i \. :
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Axicabtagene ciloleucel (axi-cel) ZUMA-1, 5 year follow up

Disease Specific Survival Overall Survival
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Lisocabtagene maraleucel (Liso-cel) TRANSCEND
5-year f/up

5-y DSS: 52.0% 5-y OS: 38.1%

Neelapu SS et al. Blood (2023) 141 (19): 2307-2315 MOFFITT @ | e
Abramson J et al. Blood 2024



Standard-of-Care Axicabtagene Ciloleucel for
Relapsed or Refractory Large B-Cell Lymphoma:
Results From the US Lymphoma CAR T Consortium

Baseline pt characteristics:

”Real World US

'

Disease stage

e

ZUMA-1 comorbidity exclusion criteria at
the time of leukapheresis

Experience”

| or Il 52 (17.6)
Characteristic No. (%) I or IV 244 (82.4)
NO. Of patients 298 International Prognostic Index score®
0-2 136 (45.6)
Age, years 3-5 162 (54.4)
Disease type
< 60 _144 (483) DLBCL 203 (68.1)
=60 154 (51.7) PMBCL 19 (6.4)
. TFL 76 (25.5)
Median (range) 60 (21-83) GOBlikab 5 oo
ECOG PS Non-GCB® 106 (40.1)
0 76 (255) Double/triple-hit® 64 (22.8)
Double expressor® 98 (37.4)
1 164 (55.0) LDH > ULN at leukapheresis® 157 (60.6)
7 N LDH = ULN at conditioning® chemotherapy 155 (59.4)
2 46 (15.4) Bulky disease (= 10 cm) 68 (22.7)
3 11 (3.7) Prior therapies
= 3 prior lines of therapy 222 (74.5)
L 4 1(< 10) Median No. of prior lines (range) 3 (2-11)
History of primary refractory disease 101 (33.9)
Refractory to most recent therapy 125 (42.0)
Relapsed 72 (24.0)
Prior ASCT 98 (32.9)
Prior allogeneic SCT 7 (2.4)
Prior CD-19—directed therapyf 5(1.7)

Nastoupil L, et al. J Clin Oncol. 2020;38(27):3119-3128
Jain MD J Clin Oncol. 2024; 42:3581-3592

No. of patients with exclusion criteria 129 (43.0)
1 criterion 76 (58.9)
S = 2 criteria 53 (41.12
ECOG PS > 1 58 (19.0)
Platelets < 75,000/u.L 34 (11.4)
DVT/PE within 6 months 31 (10.4)
History of CNS disease 21 (7.0)
Renal insufficiency 21 (7.0)

(GFR < 60 mL/min/1.73 m?)
Prior checkpoint inhibitor therapy 17 (5.7)
LVEF < 50% 10 (3.4)
Symptomatic pleural effusion 10 (3.4)
Bilirubin > 1.5 g/dL 7 (2.4)
Prior CD19-directed therapy 5(1.7)
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Standard-of-Care Axicabhtagene Ciloleucel for
Relapsed or Refractory Large B-Cell Lymphoma:
Results From the US Lymphoma CAR T Consortium
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TABLE 1. Multivariable Analysis of PFS and 0OS
0s PFS
Characteristic HR (95% Cl) P HR (95% CI) P
Age, years
<60 - -
=60 1.03 (0.74 to 1.43) 9 0.87 (0.65 to 1.18) 4
((DH > ULN h
Below ULN - —
Above ULN 1.57 (1.10 to 2.25) 014 1.82 (1.31 to 2.53) <001
ECOG
0-1 - —
| 24 2.00 (1.32 to 3.04) 001 1.93 (1.30 to 2.86) 001
Bridging therapy
No = =
12508810 1 78) v il w—b
Elevated bilirubin (=1.5 g/dL)
No - -
\_Yes 5.61 L2.18 to 14.5) <.001 3.68 (1.45 t‘) 9.37) .006 J
[Previous lines of therapy )
<3 - -
\ =3 1.43 (0.95 to 2.15) .084 i v1 .4-97(] .03vt0-2.1'3t) — .03'2 ),

Nastoupil L, et al. J Clin Oncol. 2020;38(27):3119-3128

Jain MD J Clin Oncol. 2024: 42:3581-3592



Standard of care: 5-year OS of all leukaphersed pts (ITT)
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0 12 24 36 48
Months from Leukapheresis
AtRisk 298 192 148 122 98
Events 0 105 142 158 173

5-yr 0S: 37% (31.5 — 43)

Nastoupil L, et al. J Clin Oncol. 2020;38(27):3119-3128
Jain MD J Clin Oncol. 2024; 42:3581-3592

60

48
179

Leukapheresis for planned standard-
of-care axi-cel CAR T-cell

therapy as of 9/30/2018
(N = 298)
Did not proceed to CAR T infusion (n=23)
Lymphoma progression/death (n = 20)
—|nfection (n=1)
Attained CR with bridging therapy (n=1)
Renal failure (n=1)
Axi-cel CAR T infusion (n = 275)
Axi-cel standard of care (n = 268)
Expanded access program
ZUMA-9 (n=7)
Evaluable for
PFS/0S, leukapheresis (n =298)
infused (n = 275)
CRS and neurotoxicity (n =275)
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Relapse and Non-relapse mortality (NRM)

5-year cumulative risk of relapse: 55.2%
v' 151 total progression events
v’ Latest progression at 46 months

5-year cumulative risk of NRM: 16.2%
v" 40 NRM events

Jain MD J Clin Oncol. 2024; 42:3581-3592
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Cumulative Incidence (proportion)
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Relapse and Non-relapse mortality (NRM):
Age could play important role in late NRM

Age <60 years Age = 60 years
Event
=== Relapse
NRM P< .001 -
Relapse P=.022
e B
12 24 36 438 60 0 12 24 36 60

Time (months)
TABLE A2. Baseline Associations With NRM

Characteristic

0dds Ratio (95% Cl)

NRM

Sex

Female

Male

Age, years

0.9 (0410 1.8) 67

<60

=60

4.5(2.1 t0 10.8)

<001

Previous lines of therapy

<3

=3

1.6 (07 to 3.8)

29

Baseline LDH

Below ULN

Above ULN

1.0 (0.5 to 2.0)

97

Bridging therapy

No

Yes

1.3 (0.7 to 2.6)

A5

Causes of death by year after Axi-cel infusion

Cause of Death Year 1 Year 2 Year3 Year 4 Year 5 Year 6 or Later Total
Progressive disease 4 28 1 4 1 0 118
Infection 8 2 4 b 1 0 21
Secondary malignancy 0 3 1 3 1 1 9
CAR-T toxicity® 3 0 0 0 0 0 3
Unknown/Other® 2 1 1 1 2 0 1

Cause of Death | Age <60 (n=132) Age 2 60 (n=143)

Lymphoma
Progression

Infection

Secondary
Malignancy

CAR T toxicity
Unknown/other

64 (48%)

4 (3%)
3 (2.3%)

1 (0.8%)
0 (0%)

54 (38%)

17 (12%)
6 (4.2%)

2 (1.4%)
7 (4.9%)

Jain MD J Clin Oncol. 2024; 42:3581-3592



( Primary Analysis of ZUMA-7: a Phase 3

ZUMA-7 Randomized Trial of Axicabtagene Ciloleucel
> (N =359) versus Standard-of-Care Therapy in Patients
Phase 3; axi-cel vs SOC with Relapsed/Refractory Large
B-Cell Lymphoma
Frederick L Locke, ND%, Diovhd B. Mikos, N, PADY; Cavon A lcobzon, MO, MMSCY, M guel-Agel Perales, MDY

oD . TRANSFORM Study: Lisocabtagene Maraleucel, a CD19-Directed
CIlnlcal t"als Of Chimeric Antigen Receptor T Cell Therapy, Versus Standard of Care
. TRANSFORM with Salvage Chemotherapy Followed by Autologous Stem Cell
CD19 CAR T—Ce" theraples Ph 3(N|= 184|) soc Transplantation as Second-Line Treatment in Patients with Relapsed or
. ~ {( -Cell Lymphoma: Results from the Randomized
in 2L < 12 months LBCL s s Phsse 3 TRANSFORA St
Yy
Monali Kamdir," Scott R, Sobomon,’ Jon Amas K B, Joheston, ¢ Bertram Glass, ' Veronka Bachnow, Sami
Tisagenlecleucel vs Standard of Care as
BELINDA Second-Line Therapy of Primary
> (N=322) Refractory or Relapsed Aggressive B-Cell
h S 1 Non-Hodgkin Lymphoma: Analysis of the
Phase 3; tisa-cel vs SOC | IR ONTIE ST

Table 1. Characteristics of the phase 3 trial comparing CAR-T vs SOC (salvage platinum-based immunochemotherapy and ASCT consolidation).

ZUMA-7[13] BELINDA[15] TRANSFORM[17]
CAR-T product Axi-cel Tisa-cel Liso-cel
Number of patients 359 322 184
ORR, % 83% vs. 50% 46.3% vs. 42.5% 87% vs. 49%
CRR, % 65% vs. 32% 28% vs. 28% 74% vs. 43%
EFS rate, % 41% vs. 16% 28% vs. 35% 53% vs. 21%
Median EFS, months 83 vs. 2 3vs.3 NR vs. 24

(HR 0.4, p < 0001) (HR 1.07, p=061) (HR 0.34, p <0001)

Median PFS, months 14.7 vs. 3.7 ND NR vs. 6.2
0S rate, % 61% vs. 52% ND 73% vs. 61%
Median 0S, months (HR) NR vs 35.2 (HR 0.73) 16.9 vs 153 (HR 0.99) NR vs 29.9 (HR 0.7; p=0.098)
Median follow-up, months 25 10 17.5
CRS, % (= grade 3, %) 92% (69%) 61% (59%) 49% (11%)
NE, % (= grade 3, %) 60% (21%) 10% (296) 1% (49%)
Prolonged cytopenias grade = 3, % 29% vs 19% ND 37% vs 2% @

Perez-Llamas L, Sandoval-Sus J, Chaves J. Expert Opin Biol Ther. 2025 Jan-Feb;25(2):139-148.



Second-Line Chimeric Antigen Receptor T Cell Therapy (CAR-T) As Standard of Care for Relapsed-Refractory Large

B-Cell Lymphoma (LBCL) o, 2

Saurabh Dahiya’, Jay Y. Spiegel, MDFRCPC?, Dasom Lee, MD", Turab Mohammed, MD°, Forat Lutfi, MD", N lé\)/l?;z tliAI\’]S Ha I%Adn E;lalosi £
Anmol Goyal, MD?, Caroline Hana’, Julio C Chavez, MD?, Filip lonescu, MD?, Matthew J. Frank, MD PhD’, A December 9-12 20923 o S [}Ap
Sushma Bharadwaj, MDMS '°, Jose Sandoval-Sus, MD "', Amer M. Beitinjaneh, MD MS'?, Lazaros J. Lekakis '*, — R
Joseph P McGuirk, DO?, Frederick L. Locke, MD ', David B. Miklos, MD PhD', Michael D. Jain, MD PhD ' r iz A

gy -
B

Leukapheresed pts: 112

(103 Axi-cel, 9 Liso-cel)

Primary
refractory _
LBCL: 59%

Median f/up: 6.2 months (95% CI: 4.32 — 7.6 mo)

CAR-T cell treated pts: 6-mo PFS: 6-mo OS:
h 64.1% (52.8% - 73.4%) 84.4% (73.8% - 90.9%)

1.00 1.00

-go_?s 0.75
ORR 82.7% § e 5 o
CR 61.8% 2
o (0]
mPFS NR § 0.25 0.25
mQOS NR
0.00 0.00
CRS/G3-G4 CRS 88%/6.3% o 3 6 9 12 15 o 3 6 9 12 15
Months post Infusion Months post Infusion
ICANS/G3-G4 ICANS 59%/30% AtRisk 2 67 38 24 7 0 AtRisk 1 81 48 28 8 0

Events 0 21 32 34 35 35 Events 0 9 12 13 13 13



Real-World Early Outcomes of 2L Axi-Cel in Pts with R/R Large B-Cell Lymphoma (LBCL)

Large real-world analysis of patients with R/R LBCL 100 - EFS in All Patients
s : o/ alici _7\1
receiving 2L axi-cel (only 48% eligible for ZUMA-7) 0. 12-mo rate, % (95% CI) !
Characteristic, n (%) All Patients (N = 446) ° 23 (4&58)=
ZUMA-7 eligibility e 604 I
Eligible 214 (48) i ;
Not eligible 219 (49) w40 4 i
Organ impairment 150 (34) 20 4 All patients 1
Pulmonary (moderate/severe) 81 (18) + Censored !
Cardiac 49 (11) 0 L . . !
Bone marrow (platelets, ANC, and/or ALC) 37 (8) 0 3 6 9 12
Arthythmia 26 (6) No. at Risk (Events) Time From Infusion, mo
Cerebrovascular disease 14 (3) 444 330 225 142 123
Renal (moderate/severe) 5(1) (0) (107) (167) (184) (190)
Heart valve disease 4 (<1) . g ege
Hepatic (moderate/severe) 1(<1) 100 - EFS by ZUMA-7 Eligibility
Prior malignancy 70 (16) 12-mo rate, % (95%Cl) |
Other causes for ineligibili Eligible/unknown 58 (50-64) 1
gibility 48 (11) 80 1 g 48 (4055) !
PMBCL 13(3) 2 el
Transplant ineligible 226 (52) o 9]
) ) b 40 Ineligible
» After a median follow-up of 12 months, consistent efficacy i
(ORR, EFS, OS) outcomes were comparable with ZUMA-7 21, cencored |
results ORR: 79%, CR: 64%, 12 mon EFS: 53% and 12 mon OS: 71%. 0 v v v A
0 3 6 9 12
* Incidence of any-grade and grade 23 CRS was similar No. at Risk (Events) Time From Infusion, mo
7 alimilili Eligible/unknown 214 163 115 77 70
regardless of ZUMA-7 eligibility status |  Ineligible 217 159 103 60 49

o, pligt

MOFFITT Momorial
v Healthcare System
Malignant Hematology & Cellular Therapy

Lee DC et al. ASH 2024. Abstract 526.



US patients with R/R LBCL from the . . .
CIBMTR Cellular Therapy Registry Multicenter, Real-World Study in pts with R/R LBCL who

between February 2021 and . . i} . .
g P OV S Received Liso-cel in the US (CIBMTR analysis)

liso-cel (N = 323)!1

Table. Baseline demographics and disease characteristics

Comorbidities, n (%)

Pulmonary (moderate/severe) 82 (25)
Cardiac 80 (25)
Obesity 30 (9)
Renal (moderate/severe) 8(2)
Hepatic (moderate/severe) 6 (2)
Other 32 (10)
Active CNS involvement, n (%) 18 (6)

IPI score, n (%)

CY, cyclophosphamide; FL3B, follicular lymphoma grade 3B; FLU, fludarabine; LDC,
lymphodepleting chemotherapy; PMBCL, primary mediastinal B-cell lymphoma.

All patients
Characteristic (N = 323)
Male, n (%) 204 (63)
Age, median (range), years 70 (24-91) .
<65,n (%) 107 (33) Median f/lup: 7.4 months
=65, n (%) 216 (67)
275, n (%) 89 (28)
Histology, n (%)
DLBCL 270 (84) Outcome Overall Aged 265 y T:::‘ nri?igiEb'reD
DLBCL NOS 263 (81)
Transformed from CLL (Richter’s) 22 (7) ORR, % 76 77 76
Transformed from other lymphoma histology 66 (20)
PMBCL 2(1) CR, % 63 62.5 64
FL3B 4(1)
HGBCL 38 (12) Median DOR, mo NR NR NR
HGBCL with ¢-MYC and either BCL2 and/or BCL6 32 (10)
translocation at infusion 1-y PFS, % 51 51 54
Other 9(3)
ECOG PS, n (%) 1-y OS, % 66 67.5 67.5
0-1/22 274 (85)/ 18 (6)

0-1/2 84 (26) /121 (37.5)

3/4-5 92 (28.5) / 26 (8)
Number of prior lines of systemic therapy, median (range) 3 (0-11) Memorial
Received standard LDC (FLU/CY), n (%) 294 (91) MOFFITT () Hesitrare System

Malignant Hematology & Cellular Therapy

Crombie J et al. ASH 2023. Abstract 104.



Multicenter, Real-World Study in pts with R/R LBCL who Received Liso-cel in the US
(CIBMTR analysis):
Safety with focus on CRS and ICANS

« N = 323; 84% of patients had DLBCL CRS, %
(81% with DLBCL NOS)

1% grade 5 (n =95)
~ 2% grade 4 (n =7)
(KX \ 0.3% grade 3 (n =1)
grade 2

(n=52)

» Overall, safety outcomes were
similar across all patient subgroups No CRS
(age, TRANSCEND eligible vs
noneligible) receiving a single
iInfusion of liso-cel’

49

33%
grade 1
(n=130)

ICANS, % 1% grade 5 (n =3)

—3% grade 4 (n =11)

* Incidence of grade 23 CRS and
ICANS was low

* 49% and 70% of patients did not
experience CRS or ICANS,
respectively

aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa

Crombie J et al. ASH 2023. Abstract 104.



REGULAR ARTICLE

@ blood advances

Lisocabtagene maraleucel for relapsed/refractory large B-cell
lymphoma: a cell therapy consortium real-world analysis

Table 1. Patient characteristics

Characteristic N = 101
Age at apheresis, y
Median (range) 71 (30-85)
<65, n (%) 28 (28%)
65-74 _n (%) 38 (389%)

[ >75, n (%) 35 (35%) ]
Male, n (%) 61 (60%)
Race

Non-Hispanic White, n (%) 83 (86%)
Asian, n (%) 6 (6%)
[—Mﬁ-@k) 5(B0k)
Hispanic, n (%) 2 (2%) ]
ECOG PS 0/1 at apheresis, n (%) 72 (84%)
Missing, n 15
Active secondary CNS lymphoma, n (%) 10 (10%)
Charlson comorbidity index
0-1, n (%) 7 (7%)
2. n (%) 25 (25%)
>3, n (%) 69 (68%)
Ineligible for TRANSCEND because of comorbidities+, n (%) 30 (33%)
Missing, n 9
Bridging therapy, n (%) 61 (60%)
L hodepleti chemotherapy
Fludarabine/cyclophosphamide, n (9) 75 (74%)
Bendamustine, n (%) 26 (26%0) ]

1.00 4
-§ 0.75
z3
&
T 0.50 4
s
‘o
-
£ 0.5 -
Events/N:41/101
mPFS: 18.5 months (95% CI 6.5-NR)
0.00 - 6-month PFS: 62.1% (95% Cl 53.2%-72.3%)
0 3 6 9 12 15 i8 21
Months since infusion
AtRisk 101 80 61 45 36 28 23 18
1.00 - 1.00 4
0.75 1 2 0.75 4
s -
g -
“ 0.50 2 0.50
= g
S =
< £
0.25 - Deaths/N:32/101 = 0.25 4
mOS: NA (95% CINR-NR)
6-month OS: 78.99% (95% CI 71.3%-87.4%)
0.00 - Median follow-up: 15.5 months (95% CI 12.3-18.1) 0.00 4 o
1 1 1 1 1 1 1 1 T T T T T T T T
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Months since infusion Months since infusion
AtRisk 101 90 76 56 44 36 25 21 AtRisk 101 82 68 54 44 35 25 21
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Table 2. Main outcomes and multivariable regression analysis

Effect P value OR/HR estimate 95% ClI
PFS
Ineligible for TRANSCEND clinical trial 008 264 1.29-540
Prelymphodepletion LDH equal to, or lower than, institutional ULN <001 0.25 0.12-055
0s
Bridging therapy and response: no bridging vs PR/CR to bridging 80 1.39 0.40-481
Bridging therapy and response: no bridging vs SD/PD to bridging <001 432 1.81-10.30
Prelymphodepletion LDH equal to, or lower than, institutional ULN 004 0.30 0.13-068
Fludarabine and cydophosphamide lymphodepletion 033 3.76 1.11-12.70
OR, odds ratio; PD, progressive disease; SD, stable disease.
Table 3. Summary of safety
N =101
CRS, n (%) Table 4. Resource use
Any grade, n (%) 49 (49%) N =101
Grade 3, n (%) 2 (296) Treatment setting, n (%)
Grade 4, n (%) 0 (0%) Inpatient, n (%) 86 (85%)
Grade 5, n (%) 1 (19%) Outpatient, n (%) 15 (15%)
) [ Unplanned hospitalization after outpatient 5 (33%) ]
Any grade, n (%) 26 (26%) administration, n (%)"
Grade 3, n (%) 4 (4%)
Grade 4, n (%) 4 (4%) MOFFITT
5 n (%) 5 (9 CANCER CENTER




Tisagenlecleucel Chimeric Antigen Receptor (CAR) T-Cell Therapy
for Adults with Diffuse Large B-Cell Lymphoma (DLBCL): Real World
Experience from the

Center for International Blood & Marrow Transplant Research
(CIBMTR) Cellular Therapy Registry

Samantha Jaglowski, Zhen-Huan, Yiyun Zhang, Hu, Manali Kamdar, Monalisa Ghosh, Premal D Lulla,
Joshua P Sasine, Miguel-Angel Perales, Peiman Hematti, Sarah Nikiforow, Patricia Steinert, Lan Yi, Raghav
Chawla, Lida Pacaud, Mary M Horowitz, Eric Bleickardt, Marcelo C. Pasquini

‘ R} C I B M T R® The CIBMTR® (Center for International Blood and Marrow Transplant Research®)
N B is a research collaboration between the National Marrow Donor Program® CI D R
bx M CENTER FOR INTERNATIONAL BLOOD (NMDP)/Be The Match® and the Medical College of Wisconsin (MCW).
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Progression Free Survival Overall Survival
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3-month 61.6% 3-month 79.6%

N
o

Probability (%) of Event Free
Probability (%) of Event Free

T T T T T O-I T T
1 2 3 4 5 6 0 1 2 3 4 3} 6

Time from Date of Infusion (months)

o
|

o

Time from Date of Infusion (months)

N at Risk N at Risk
All subjects 80 63 54 47 30 25 14 All subjects 80 75 68 61 45 39 24

Courtesy of Dr. Krishna Komanduri
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C I B M T R® The CIBMTR® (Center for International Blood and Marrow Transplant Research®) Malignant Hematology & Cellular Therapy
is a research collaboration between the National Marrow Donor Program® CI D R
CENTER FOR INTERNATIONAL BLOOD (NMDP)/Be The Match® and the Medical College of Wisconsin (MCW).
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CELLULAR IMMUNOTHERAPY DATA RESOURCE Jaglowski S et al. Nov 2019 Blood 134(Supplement_1):766-766


https://www.researchgate.net/publication/journal/Blood-1528-0020

Comparison to JULIET Pivotal Trial

CIBMTR Registry JULIET®

ORR

N=832 (%) N=115 (%)
58 52

CR

40 38

DOR at 3 months

75 /6

PFS at 3 and 6 months

62 /33 46 / 39

OS at 3 and 6 months

80 /67 83 /61

CRS (Gr. > 3)

40 23e

Neurotoxicity (Gr. > 3)

5d 117

C | B M T R The CIBMTI

‘ s aresearch
CENTER FOR INTERNATIONAL BLOOD (NMDP)/Be
aMARI

!w\ijw Research®) (ClDR)
o CELLULAR IMMUNOTHERAPY DATA RESOURCE

Courtesy of Dr. Krishna Komanduri

agfficacy set N=80; safety set N=83

bBachanova V, et. al. Clin Lymphoma Myeloma Leuk 2019 Sep. Vol 19; (Suppl 1); S251-S252 MQFF|TT® Memorial
¢ ASTCT grading "

4 ICANS Grading
¢ UPenn grading

fMedDRA SMQ: non-infectious encephalopathy/delirium Jaglowski S et al. Nov 2019 Blood 134(Supplement_1):766-766
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https://www.researchgate.net/publication/journal/Blood-1528-0020

Real-World Outcomes with Chimeric Antigen Receptor T Cell
Therapies in Large B Cell Lymphoma: A Systematic Review

and Meta-Analysis

Axl-coH

Tisa-ceH

Mixed

S 2840
2071
o 182

2104

¥

188 publications reporting
on 76 patient cohorts
included in evidence base

4

A

Patient cohorts excluded
from meta-analyses (n=30);
Including all mixed
treatment patient cohorts

Axi-ceH

Tisa=ceH

Included

46 patient cohorts
eligible forany
quantitative evidence
synthesis

v

Axi-cel

Tisa-cel

. Nonoverlapping Overlapping

14 patient cohorts
eligible forcomparative
quantitative evidence
synthesis

Variable Axi-cel Cohorts Tisa-cel Cohorts
RWE (95% CI) ZUMA-1 ZUMA-1 ZUMA-1 RWE (95% CI) JULIET [34,42]
Pivotal [39] | Cohort4 [40] | Cohort6[41]
Noncomparative patient Objective response (734 (679-78.3) | 83 Y\ 73 95 (57.7 (53.1-62.1) | 53 A
cohorts excluded from rate, %
comparative metaanalyses Complete response | 51.0(44.5-57.4) | 58 ) 51 80 39.0(34.6-43.7) | 39
(n=32) rate, % ( ) \ y,
Median OS, mo 19.5(16.9-25.8) | 258 NR NR (11.7 (10.2-13.0) | 11.1
Median PFS, mo 7.3(6.1-9.3) 5.9 NR NR 3.3(3.3-3.8) 29
ICANS any grade, %* ) .6-53. 61 58 99 (17.7-223) | 20
ICANS grade >3, %' 19.0(15.0-23.8) | 30 17 13 5.8 (4.3-7.9) 11
(RS any grade, %* 86.3(82.0-89.7) | 93 93 80 70.6 (59.1-80.0) | 57
(RS grade >3, %' 8.2(7.1-94) 11 2 0 89(69-11.2) 17

Jacobson C et al. TransplantationandCellularTherapy30(2024)77.e177.e15
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B, PFS — Adjusted hazard ratios

Stuzy |0 Analysis Sarple Size Hazard Ralle Extimats (35% C|)
CAR TCd | Consentum (US) LR 240 : 082 PA0M)
DESCAR-T {Franch Ragletry) Adused 672 —— 041 19 A=0,80)
GELTANO=GETH (Spanish Regutry)  Acusted 201 ! - 025 19,56-137)
GLAGRET (Garman Rowghiry) Aduwed ¢ . 058 §9,55-0,88)
i E. OS — Kaplan—Meier curve F. PFS — Kaplan—Meier curve
|
Rardon effects mosel =l 04T ISTTH) . 0
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) Time (months) Time (months)
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A, Grade 23 CRS B. Grade 23 |[CANS

Study 1D Sample Size Odds Ratio Estimate (95% Cl) Study ID Sample Size Odds Ratio Estimate (95% CI)
CIBMTR (US) 1968 —i— 1.02 (0.72—1.44) CIBMTR (US) 19638 + 3.93 (2.86-5.41)
DESCAR-T (France)* 418 = 0.56 (0.26—1.20) DESCAR-T (Franca)* 418 > 545 (2.2113.43)
GELTAMO—GETH (Span) 261 - 1.33 (0,52—-3,42) GELTAMO—GETH (Spain) 261 + 4,40 (1,73-11,16)
GLA/DRST (Germany) 356 = i 0,77 (0,401.,47) GLA/DRST (Germany) 356 + 2,75 (1,35-5,861)
UK Registry 341 = 1.19 (0.47—3,04) UK Registry 341 + 5.07 (1.78—14 ,48)
Random effects model —l— 0.94 (0.72-1.22) Random effects mode| — 3.95 (3.05-5.11)
Helerogeneaily. I 1 I I 1 Heterogeneity: I T T T 1
F=0%, =0 P=0.54 05 081 2 5 F=0%, =0 P=078 0.81 2 5 10 15

Favors axiece| =— —= Favors lisa-cel Favors axi=ce| =— —= Favors lisa-cel|

MOFFITT Memortal

Malignant Hematology & Cellular Therapy

Jacobson C et al. TransplantationandCellularTherapy30(2024)77.e177.e15



ZUMA-2: Brexucabtagene Autoleucel (KTE-X19) for Patients With R/R MCL

Patient baseline characteristics (N=68)

100+
Table 1. Baseline Characteristics of All 68 Treated Patients.*
2§ 307
Characteristic Patients ]
5 0
Median age (range) —yr 65 (38-79) & gn 60 HH
Intermediate or high risk according to Simplified MIPI 38 (56) 5 a
— no. (%) 11 € 5 40q
s}
Blastoid or pleomorphic morphologic characteristics of MCL 21 (31) 5=
) Best Response g% ,,] 12moPFs:61%
Ki-67 proliferation index 230% — no./total no. (%) 40/49 (82) 100 56 (93) Complete response Median, not reached (95% Cl, 9.2-NE)
TP53 mutation — no. (%) 6/36 (17) 90+ M Partial response 0 — T 1T T T T T T T T T T T T T T 1
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34
Positive CD19 status — no./total no. (%) 47/51 (92) 80
Medi f previous therapi ) Months
edian no. of previous therapies (range)§ 3 (1-5) 2 704
>3 Previous lines oftherapy_no. (%) 55 (8]_) .f_j 60— No. at Risk 60 54 43 3831 17161513 121211 4 2 2 1 0
«
Previous autologous stem-cell transplantation — no. (%) 29 (43) E_‘ 50 <0 (fe7)
5 4
Previous BTK inhibitor therapy — no. (%)§ 68 (100) 2 0
Ibrutinib 58 (85) o 100-
. & 304
Acalabrutinib 16 (24) v
= 80
Both 6(9) 20+ <
Relapsed or refractory disease — no. (%) 10+ 2 (3) 2 (3) E 60
Relapse after autologous stem-cell transplantation 29 (43) 0- g
N N . [
Refractory to most recent previous therapy 27 (40) Objective S.table Progresswe 2 407
Response Disease Disease S
Relapse after most recent previous therapy 12 (18) g 204 12 mo OS: 83%
6isease that relapsed or was refractory to BTK 68 (1om e Median, not reached (95% Cl, 24.0-NE)
inhibitor therapy — no. (%) 0 - r—rrr—r-r-r—r—r—r—
Refractory to BTK inhibitor therapy 42 (62) 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34
Relapse during BTK inhibitor therapy 18 (26) Months
Relapse after BTK inhibitor therapy 5.(7) No. at Risk 60 59 55 52 46 36 27 21 212120201915 7 2 1 0
Could not take BTK inhibitor therapy because of 3(4)
k adverse eventsq J

MOFFITT () MEMomerial |

Malignant Hematology & Cellular Therapy

Wang M et al. N Engl J Med 2020;382:1331-42.



Relapsed/Refractory MCL (ZUMA-2):

3-year follow-up of outcomes with Brexucabtagene autoleucel in R/R MCL

0 cx
9 usD mPFS: 25.8 months (95% Cl, 9.6 to 47.6)
2 7 " B i |
8 &0+ — Nkweated patients (N - o5 | 2.0 (3.0 % 47.0) hslx.s» 043}
& 50 100 e — Puias wilh CR In =080 | 400 (260w NE) | 7100557 % oe.8)
B — —— Patients with PR in = 10 21231056 18.8(4.6 0 90.2)
& 404 a0 - FTI\_ W — Patints with NRin= 0 [ 2300310 N} ND
304 ™, [ S
21 24%PR % a5 ol e esen—s R
104 (n=16) (n=3) (n=3) Te— 9
0 [ N J » - e |, .
ORR SD PD * —‘ LI o
All-Treated Patients® (N=63) 20 4 - l '
|
0 z: ; o & 1'01'2 1 10 ;azlozzzazlozlsaosz;-ts'osaao;z;.‘.alocsr:oslzm
Adverse events N (%) Time {months)
> .
2G3CRS 10 (15) mOS: 46.6 months (95% Cl, 24.9 to not estimable)
Medisn OS, 30-Month OS Rate,
2 G3 NE 21 (31) Months (95% CI} | % 5% CI
=R [ [
> G3 infections 13 (15) NRM: 2 pts (3%) e T

(2 infections)

2 G3 neutropenial > 90 days, % 58 (85)/16

2 G3 anemia/ > 90 days, % 34 (50)/12

2 G3 thrombocytopenia/ > 90 d, % | 35 (51)/16

T T T T T T T T T T T T T T

T T T
0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 A4
Wang M et al. ASCO 2022;Abstract 7518; Wang M et al. J Clin Oncol 2023;41(3):555-67. Time (months)
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Relapsed/Refractory MCL.:

Brexu-cel performance in R/R MCL outside clinical trial (still not “real life”)

- v Prior # of Tx: 3 (1-10)
- v cBTKi exposed/resistant: 100%/76%
« 189 pts underwent leukapheresis. v Blastoid/pleomorphic: 40%
« 168 (89%) received Brexu-cel. v' TP53 mut: 46%
« 79% would not have met ZUMA-2 eligibility criteria. v Ki67 > 30%: 78%
v CNS MCL/POD24: 10%/52%
Patients who underwent leukapheresis
(August 18, 2020-December 31, 2021; Brexu-col
N = 189)
(n=168)
Patients who did not receive (n=21)
CAR T-cell infusion
Death (n =9, all ymphoma-related) ORR, °/o 90%
Manufacture failure (n=7)
Di i (n=2)
i (-1 CR, % 82%
CR to bridging therapy (n=1)
Patient declined (n=1) 6-mo PFS 69%
Patients who received CAR  (n = 168) 12-mo PFS 59%
ot of vare (n = 160) ] > G3 CRS 8% (1 G5)
Expanded access program  (n=2) 1-year NRM: 9.1%
Single-patient IND protocol (n=7) (1 0 from 18 deaths= infection) > G3 ICANS 32%

Wang Y, Jain P, Locke F, et at. JCO 2023



Relapsed/Refractory MCL.:

Brexu-cel performance in R/R MCL outside clinical trial (still not “real life”)
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a I

— I

= 0.2- b -
mPFS: 17.3 mo (95%, Cl, 10.7 - NE)

0 3 6 9 12 15 18 21 24

Time Since Leukapheresis (months)

No. at risk:

189 159 121 102 80 47 30 12 4

Wang Y, Jain P, Locke F, et at. JCO 2023
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S
(4]
L
o
R
(s
o
-
— 0.2
mOS: NR (95%, Cl, 17.7 - NE)
0 3 6 9 12 15 18 21 24
Time Since Leukapheresis (months)
No. at risk:

189 167 148 128 102 65 40 14 5
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Relapsed/Refractory MCL.:

Brexu-cel performance in R/R MCL outside clinical trial (still not “real life”)

Bad players are still bad...
s 1.0 104
B
a . 08 = 0.3 -
w - 3
& 2 06 § 0.5 -
8 H
B 04d s 2 04 poum
& & Blsstoad pleomorphic
T T T T T T T T 8 52  Ps3evaraton 0.2 4 —v—_No
o 3 6 9 122 1 1B 21 24 — o e
Time Since Infusion (months) s 5 & &I & B m 0 = 0 3 6 9 12 15 18 21 24
; Tme Since Infusion (months) Time Since Infusion (moﬂths)
£ 10
B —
.g ) = 08 &
h - o
= P-.125 A 2
-~ st B 0.6 1 o
i ZUMA-2 esigibiiity g &8
a- —— = 04 k- %)
0.2 4 Yes Y 04l P-nm2 2 .
—+— No, BTK} or anthracycline-/bendamustine nalve &
—— No, disease status of comorbidities o L. E 2] rrorpngsmustine
== No —— None —— S-24montis
T T T T T T T T w—t—Yor —— 328 MONNE  —— < § Nenns
0 3 6 - 12 16 18 21 24 r ! r : ! : ' : T T T T T T T T
0 3 6 9 12 15 18 21 24 0o 3 € 9 12 1 13 21 21
Time Since Infusion (months) - Time Since Infusion {months) Time Since Leukapheresis (months)

Wang Y, Jain P, Locke F, et at. JCO 2023



Brexu-cel performance outside clinical trials: safety
(CRS, ICANS, NRM and others)

ZUMA-2 ZUMA-2
CRS ICANS
CRS (%) ICANS (%)
Total, No, (%) 151 (90) 103 (61) 91 63
Max Grade, No, (%)
1-2 138 (82) 49 (29) 76 32
3-4 12 (7) 54 (32) 15 31
Days to onset 4 (0-13) 6 (1-8) 2(1-13) 7
Days to max Grade 5 (0-30) 8 (1-18) - -
Duration 5(1-33) 6 (1-144+) 11 12
o© 10- Event :-:;:::‘ ": Sepsis (n -033;& =
g = Nonrelapse mortality CRS (n ‘_1’
g _E 084 Disease progression/relapse 13 months ¢ 'S'z%nﬁz_ﬁ:}ﬂ,bfﬂ —FE
EF 08 e e —
28 o e
2 a COVID-19 disease (n = 1)
— e Unspecified (n = 1)*
e 0.2 - 6-12 morths 2 Stoke (n = 1)
= COVID-19 disease (n = 1)
o > 12 months 2 Recurrent pneumonia (n = 1)
0 3 6 9 w1 ow o 2 o BT

Time Since Infusion (months)

No. at risk:
168 138 112 04

67 4

22

10

1

(n=8)
COVID-19 disease (n = 2)
Stroke (n = 3)
Subsequent solid tumor (n = 2)
CRS(n =1)
Unspecified (n = 2)*

Management Number ZUMA-2 (%)

Tocilizumab

CRS: 59%

129 (77%)  |cANS: 26%

Tocilizumab
doses, median

2 (1-4)

CRS: 22%

H o
Steroids 116 (69%) ICANS: 38%
Anakinra 28 (17%)
ICU admissions 34 (20%)
ICU days, median 3 (1-12)
Vasopressors 18 (11%) 16%
Mechanical o
ventilation > (3%)
Dialysis 4 (2%)

MOFFITT @) MENomerial




N= 7,604 pts
18 trials
28 RW studies™

Non-relapse (NRM) mortality after CAR-T cell therapy

| MWentification |

Screening |

[ncluded |

3,550 reports

- MEDLINE: 635
- Embase: 2,747
- Cochrane: 168

Identified via search In:

2,867 reports excluded before screening:

- Duplicate reports: 877
- Conference abstracts: 1,990

683 reports
screened

504 reports excluded after screening:

- Case serles: 20

- Not assessing NRM and/or
number/cause of death: 392

- Pediatric setting, other entity, non-FDA-
approved treatment: 72

- Other language: 20

179 full-text reports

assessed for eligibility

y

133 nonellglible reports excluded:
- Missing detalls: 49
- Cohort doubling: 84

46 reports

Iincluded In final analysis

* NRM point estimate = 6.8%

* NRM point estimates varied across disease:
v Indolent lymphomas= 5.7% (3.4-9.2%),
v LBCL= 6.1%, (4.9-7.6%),
v MCL= 10.6% (7.7-14.3%, P = 0.026)

n=43
W Respiratory failure
B Stroke/ischemic brain injury

W Cardiac arrest
B Embolism

[ Cardiomyopathy
O Aortic dissection
[ CVR, NOS

B infection @ Hemorrhage

H Malignancy W HLH

B cvr @ unknown

B Neurotoxicity/ICANS [ Orgen failure, NOS
B CRrS O Others

(total n = 7,604 patients)

574 NRM events

W covip-19

B Bacterial

B Fungal

@ viral

O infection, NOS

n=292
B MDS/AML

B Carcinoma
[ Sarcoma

o Prior/secondary
malignancy, NOS

MOFFITT () ™ Momerial,

Malignant Hematology & Cellular Therapy

Cordas dos Santos DM et al. Nat. Med. 2024



Infections in CAR-T therapy

« Patients treated with anti-CD19 CAR-T cell therapy diagnosed
with infections:
v 18 to 56% in prospective clinical trials (G=3: 5%-32% of pts in CT).
v 20 to 60% in retrospective cohorts.
v Leading cause of NRM: 1%-12% with median f/lup 10-16 mon.

* Risk factors for infectious complications:

v Pre-CART factors: disease type, # of prior therapies, prior alloHCT, need for
systemic bridging tx, high CAR-HEMATOTOX score, etc.

v CAR-T related factors: CD4+ T cell ymphopenia, B cell aplasia,
iImmunosuppressive therapy for management of complications (steroids, anti-
IL6, etc), prolonged neutropenia, etc.

Brudno JN, Kochenderfer J. Nat Rev Clin Oncol. 2024 Jul;21(7):501-521.
Wudhikarn K, Perales MA. Bone Marrow Transplantation (2022) 57:1477—1488
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Infections after CAR-T cell therapy

Immune Reconstitution and Infectious Complications

N LN . ¢
1. TiIMING )88, O >
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o 4 ~
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B o T, S 1 5 anc Line-Associated Gram Bacteria] ] 1 11 111
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B cell aplasia & Hypogammaglobulinemia
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Courtesy of Michale Jain, MD PhD Rejeski K et al. submitted



Prolonged CD4+ T cell lymphopenia s/p anti-CD19 CAR-T cell therapy

CD45+ CAR- CD3+ CD4+ Lymphocytes
18001, — 0.0001
1500 ) 20001 P =1.3e-04
= <
% 1200 - . -
=) ' 1,500 1
S 900 - Q
(=) —1 .
2 g Median CD4 count
S 1,000 1 i
z X =113
= o l
L B J
500 - o
o: . .. .
o8 L/ L)
0 30 90 180 270 360
Number at Risk 383736 23 20 17 14 3 time

N 311718 15 B 10 6 2

50% of pts had CD4* T-cell count < 200 cells/mL
by 18 mon Axi-cel infusion

MOFFITT () MEMgmoria!
vi Healtheare System
Malignant Hematology & Cellular Therapy

Baird JH et al. et al. Blood Adv. June 2021
Logue JM, et al. Haematologica April 2021



Long term B cell aplasia and hypogammaglobulinemia

600 4 r=0.8929 Cytopenias
p=0.0123 -= CD4 <200 cells/uL
5004 p=ns -= ALC <0.5 K/uL
w
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S
S
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- y
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Vaccination after CAR-T SARS-COV2 Vaccine
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» Patients received PCV13 vaccine at day 90 (vs. unvaccinated).
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* In both vaccinated and unvaccinated patients, vaccine-specific

serotypes decreased between day 90 and day 180. Post-v2 End of study
yp y y T cell responses to COVID vaccine post-CAR T.

1.Lee et al. JTCT 2022 MOFF'TT@ ‘ %ﬁ:norig:yl "
2. Ha” and Teh; J. Inf. DiS 2023 Mallgnan(Hematolsgy&C llular Therapy

3. Hill et al. CID 2024



Secondary primary malignancies (SPM) after CAR-T cell therapy

A

« N=5,517 pts (18 CT and 7 RW studies) ‘Mi""""“ -
« 326 SPM (media f/up: 21.7 mon) ”
« SPM point estimate 6.0%( 4.8%—7.4%). Ry T
« SPM subtypes: »g:
v Hematologic malignancies: 37%.

v’ Solid tumors: 27% e
. | SPM by disease entity | | SPM by CAR-T product |
v Non-melanoma skin cancers: 16%

All T-cell malignancies: 1.5%. ” III 5 IIIIII e
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Tix T et al. Clin Cancer Res 2024;30:4690-700



Secondary Malignancies after CAR T cell Therapy

- Aoy SPM
No SPM
K%
Overall SPM Estimato
In CAR-T Raoiplonts
CART cells
&
"' - [ 3 ‘

SPM Risk at 2 years:
~60 per 1000 CAR T-cell patients

Rejeski K et al. submitted

Non-Melancens
Sclid Tumors  Skin Cancer

SPM Entity
A)

Transgene+ TCL
(~0.1 per 1000,
3 confirmed cases)

Transgene- TCL
(~0.5 per 1000)

B)
Non-Melanoma

Skin Cancer
(~10-15 per 1000)

f

Solid Tumors

|

Malignant
Neoplasms
(~15-20 per 1000)

C)

Secondary
Myeloid
Malignancies
(MDS/AML)
(~25 per 1000)

RIsk Factors and Potentlal Mechanism

j i, 2
P & MBI Transgene+
ram T SN0®  Transgene insertion bl o e

Random insertion into an oncogene (2.g.. insertional mutagenesis)
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T cells

(Lymphoid) CHiP. CAR-T mediated inflammation, EBV infection

1. Longer life spans 2. CAR-mediated

inflammation F ”

" ‘!: 7 )1‘-' g&

{ A 2 | .
. 'g' Intact Immune Surveillance
3. Acguired Immune Deficiency

wf

“tipping the scales”

Advanced age and increased survivorship, genetic predisposition, prior radiotherapy.
acquired immunodeficiency (decreased immune surveillancs)

Ale't

-8

5o Flu/Cy CART Inflammation
Prior CTX
0 wr Hsc @ cw cne @ vyeioblast ® overt Lekemia

o Transgene-

Toell
Lymphome

Clonzal Hematopoiesis of Indeterminate Potential, Prior genotoxic therapies, CAR-T related

inflammation and resultant immunodeficiency

[

Surveillance & Reporting

. Age-zppropriate screening tests (e.g. rectal

exam, mammogram, colonoscopy, low-doss
CT in smokers).

. Routine blood count monitoring.

. In cases of T-cell malignancy, report to

respective national authorities and rule out
insertional mutagenesis with deep genomic
integration site analysis.

. CHiP mutation identification and post CAR-T

infusion dynamics remains investigational
and needs to be studied prospectively.

Courtesy of Michale Jain, MD PhD




Therapy Related Myeloid Neoplasms Post Axi-cel

Jain MD J Clin Oncol. 2024; 42:3581-3592

Cao

Time to tMN Response OS from

. . . Lymphoma | diagnosis from . Marrow . e e Therapy for | First tMN to First tMN Vital

Patient | Diagnosis T Axi-Cel Mutations Karyotype Blasts (%) Risk Stratification tMN P tMN HSCT poeen G
(months) | Regimen | | (months)

1 CMML Yes 29.7 KRAS, RUNX1 | monosomy 7 3 H'gh'”SkS()CPSS Gl Yes Azacitadine HI No 133 | Dead

2 MDS No 16.2 TP53, IDH2 Complex 1 6.5 Yes Decitabine SD Yes 7.2 Dead

3 MDS No 12.6 PPMEEC)’OF;MID' del 4q 0.5 2.5 No Epoetin alfa HI No 47.9 Dead

4 MDS No 8.7 KRAS, SRSF2, and NA 15 3 No  |Sargramostim  NR No 8.8 Dead

PPM1D |
5 MDS No 8.5 TP53 Complex 1 low risk (score=2) Yes Decitabine SD Yes 19.2 Dead
6 AML No 11.5 KMT2A;STAG2;SF1 | t(11:19); MLL2 88  Adverseriskper ELN|  Yes Decitabine + | o Yes 141 | Dead
Venetoclax

7 MDS-EB2 Yes 2.7 PPM1D Deletion 7 10 very high Yes Decitabine SD No 5.5 Dead

8 MDS-MLD No 1 NA 20g- 2 low risk (score=2) No NA NA No 343 Dead*

9 MDS Yes 18.3 TP53 Complex 2 NA Yes Azacitadine NA No 1.9 Dead

10 MDS No 20 NA Monosomy 7 2 NA Yes Azacitadine SD No 58.9 Alive

11 MDS Yes 4.2 NA Complex 2 NA Yes FEGRITES || o No 237 | Dead

Venetoclax
12 MDS No 18.5 NA Complex 2 NA Yes Azacitadine CR No 13 Dead
13 | Masteell No 64 cKIT Monosomy 7 9 NA No NA NA No 2 |Aliver
neoplasm
14 MDS No 41 NA Complex NA NA No NA NA No 0.7 Dead
15 AML No 61.1 NA Monsomy 7 NA Adverse risk per ELN No NA NA No 0.5 Dead
*died of trauma **in hospice at data cutoff
MOFFITT () MEMomorial
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Secondary Myeloid Malignancies after CAR T

Assembled an international cohort of patients who had MDS/AML after CAR T

« US, UK, Germany, Spain: (CAR T n=53)

Compared to Moffitt database (Dr. Komrokji) of patients who developed MDS/AML

after:

- Standard Chemotherapy/Radiation (STD n=244)
« Autologous stem cell transplant (AUTO n=96)

Age, median, range,

Prior Treatment
Chemotherapy only
Chemotherapy and radiation
Radiation only

Cellularity
Hypercellular marrow
Hypocellular marrow
Normocellular marrow

R-IPSS
Very good-good

Intermediate
Poor-very poor

AML transformation

All Patients

278(70.7%)
109(27.7%)

6(1.53%)

197 (53.0%)
81 (21.8%)
94 (25.3%)

128(34.0%)
61 (16.2%)

187(49.7%)
97 (25.0%)

STD

67.5

174(71.3%)
64(26.2%)

6(2.46%)

135(58.7%)
41 (17.8%)
54 (23.5%)

96 (40.5%)
37 (15.6%)

104 (43.9%)
62 (25.4%)

AUTO

65.2

64(66.7%)
32(33.3%)

0(0.00%)

41(43.6%)
26 (27.7%)
27(28.7%)

23(24.7%)
15 (16.1%)

20(21.5%)
9(18.0%)

CART

64.1

40(75.5%)
13(24.5%)

0(0.00%)

21(43.8%)
14(29.2%)
13(27.1%)

9(19.6%)
9(19.6%)
15 (29.4%)
15(29.4%)

Allo Transplant
Roman Diaz et al. ASH 2024

92 (23.7%)

52 (21.3%)

28(30.4%)

12(22.6%)

No differences in terms of cytogenetic
risk, or frequency of any specific mutation
by NGS between the three groups.

MOFFITT () MEYqmorial |
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Courtesy of Michale Jain, MD PhD



Secondary Myeloid Malignancies after CAR T

Time between original therapy and development of MDS by treatment group Overall Survival Kaplan-Meier Curve by group
02 group =+ Standard therapy =+= MDS post Auto transplant =+ POST CART patients
| |
0.00028 1007
407 8.3e-06 Log-rank
& 0.75- p = 0.0045
.
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Our experience: MCC at MCI

+ Q4 2021 to Q1 2025 = 52 pt with R/R B cell NHL

« All FDA CAR-T cell approved constructs are available.

« LBCL: 44 patients (42 Axi-cel/ 2 Tisa-cel).
* FL: 4 patients (2 Axi-cel/2 Tisa-cel).
 MCL: 4 patients (3 Brexu-cel/1 Liso-cel).

« All inpatient: median length of stay= 10 days.

CAR-T cell therapy for B-cell NHL (N=52)

MCL
Ll 146%

4 (8%)

LBCL
44(84%)

= BCL =FL =MCL

aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa
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LBCL Survival Analysis 2021-2025 Q1

2021-2025 Q1 DLBCL Overall Survival (OS)

*first transplant data

N=47
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2021-2025 Q1 DLBCL Progression Free Survival (PFS)

time (months) post transplant

Memorial
= Healtheare Systen
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*first transplant data
100% l l
100% 95.8%
N=30
0 3 6 2 15 18 A 4 27 0 B B 30 4



survival percentage (%)

0.757

=

own

[—J
1

0.251

0.00

MCL Survival Analysis 2021-2025 Q1

2021-2025 Q1 MCL Relapse Related Mortality (RRM)

*first transplant data

time (months) post transplant

T T T
100%  100% 100%

N=3
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2021-2025 Q1 MCL Treatment Related Mortality (TRM)

*first transplant data

1

100%

|

100%

>

|

100%
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Gracias por su atencion

Email:

[sandovalsus@mbhs.net R i
jose.sandoval@moffitt.org Canon del chicamocha, Santander

@ /L"ritzruff:
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