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Agendac Focus ompatients with Large BCellLymphomatreated with CD19CART
A Age &GeriatricAssessment iymphomapatients

A Responseatesin older vsyoungerpatients
- RandomizedClinical Trials: Outcome after CAR®lder, but transplanteligible patients

- NonrandomizedClinical Trials: Outcome after CART in-transplanteligible patientsand bispecifics
- RWE: Outcomé&om registry+ consortiadata

A NRMhigherin elderly patients treated with CART
- NRM in CARffeated patients

- EarlyvsLate NRMiInfectionsdrive NRM

A Infectionsdrive NRM
- Hematotoxicity

- ProtractedimmuneReconstitution

A TreatmentAlgorithmin R/R LBCL iolder adults



TheMajority of Patientswith hematologicalMalignanciesare 65 or older
MedianAgeof DLBCL ddiagnosiss 70 Yearswith 35%of the Case®ver 75
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It is more challengingto treat older Patientswith Cancerdue to Comorbidities
& Healthlssues

A Cardiovasculamorbidity

A Deterioration in GFR

A Decreasan liver function

A Preexistentperipheralneuropathy
A Polypharmacy

A Lossof muscleandincreasein fat
- leanbody masslossof 1-2%/Neat 3%if over70
- Impact ondrug metabolism

AHaematopoietiaeserveis often reduced

AMemoryissuesand depression




LymphomaspecificFithess Assessmeiaievelopedby the Fondaziondtaliana Linfomi:

Age +Activities of the dally living (ADL), instrumental ADLs (IADL) and CIRS

ADI2 X p <5 6 <6
IADIP X C <6 8 <8
No comorbidities | M O2 Y 2 NI No comorbidities | xm O2 Y 2 NI
CIRSE with score 34, with score 34, with score 34, with score 24,
Xy O2 Y 2 NI >8 comorbidities | <5 comorbidities |xp O2 Y 2 NX
with score 2 with score 2 with score 2 with score 2
Age <80 <80 XY n XYy n

ADL Activities of daily Living(6 isthe perfect score);,CIRS5 CumulativellinessRatingScaleGeriatric IADL, InstrumentalActivities of Daily Living(8 isthe perfectscore)aADL
is assessedisingthe Katz ADL andssessesmdependene (1) or dependencd0) insixactivities- bathing dressingtoileting, transferring continence andfeeding
Independence in all ADLs=a scof&, dependencan one ADL=a scoref 5 blADLis assessedisingthe LawtonlADL andissesseability (unable- 0, needsassistance, 1,
independence; 2) to perform eightactivities mealpreparation housework laundry, travel, takingmedications andfinancemanagement Independence in all IADLs=a scofe
8, needsassistancén two IADL=6¢cCIR%5 assessemedicalproblemsby 14 organsystenicomorbiditiesbasedon 0 o problem) to 4 (extremelyseverg rating for eachsystem

Wallace et al, Blood 2024



SimplifiedGeriatricAssessment (GAJonsidersAge > 8@sunfit or frail

ADI2 X p <5 6 <6

IADIP X C <6 8 <8
No comorbidities | M O2 Y 2 NI No comorbidities | xm O2 Y 2 NI

CIRSE with score 3n 2 pKwith score 34, >8 | with score 34, <5 | with score 3n X
comorbidities with | comorbidities with | comorbidities with | comorbidities with
score 2 score 2 score 2 score 2

Age <80 <80 Xy n XYy n

International acceptedSoCwith DLBClpatients > 80years mini-R-CHOP

Wallace et al, Blood 2024
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ElderlyPrognosticdndex (EPI) ilymphomaintegratesthe simplified GAwith the
IPl +Hemoglobinand categorizesnto 3 Riskgroupsfor prognostication(only ID)

Factors Categories  Score
Simplified geriatric assessmen Fit 0
Unfit 3
Frail 4
International prognostic index | 1 0
2 1
3-5 3
Hemoglobin <12 g/dL 1
3-year overall survival
(95% confidence interval)
Risk groups Low 0-1 87% (8191)
Intermediate | 2-5 69% (6373)
High 6-8 42% (3649)

Wallace et al, Blood 2024



Sofar, the simplified GAis rarely reported in Clinical Trialor RWEof CARor bispecific
treated pts with R/R LBClmakinga personalizedapproachmore challenging

Follow-up and review
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=65 years > Chemotherapy Toxicity ~ care plan based supportive care
with cancer on GA-identified referrals or
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=» Nutrition

=» Physical Function

—» Polypharmacy

=¥ Psychosocial Status

Valley 2

Clinical Science

& Knowledge Health Decision

Making and

Clinical Practice
feme-

Researcko-Practice Continuum
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ZUMA7: Outcomewith Axi-Celbetter in 65+pts eligible for auto SCvsyoungerpts

Median EFS 24-mo EFS Rate Stratified HR
100 1 Population Treatment (95% Cl), mo (95% Cl), % (95% Cl) | Stratified P value
265 Years Axi-Cel (n1=51) | 21.5 (5.0-NE) | 47.8% (33.2-61.0) 0.276 <0.0001
e 80- SOC (n=58) | 2.5(1.6-3.2) | 15.1% (7.1-25.8) | (0.164-0.465) (Descriptive)
1)
= All patients® Axi-Cel (N=180) | 8.3 (4.5-15.8) | 40.5% (33.2-47.7) 0.398 0,600
S (KM Curves notshown) | SOC (N=179) | 2.0 (1.6-2.8) | 16.3% (11.1-22.2) | (0.308-0.514) :
£ 60
m A A I “
8 | o L} :
< 404
£ =T
Q
>
L 20- " : — ——t
L]
0 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1
0 2 4 8 10 12 14 16 18 20 22 24 26 28 30 32
Months

No.at risk
Axi-Cel 51 46 36 31 31 29 28 27 24 23 20 16 9 4 4 1 0

soc 58 32 19 15 11 10 10 8 8 8 6 4 2 0

Westin et al, CCR 2023



ZUMA7: overallimproved Quality of Life in CARTreated pts vs SoC

Zuma 7. Over 65y

: o . All patients®
100+ ORR OR ratio, 8.81 (95% Cl, 2.71-32.14); (for reference purposes) | ORR,% | CR, %
88Y ipti .
% descriptive P <0.0001 Axi-Cel (N=180) | pry l ==y
80 - SOC (N=179) 50% 32%
2
3;’- ORR
& 601 52%
o
3
~ 404 CR
g 33%
2 10%
o
22% o,
o 2% 0% % 9%
ORR SD PD NE SD PD NE?
Axi-Cel (n=51) SOC (n=58)
A EORTC QLQ-C30 physical functioning B EORTC QLQ-C30 global health status C EQ-5D-5L VAS
20 20+ N 20+ .
| s ] . ] £ T T
5 10 10 10 = ® l
d
5 01 0+ 0+ - |
(-]
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£
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Baseline Day Day Day Month Month Month Baseline Day Day Day Month Month Month Baseline Day Day Day Month Month Month
50 100 150 9 12 15 50 100 150 9 12 15 50 100 150 9 12 15
Study visit Study visit Study visit
Axi-Cel 46 45 39 37 27 27 23 46 45 39 37 27 27 23 46 45 39 37 27 27 23
SOC 42 39 25 19 14 12 9 42 39 24 19 14 12 9 41 39 26 19 14 12 9

Westin et al, CCR 2023
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Alycante

Article https://doi.org/10.1038/s41591-023-02572-5

Axicabtagene ciloleucel as second-line
therapyinlarge B celllymphomaineligible
for autologous stem cell transplantation:
aphase2trial
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Axicabtagene ciloleucel (axi-cel) demonstrated superior efficacy compared
to standard of care as second-line therapy in patients with high-risk
relapsed/refractory (R/R) large B cell ymphoma (LBCL) considered eligible
forautologous stem cell transplantation (ASCT); however, in clinical
practice, roughly half of patients with R/R LBCL are deemed unsuitable
candidates for ASCT. The efficacy of axi-cel remains to be ascertained in
transplant-ineligible patients. ALYCANTE, an open-label, phase 2 study,

evaluated axi-cel as asecond-line therapy in 62 patients with R/R LBCI

Published online: 14 September 2023

" Check for updates

Lancet Oncol 2022; 23: 1066-77
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Pilot

Lisocabtagene maraleucel as second-line therapy in adults
with relapsed or refractory large B-cell ymphoma who were
not intended for haematopoietic stem cell transplantation
(PILOT): an open-label, phase 2 study

Alison Sehgal, Daanish Hoda, Peter A Riedell, Nilanjan Ghosh, Mehdi Hamadani, Gerhard C Hildebrandt, John E Godwin, Patrick M Reagan,
Nina Wagner-Johnston, James Essell, Rajneesh Nath, Scott R Solomon, Rebecca Champion, Edward Licitra, Suzanne Fanning, Neel Gupta,
Ronald Dubowy, Aleco D’Andrea, Lei Wang, Ken Ogasawara, Jerill Thorpe, Leo | Gordon

Summary

Background Patients with relapsed or refractory large B-cell lymphoma after first-line treatment who are not intended
for haematopoietic stem-cell transplantation (HSCT) have poor outcomes and limited treatment options. We assessed
the antitumour activity and safety of lisocabtagene maraleucel, an autologous, CD19-directed chimeric antigen
receptor (CAR) T-cell product, as second-line treatment in adults with relapsed or refractory large B-cell lymphoma
not intended for HSCT.

Methods PILOT, an open-label, phase 2 trial done at 18 clinical sites in the USA, included adults aged 18 years or older
who had relapsed or refractory large B-cell lymphoma and PET-positive disease, had received first-line therapy
containing an anthracycline and a CD20-targeted agent, were not intended for HSCT by their physician, and met at
least one prespecified transplantation not intended criterion. Patients received lymphodepleting chemotherapy

A1 1 | P 1 14 200 S Ly IO O \ FAN 1974

Age and Comorbidities

Houot R et al, Nat Med 2023; Sehgal A et al, Lancet Oncol. 2022



Alycante Phase |l Triad Axi-Celin R/R DLBQGhts not eligible for auto SCT

1 3S x cpeé CR Pl
HCF L xo 122 ORR: 90%
Prior ASCT 80 ORR: 76%
70
1. ECO@erformancestatusof O, 1or 2 60
2. Absolute neutrophitount m $1° 50

CR: 79%

40
30

20
5.Creatinineclearancek nn Yt YAY 10

3. Absolutdymphocytecountx n $1@°

4.Plateletcountx T p® E mn

6. Leftventricularejectionfractionx n p:: 0
Response at Bonths Best ORR

Houot R et al, Nat Med 2023



Alycante Efficacyof Axi-Celin Transplantineligible LBClpts equivalentto ZUMA

7

Survival probability

EFSrom
leukapheresigmonths)

1.0 1 "—L + Censored [0 95% confindence limits
0.8 [
|
-Ll —
0.6 - ey
~HHH
0.4 A
0.2 - N
No. of patients Event Censored Median survival (95% CI)
69 50.7% (35) 49.3% (34) 12.3 (7.2 ; NA)
O -
3 6 9 12 15

EFS from leukapheresis (months)

Survival probability

axi-celinfusion (months)

OSfrom

1.0 4 — ] .
1 + Censored [0 95% confindence limits
0.8 L'_LI_‘_'**'L.-.—¢—.-|¢:
0.6 +
0.4 -
0.2 -
No. of patients Event Censored Median survival (95% CI)
62 19.4% (12) 80.6% (50) Not reached
O -
0 2 4 6 8 10 12 14 16 18
OS (months)
At risk
All 62 62 57 54 43 29 21 8 3 0

Houot R et al, Nat Med 2023



PILOT: Phase Il TriaLiscCelin R/R DLBGhts not eligible for auto SCT

At least 1:
Al 3S x Tneé
AECOG 2
A5/ h > c s
A9 C X pm:
ACICK cnY[ KYAY
AAST/ALT 2x ULN

90
80
70
60
50
40
30
20

10

ORR: 80%

CR: 54%




PILOTEfficacyof Lisacelin transplantineligible LBCIEquivalentto TRANSFORM Trial

EFS OS

Median 723 months (95% Cl 3-22-22-60) 100 Median NR months (95% Cl 17-28-NR)
g . 80—\\\“—‘%
z g
2 =
b > 604 HiH— tH—+—+— H t
S . S 2
& 7S
¢ } t HHH = 40+
[ ©
o} |—|-|- $
3 204 © 204
0 T T T T T T T 1 0 T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 27 30 33 36
. Time since lisocabtagene maraleucel infusion (months) Time since lisocabtagene maraleucel infusion (months)
Number at risk Number at risk
(number censored) (number censored)
Total 61(0)  40(0)  35(0) 24(5) 19(8) 12(13)  9(16) 3(22) 0(24)

Total 61 53 46 42 32 25 17 9 7 3 2 1 0
© @ @3 (G @12 @8 @4 G2 (G4 (B8 (39 (40) (41)

Sehgal A et al, Lancet Oncol. 2022



Summaryof Efficacy& Toxicityin pts treated with CD19 CART
AlycantevsZUMA?7, PilotvsTRANSFORM

CARProduct Axi-Cel LisoCel

Trial Alycante TRANSFORM
ORR 90% 83% 80% 86%
CRRate 79% 65% 54% 66%
Median PFS 12.3m 14.7 mo Om 14.8 mo
DN} RS x o 8% 6% 1.6 % 1%

DN} RS x o 14,5% 21% 5% 4%

Houot R et al, Nat Med 2023; Sehgal A et al, Lancet Oncol. 2022




r/r DLBCkohort

R/R LBCIGlofitamab(CD3xCD?20)
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Hutchins et al. ClinOncol2021; Dickinson et al. N Endg¥idd 2022
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Glofitamal: Agedoesnot impact Response Rate

Subgroup No. of Patients Complete Response (95% Cl) Subgroup No. of Patients Complete Response (95% Cl)

percent percent

Overall 155 I—:o—| 39 (32-48) Double-expressor lymphoma :

Sex | Yes 15 |_'_§—| 20 (4-48)
Female 54 h—e— 52 (38-66) No 139 —o—i 41 (33-50)
Male 101 —e—H 33 (24-43) Unknown or missing data 1 E (] 100

Age : Bulky disease >6 cm H
<65 yr 71 —to— 41 (29-53) Yes 64 |—o—§—| 33 (22-46)
=65 yr 34 —e—it 38 (28-49) No 90 i 44 (34-55)

Previous CAR T-cell therapy 5 Unknown or missing data 1 . i 0
Yes 52 — 35 (22-49) LDH 250 U/liter :

No 103 F—o— 42 (32-52) Yes 96 F—e—i 33 (24-44)

Non-Hodgkin's lymphoma subtype at study entry E No 49 | —— 59 (44-73)
DLBCL 110 —— 40 (31-50) Unknown or missing data 10 ¢ : { 0 (NC-NQ)
HGBCL 11 ¢ : i 0 (NC-NCQ) Extranodal involvement H
PMBCL 6 I —e | 50 (12-88) Yes 95 l—.'i—| 36 (26-46)
Transformed follicular lymphoma 28 I—E—O—i 50 (31-69) No 60 ——— 45 (32-58)

Relapsed or refractory to last previous therapy E 6 2'5 5'0 7'5 1(')0
Refractory 132 —e— 34 (26-43)

Nonrefractory 23 N e S 70 (47-87)

Disease status after ASCT E
Refractory 7 — * { 71 (29-96)

Nonrefractory 21 E —e— 67 (43-85)

Cell of origin }

Germinal-center B cell 66 I—O-E—| 36 (25-49)
Activated B cell 17 e 59 (33-82)
Non—germinal-center B cell 34 I—O—E—| 32 (17-51)
Missing or unclassified 38 —t— 42 (26-59)

No. of previous lines of therapies E
2 62 —e—i 32 (21-45)
=3 92 —e—i 44 (34-55)

Double-hit lymphoma |
Yes 20 ———— 25 (9-49)

No 134 —e— 41 (33-50)
Unknown or missing data 1 : ° 100
(I) 2I5 SIO 7I5 l(l)O

Hutchins et al. €linOncol2021; Dickinson et al. N EngWiéd 2022



Epcoritmalh CD20xCD3, Responsagsre consistentacrossall agegroups higherin the
elderly

Overall Response Rate (%)

B jeaqn Subgroup Patients, No. ORR, % (95% Cl)
@ WmCR WPFR msD MEPD # Prior CAR T cell All patients 157 e 63.1 X 70.
e Age, years
g <65 80 ! * i 56.3 (44.7 to 67.3)
] 8510 <75 48 & ! ) 68.8 (53.7 10 81.3)
= >75 29 - ' 72.4 (52.8 to 87.3)
2 o °
= Male 94 hd _ 56.4 (45.8 to 66.6)
E Female 63 - 73.0 (60.3 to 83.4)
o Race
E White 96 L ® J 61.5(51.0t0 71.2)
fre Asian 30 L J 63.3 (43.9 10 80.1)
Y Region
s North America® 25 F < 1 44.0 (24.4 to 65.1)
S Europe 83 ¥ 1 62.7 (51.3 t0 73.0)
B Other 49 I L 2 i 73.5(58.9 to 85.1)
3 R Prior lines of treatment, No.
Patients 2 46 k ® i 65.2 (49.8 to 78.6)
3 50 L b 1 64.0 (49.2 to 77.1)
4+ 61 L & 1 60.7 (47.3 t0 72.9)
Prior CAR T experience
Yes 81 ; 1 54.1 (40.8 to 66.9)
No 96 A 68.8 (58.5 to 77.8)
Refractory to prior CAR T experience
Yes” 46 ' ® | 45.7 (30.9 10 61.0)
100 Prior ASCT
Yes 31 & 1 71.0 (52.0 to 85.8)
80 - No 126 e 61.1(52.0 to 69.7)
— Primary refractory
o Yes 96 G 55.2 (44.7 to 65.4)
= 604 No 61 - i 75.4 (62.7 to 85.5)
- Most recent prior anti-CD20-containing therapy
w Refractory 134 ——ti 56.7 (47.9 to 65.2)
L 40 4 Relapse 23 ————————@ 100.0 (85.2 to 100.0)
o Ann Arbor staging
20 N ] 39 L 2 69.2 (52.4 to 83.0)
PES niav 118 —_——— 61.0 (51.6 to 69.9)
1Pl
- r r T 0-2 55 Ty | 67.3(53.31079.3)
>3 82 I P i 59.8 (48.3 10 70.4)
0 3 6 9 12 DLBCL disease state
De novo 97 ; * | 60.8 (50.4 to 70.6)
. Transformed 40 [} ° i 67.5 (50.9 to 81.4)
Tlme (monthS) Molecular cell of origin (local)
GCB 65 ' Py 1 58.5 (45.6 10 70.6)
No. at risk: ABC/nonGCB 56 ° 4 66.1(52.2 to 78.2)
157 86 51 28 5 T T T T T T T T T T T
0.0 10.0 20.0 30.0 40.0 50.0 60.0 70.0 80.0 90.0 100.0

Thieblemontet al, JCO 2022




Verylow Frequencyof CRS & ICANS Bispecificsno statisticsin relation to age

Glofitamab Epcoritamab Odranexatamab

(CD3xCD20) (CD3xCD20) (CD3xCD20)
Patients R/R LBCL R/R LBCL R/RjLBCL
Pat. 154 157 127
Median FU 20.1mo 20mo 30mo
Response Rate (ORF 59% 63% 52%
CR/CMR 38% (CR) 39.5% (CR) 31%
Median Do CR 24.1mo 20.8mo 18 mo
DN} RS X% o 4% 3% 1%
DN} RS x o NR 1% NR

Liu et al., HematolOncol2023



RWEof the GETHTC/GELTAMO Study Group

A CARTelltherapywas safe aneéffectivein elderlypatients(< 70years n=341), > 7§ears n=71)
A Response, OS and EF@atientsolder andyoungerthan 70 yearswere comparable
A Nodifferencein NRM

100% \ 100%
80% \ 80% \
D 6o ‘ p) / N
, 60% \ p= 0,885
Ii \\ O \\\ s <70
\
— >=70
o 40% . S o= 0,938 X 0%
O\ \‘“q
— -
20% — 20%
0% 0%
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Follow-up (months) Follow-up (months)

Bailénet al, Transplan€ellTherapy2024



RWE formthe GLA/DRSTho meaningfulupperagelimit could be defined

a

% PFS

100

75 1

50 -

25 4

~— 265 (n = 140) -> 12mo 36% (27-44)
<65 (n = 214) -> 12mo 26% (20-32)

HR 0.77 (0.59-0.99); P 0.044

0

c 100

75 -~

% PFS

25 A

50 -

180 360 540 720
Days from dosing

== 275 (n=37) ->12mo 29%
70-74 (n = 46) -> 12mo 35%
65-69 (n = 55) -> 12mo 40%

| S

| Y P |

HR 1.27 (0.78-12.06) (275 vs <75)

0 180 360 540 720

Days from dosing

b

% OS

100 -

75 -

50 -

% 0S8

25 -

—— 265 (n = 140) -> 12mo 55% (45-65)
<65 (n = 214) -> 12mo 51% (43-58)

HR 0.80 (0.59-1.10); P0.17

0

100

75 -

50 A

25 -

180 360 540 720
Days from dosing

-t 275 (n=37) -> 12mo 59%
70-74 (n = 46) -> 12mo 37%
65-69 (n = 55) -> 12mo 62%

0 180 360 540 720

Days from dosing

Dreger et al, BMT 2022



RWE: 5vear FU aftetAxi-Celin LBClfrom the USLymphomaCAR Tonsortium

Disease-Specific Survival (proportion)

1.00 +

0.75 ~

0.50 +

0.25 +

0.00 -+

Patients> 60yearsand older had a lower risk of relapse

At risk 275
Events 0

12 24 36 48
Time After Infusion (months)

186 145 117 95

74 102 113 117

60

37
118

Cumulative Incidence (proportion)

1.0

0.8

0.6

0.4

0.2

0.0

but a higherrisk of NRMcomparedwith patients youngerthan 60 years(n=275)

Age <60 years

NRM P<.001
Relapse P=.022

Age > 60 years
Event

Relapse
NRM

12

24 36 48 60 0 12

Time (months)

24 36 48 60

Jain et al, JCO 2024



A Meta-Analysisof Non-RelapseViortality (NRM) after CARGell therapy

ANonrelapse mortality (NRM3 typically used in Survival NRM
allogeneic stem cell transplantation. Tlme from randomization/ T|me from randomization/
Intervention to Intervention to
ANRM is defined adeath for whatever cause, without e OS:death e NRM: death prior to
experiencing a prior disease relapse or progression * PFS: progression or relapse or
) _ death progression
- Events: @aths from any cause without prior
progression g"” o
- Competing eventsdisease relapse or progression 52 %
- Censoring: loss to followp 2w 5 Nonrelapse Mortalty
o) . ! =
& 20 Progression-free Survival S 20
ANRM is assessed bymulative incidence function ' °
Time Time

Study aims:
1. Characteriz&fNRMof lymphoma and myeloma patients treated with CD19 or B&liiécted CAR-Cells
2. ldentify theunderlying causeseading to NRMelated death

Cordagdos Santos, Tix et al, SubkleweralesRejeskiNature MedicineJuly8, 2024



Study Retrieval andidentification for Meta-Analysis

g R Inclusionof articles published until September 2023

S S with following criteria:

§ — Cochrane: 168

- (1) adult cancer patients with either indolent lymphoma
2867 R luded bef ing: .

— | 2 Duplicate reports 877 S (ID), large Bcell ymphomal(BC), multiple myeloma
— Conference abstracts: 1990

(MM) or mantle cell lymphomaJCl
683 Reports ) )
screened (2) use ofCAR products approved by FDexicel, tisa-cel,

504 Reports excluded after screening: ide'CeI, Cilta'CeI, Iisocel, bl’eXU-C€|

> — Case serie§: 20

E oI (3) data available oWNRM and/or number and causes of

o — Pediatric setting, other entity, non-FDA death

@ approved treatment: 72
— Other language: 20

T (4) RWS: report ot least 80 patients
assessed for eligibility .
— (5) CT: phasellltrials led to CAR product approval
133 Non-eligible Reports excluded:
»| — missing details: 49
— - gf\zl::%oib?ilnsg: 84*
<] y Exclusiorof case studies, reviews, conference abstracts
46* R
g included in Er?z;)lr;alysis and met&ana|yses

Cordagdos Santos, Tix et al, SubkleweralesRejeski Nature MedicineJuly8, 2024



Characteristics of included Studies (34): 16 Clinical Trials + 18 RWE Reports

95% ClI

1|

[0.017; 0.118]
[0.028; 0.112]
[0.011; 0.053]
[0.027; 0.107]
[0.047; 0.219]
[0.018; 0.122]
[0.000; 0.206]
[0.006; 0.169]
[0.070; 0.210]
[0.018; 0.159]
[0.088; 0.196]
[0.024; 0.163]
[0.004; 0.m2]
[0.097; 0.254]
[0 .089; 0.326]
[0.033; 0.129]
[0.048; 0.123]
[0.089; 0.196]

[0.001; 0.248]
[0.121; 0.240]
[0.047; 0.132]
[0.013; 0.074]
[0.009; 0.050]
[0.000; 0.082]
[0.018; 0.078]
[0.017; 0.219]
[0.037; 0.114]
[0.010; 0.139]
[0.092; 0.127]
[0.003; 0.092]
[0.052; 0.129]
[0.027; 0.109]
[0.011; 0.074]
[0.037; 0.0866]
[0.023; 0.075]
[0.015; 0.364]
[0.001; 0.149]
[0.031; 0.151]
[0.038; 0.132]
[0.054; 0.225]
[0.001; 0.158]
[0.068; 0.499]
[0.051; 0.319]
[0.021; 0.179]
[0.065; 0.164]
[0.020; 0.101]
[0.001; 0.211]
[0.022; 0.192]
[0.023; 0.100]
[0.001; 0.190]
[0.011; 0.1486]
[0.004; 0.579]

i

Study Events Total Proportion
Dreyling 2024 5 g7 0.052
Jacobson_2022_A 9 148 0.061
Abramson_2020 7 269 0.026
Bishop_2022 9 155 0.058
Houot_2023 7 62 0.113
Kamdar_2022 5 92 0.054
Kato_2023 0 16 0.000
Neelapu_2022 2 40 0.050
Neelapu_2023 13 101 0.129
Sehgal 2022 4 61 0.066
Westin_2023 23 170 0435
Wang_2023 A 5 68 0.074
Lin_2023 2 62 0.032
Martin_2023 16 a7 0.165
Mi_2022 9 48 0.188
Munshi_2021 9 128 0.070
Rodriguez-Otero_2023 18 225 0.080
San_Miguel_2023 24 178 0.136
Hamilton_2024 B 1 20 0.050
Berning_2024 30 172 0474
Bethge_2022_A 15 183 0.082
Bethge_ 2022 B 6 173 0.035
Chiappella_2024 6 260 0.023
De_Philippis_2024 o 43 0.000
Dores_2021 8 197 0.041
Grana_2021 3 37 0.081
Hamilton_2024_A 13 19 0.068
lovino_2022 3 60 0.050
Jacobson_2022_B 141 1,297 0.109
Kuhnl_2022_A 2 76 0.026
Kuhnl 2022 B 19 224 0.085
Kwon_2023_ A 9 152 0.059
Kwon_2023 B 5 155 0.032
Lemoine_2023 48 957 0.050
Nastoupil_2020 12 275 0.044
Rejeski_2022_A 2 17 ong
Rejeski_2022 B 1 35 0.029
Riedell_2022 7 92 0.076
Spanjaart_2023 n 145 0.076
Trando_2023 8 66 0421
Wudhikarn_2023 1 33 0.030
Chong_2024 4 17 0.235
lacoboni_2022 5 33 0.152
Rejeski_2023_C 4 54 0.074
Wang_2023 B 18 168 0.107
Akthar_2023 7 139 0.050
Caillot 2024 1 24 0.042
Ferreri_Hansen_2023_A 4 50 0.080
Ferreri_Hansen_2023_ B 8 153 0.052
Fischer_2024 1 27 0.037
Rejeski_2023_A 3 57 0.053
Rejeski_2023_B 1 7 0.143
Random-effect model 574 7,604 0.068

Heterogeneity: I = 64%, P < 0.001
Test for subgroup differences: x‘z =1.48,df.=1(P=0.22)

[0.058; 0.080]

I T T T T
4] 0.05 010 035 020

NRM point estimate

1
0.25

Total: 7246
LBCL 5546

Tisa-cel
1421

Liso-cel
IL 245 422

Cilta-cel
353

Ide-cel
763

Brexu-cel
339

Cordagdos Santos, Tix et al, SubkleweralesRejeski Nature MedicineJuly8, 2024




NRM across Disease Entities: 6.8 %; point Estimates are higher in pts with MCL & MM

10.6%
Entity MGk : ¢ {
201 o
LBCL 8.0%
9 ® v MM - : i
E 15 ® wmcL
©
E
i . Patients LBCL
= MCL
'g 10 . @ 100
= MM @ o .
= 5.7%
i @ o I , & ,
2000 p=0.026
5' IL . __________________________________________
. 3000 6.8%
All
O-
0 20 40 80 0 5 10 15 20 25
Follow-up [months] NRM point estimate [%]

ANRMacross all disease entities was8 % CAVE: in LBCL mainl{ Bine, MM mainly 4 line, CART starter yeays

)

ANRMpoint estimates increase fromh (4.4%) to LBCL (7.2%) to MCL (9.4%) and MM (9®8%)H: COVID Pandeini

AFU times of cohorts based on tumor entities were similar (p = 0.15).

Cordagdos Santos, Tix et al, SubkleweralesRejeski Nature MedicineJuly8, 2024



Causes of NRMnfections > Second Primary Malignancy > Carditulmonary Events

= m Hemorthage A Infectionscaused nearljalf of NRMrelated deaths
B Cardiovascular/respiratory ES Unknown in CART patients (50.9 %), ca. 50% COd48sociated
B Neurotoxicity/ICANS = Organ failure, NOS

(]

CRS 1 Others

A Second Primaralignancy(SPM)are the secondmost
commoncauseof NRMpost CART (7.8 %)

Cause of death [l Neurotoxicity/ICANS

M HLH B CVR
1.6% M Hemorrhage M Malignancy
B CRS B Infection
574 NRM event i
even.s 1.00 1.00 -
(Total n = 7604 patients)
HEm COVID-19
Bl Bacterial
E Fungal
= Viral _ _
3 Infection, NOS L5 O
8 £
L~ =
] @
7.8% 3 3
w. 0.50 4 «. 0.50+
[e] o]
(] @
7] 7]
3 =
@ @
O (&]
_ 0.25 + 0.25
B3 MDS/AML e
N=43 B Carcinoma
Hl Respiratory failure =33 Sarcoma
Bl Stroke/lschemic brain injury Prior/secondary
Bl Cardiac arrest malignancy, NOS
E3 Embolism | 2
B Cardiomyopathy 0 0
3 Aortic dissection

3 Cardiovascular/respiratory, NOS

Cordagdos Santos, Tix et al, SubkleweralesRejeski Nature MedicineJuly8, 2024



DESCAR Regqistryl(ysaStudy):NRM after CD19 CART in R/R LBCL

48; 5.0%
Death due to
progression;
280; 29%
9; 19%

Death of unknown
cause;
8; 1%

ANRM in DLBCE%

A Themajority are late NRM (after day 28 ¢ 81 %)

A Fatalacutetoxicitiesare uncommon

A Infectionsare responsiblefor the majority of NRM
A Comparisorbetweenearlyvslate (n=9vsn= 39)

I Early NRM;

50 -

40 -

30 -

20 -

10 -

5
3
3
3
2

AllNRM

Early NRM (<d28)

5
3 Other

m Second malignancy
< m Cerebral hemorrhage
3 m Stroke
2

ICANS
m CRS
= COVID infection
m Non COVID infection

Late NRM (>d28)

Lemoine J et al, Blooddv2023




Bispecifics High Rateof Infections, in particularin MM

Multiple Myeloma Lymphome

Author All-grade || Grade >3 Grade 5
Year Trial Product Target infecti infecti infecti
BCMA target (monotherapy)
Wong et al, CC-93269- Alnuctamab (CC- BCMA 34% 9% 0%
20227 MM-001 93260) 3
Median
. y . . - Number All Gr
D! %Zz;get a, TNB383B.0001 ABBV-383 BCMA 41% 25% 6% Mallg nant BISPECIfIC Number Lymphoma subtype ofbe Infcht?:ne Ienglh of
Target i f Trial No. of trial . follow-u
Topp et al, Pa(;al\r;‘aéolam;\b BCMA 33% 24% 5% arge antibody ot Inais (No. of trials) patients | (%, 95%CI) O( E) R) P
2020° -420)
Harrison et al, Pavurutamab BCMA NR 15% 2% H
2020'° (AMG-701) . Aggressive (5), 39 1.4
Bummaetal,” LINKERMM1 Linvosstamab  BCMA 54% 2% 4% Epcoritamab 7 Indolent (1), B-cell 470 (29 - 47) (6.1-17.1
2022 (REGN5458) NHL NOS (1)
Raje et al,'? MagnetisMM-1  Elranatamab BCMA NR 29% 2% . Agg ressive (6) B- 42 10.6
lofitam 7 ’ 1
02 Glofitamab cell NHL NOS (1) 618 (30-53) | (6-15)
Bahlis et al,'>  MagnetisMM-3 Elranatamab BCMA 67% 32% 5% CD20 A :
2022 ggressive (3), 43 12.5
Moreau et al,"* MajesTEC-1 Teclistamab BCMA 76% 45% 12% Mosunetuzumab 6 IndOIent (2), B-Ce” 599 (47 - 50) (8 - 28.5)
o NHL NOS (1)
Abdallah etal,’® HPN217-3001 HPN217 BCMA, 45% 16% NR Aggressive (1), 59
2022 Trispecific albumin Odronextamab 3 Indolent (1), B-cell 414 (48— 69) 21 (N/A)
BCMA target (combination therapy) N HL NOS (1 )
Grosicki et al,'® MagnetisMM-5 Elranatamab +  BCMA + NR NR 24%
2022 daratumumab CD38
Rodriguez-Otero  TRIMM-2 Teclistamab + BCMA + 68% 28% 5%
et al,'” 2022 daratumumab CDa3s
Searle et al®'  MajesTEG-2  Teclistamab +  BCMA + 91% 38% 6%
2022 dara + len CD38 +
IMID

Non-BCMA target (monotherapy)

Trudel et al,'® Cevostamab FcRH5 46% 20% 0%
2021 (BFCR4350A)

Carlos-Stella Forimtamig GPR5CD 53% 24% 2%
et al,'® 2022 (RG6234)

Chari et al,”® MonumenTAL-1 Talquetamab GPRC5D 66% 18% 0%
2022

Non-BCMA target (combination therapy)

van de Donk TRIMM-2 Talquetamab +  GPRCSD + 53% 17% 2%
et al,”’ 2022 Daratumumab CD38

Reynolds et al., Bloo#idv2023, Reynolds et al., Bloédlv2024




Bispecifics High Rateof Infections, in particularin MM

Multiple Myeloma

Author All-grade Grade >3 Grade 5
Year Trial Product Target infecti infecti infecti
BCMA target (monotherapy)
Wong et al, CC-93269- Alnuctamab (CC- BCMA 34% 9% 0%
20227 MM-001 93269)
D'Souza et al, TNB383B.0001 ABBV-383 BCMA 41% 25% 6%
2022°
Topp et al, Pacanalotamab ~ BCMA 33% 24% 5%
2020° (AMG-420)
Harrison et al, Pavurutamab BCMA NR 15% 2%
2020'° (AMG-701)
Bummaetal,'' LINKER-MM1 Linvoseltamab BCMA 54% 29% 4%
2022 (REGN5458)
Raje et al,'” MagnetisMM-1  Elranatamab BCMA NR 29% 2%
2022
Bahlis et al,’  MagnetisMM-3 Elranatamab BCMA 67% 32% 5%
2022
Moreau et al,'*  MajesTEC-1 Teclistamab BCMA 76% 45% 12%
2022
Abdallah et al,'® HPN217-3001 HPN217 BCMA, 45% 16% NR
2022 Trispecific albumin
BCMA target (combination therapy)
Grosicki et al,'® MagnetisMM-5 Elranatamab +  BCMA + NR NR 24%
2022 daratumumab CD38
Rodriguez-Otero  TRIMM-2 Teclistamab + BCMA + 68% 28% 5%
et al,'” 2022 daratumumab CDa3s
Searle et al®'  MajesTEG-2  Teclistamab +  BCMA + 91% 38% 6%
2022 dara + len CD38 +
IMID
Non-BCMA target (monotherapy)
Trudel et al,'® Cevostamab FcRH5 46% 20% 0%
2021 (BFCR4350A)
Carlos-Stella Forimtamig GPR5CD 53% 24% 2%
et al,'® 2022 (RG6234)
Chari et al,”® MonumenTAL-1 Talquetamab GPRC5D 66% 18% 0%
2022
Non-BCMA target (combination therapy)
van de Donk TRIMM-2 Talquetamab +  GPRCSD + 53% 17% 2%
et al,”’ 2022 Daratumumab CD38

N, %
Fatal Infections 79 |
il
Microbiologically Confirmed | 42 (53% of fatal infections) t
Viral 32 (41% of fatal infections) )
SARS-COV-2 | >29* ]
Epstein-Barr Virus | 1 |
CMV | 1**
PML |1 ).
Bacterial 4 (5% of fatal infections) -
Gram negative bacteraemia | 4 4
Fungal 5 (6% of fatal infections) 1
Candidemia | 1 \
Pneumocystis jirovecii | 3
pneumonia I
Systemic mycoses | 1
Protozoan
Toxoplasmosis | 1
Clinically Diagnosed 12 (15% of fatal infections)
Sepsis 4
Pneumonia 8
Aetiology not reported 25 (32% of total infections)

* Some studies reported > the reported number of SARS-COV-2 infections
** Following first-line therapy

Reynolds et al., Bloo#idv2023, Reynolds et al., Bloédlv2024



Hematotoxicity. severe and prolonged Cytopenias

Hematotoxicity

1.0 4 ‘_:El
0 57.7%
c 0.8 =
()
S
O 06 Hematologic 57.7% :
= CRSr Metabolic
) Metabolic 54.8%
% 0.4 Infection 35.4% 54.8%
2 0.2 .—o‘—'_’_'_'_'!\'ouroloqic 18.3%
g 2 = Cardiovascular
O T Pulmonary 13.3% 16.7% )

0.0 ICANSIr Neurologic

0 2 4 6 8 10 12 14 16 18 20 18.3%
Months

Profile:

AHematotoxicity= most common CTC grade o

A Prolongedcytopeniaspredispose for serious infectious complications

G2EAOA

A CAR Tell mediatedHematotoxicitycan present long after lymphodepletion and resolution of acute CRS

N

AY FTANBRG &SI NJ LI2a

Wudhikarn et al, Blood Advances 2020



CTCAIlgradingdoesnot reflect the different Phenotypesof Neutrophil Recovery
missingthe Integration of Depth and Duration of Neutropenia

Aggregate ANC over Time by Phenotype of Neutropenig ASCO / IDSA Guidelines

4000

Grading

Quick Recovery — Aplastic

_ 3500 A SevergGradex3®): ANC<0.5 G/I
£ 3000 reo, A Profoundneutropenia,ANC<0.1G/L
S 2500 A Protractedneutropenia(> 7 days)
Lg_ 2000
S s0d /NN Recommendations
E 1000 A Prophylaxis Guidelines are baseddspth
= 0 . and durationof neutropenia as risk of
’ infection is associated with both

0

rrrlrrrrriu |:: ] | | | | | ik ] |
S5-4-3-2-101234567 891011121314 W3 W4 W5 Wée W7 w8 M3 M4
Baseline Days Weeks Months

Taplitzet al, JCO 2018

¢ vdzh O] wS 02 @ S Nstained neutrophil recovery by day 14 (n = 37)
ELYUSN)YAGGSY & neuthpht Bcdue® GANC > 1500/pl) followed by'édp with an ANC < 1000/pl after d 21 (n = 78)
g1 LI I alAO¢ ' O2y(iAydz2dza ASOSNB ySdziNRLISYAlF 6! b/ § pnnkxf 0 x [mn

Rejeski et al, Subklewe; Blood 2021, Jain T. et al, Blood 2023



Grading Immune Effector Cell associaté¢dematotoxicity (ICAHT)

Early (day @ 30): based on Depth and Duration
Late (> day 30): based on Depth

Grading

Early ICAHTd@y 0-30)

' b/ X pnnkx]| <7days 7-14 days X mdays Neverabove500/uL

' b/ X MAankK x| C C X Tays X mdays

Late ICAHT (afteday +30)*

ANC XK Mpannkx[ X Mmannkik[ X pnnankx]| XK Mnnk x|

*measuredi@ time points,or non-transientneutropenia

Rejeski & Subklewe et al, Blood 2023



Early ICAH®BeverityacrossDiseaseEntities Grade II/1V in 15 28%of patients

(n=549,r/r LBCL;/r MCLt/r MM)

Early ICAHT Severity - All Patients

n=549

13%

1
2
m3
m4

0 10 20 30 40 50 60 70 80
Relative distribution of ICAHT grades (%)

Early ICAHT

Grades Grades
0 0
r/r LBCL 1 r/r MCL 1
n =334 2 . n=108 32% .2
m3 " m3
|4 \ S m4

LBCL: grade IlI/1V:
23%

MCL.: grade llI/IV:
28%

12% Early ICAHT

90

100

Early ICAHT
Grades
0
mi
2

22%

|3
W4

MM: grade IlI/IV:
15%

ICAHT Grade

Median Duration of Neutropenia
by ICAHT Grade

5 (5-8)
1= o
10 (2-10)

2= !H ]
18{17-22)

- H

LN N R B L NN N NN N NN NN BN NN DN N NN NN NN D (LN NN R NN LN BN NN R |
0 10 20 30 40 50 1]

Duration of Severe Neutropenia (ANC <500/ul, D0-60)

Rejesket al, Subklewe. Bloo#idvance024



CurrentGradingSystem: CTCAE

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Anemia > 10.0 g/dL > 8.0 g/dL = 8.'0 g_/dl__; trans Lifethreatening | Death
fusion indicated

Neutropenia > 1500/mn? > 1000/mn? > 500/mm? < 500/mm? N/A

Thrombocytopenia | > 75,000/mnd > 50,000/mnd > 25,000/mnd < 25,000/mnd N/A

Common Terminology Criterfiar Adverse Events (CTCAE) Version-3.0.



BispecificsassociatedHematotoxicy(CAVE CTCAlEading

Epcoritamab Glofitamab Mosunetuzumab  Teclistamab Talguetamab
(CD3xCD20)  (CD3xCD20) (CD3xCD20)  (CD3xBCMA) (CD3xGPRC5D
Patients R/R LBCL R/R LBCL R/R FL R/R MM R/R MM
Pat 157 154 90 165 143*/145**
Neutropenia 22% 38% 28% 71% 34%*/28%**
E**S ozl NB GI3 Y 15% 27% 26% 64% 31%*/22%**

*0,4mg/kg glwk, **0,8mg/kg q&vks *** basedonthe CTCAEriteraewhichdoesnot integratethe lenghtof neutropenig whichis commonlymuch
schortercomparedto CART



Protracted Lymphocyte anthhmunglobulineRecovery following antCD19 CAR T Cell

1 year 2 year
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Stock et al, 2024, DGHO 2024rawmision



Lymphocytes andmmunglobulineRecovery according to Disease Entity & CART Produc

CD4 Teells B cells

CD4 Teells Bcells

Stock et al, 2024, i DGHO 2084evision



