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Initial Therapy: ADC



POLARIX trial: Polatuzumab-R-CHP versus R-CHOP

Multicenter, double-blind, placebo-controlled phase III trial

Patients
» Previously untreated DLBCL

Characteristics Pola-R-CHP R-CHOP
Expanded population N=500 N=500

» Age 18-80 years

. IP| 2-5 Age, median (range) 65 (19-80) 65 (19-80)

« ECOG PS 0-2 Advanced stage, n (%) 447 (89) 444 (89)

R 1:1 IPI 3-5, n (%) 273 (62) 272 (62)

6 Cycles: :Dola-R-CHP 6 Cycles? R-CHOP HGBCL, NOS/DHL, n (%) 44 (9) 52 (10)
2 addit_iongl cycles of 2 addit_ione_ll cycles of gﬁf ITHL ;i Ef& ;g EZ;

rituximab J rituximab
Primary endpoint: Investigator-assessed PFS znotzﬁ)ylfogiifn’qer; (%) 26 (5) 19 (4)
ABC subtype, n (%) 131/377 (35) 143/390 (37)
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Morschhauser, et al. JCO 2025



Pola-R-CHP significantly improved PFS versus R-CHOP

100 4
80 -
S 60
oy
[T
™ 40 eventdree rate, % | Pri lysi
vent-free rate, rimary analysis + | s +
(95% CI) at 2 years* 3-year update’ | 5-year update
20 - Pola-R-CHP 76.7 (72.7-80.8) | 71.8 (67.1-76.5) | 64.9 (59.8-70.0)
R-CHOP 70.2 (65.8-74.6) | 64.1 (59.1-69.1) | 59.1 (54.0-64.3)
HR (95% ClI) 0.73 (0.57-0.95) | 0.76 (0.60-0.97) |0.77 (0.62-0.97)
0 Ll T T LI T T AL T

— Pola-R-CHP (n=440)
— R-CHOP (n=439)
+ Censored

65%

59%

0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months)
Patients remaining at risk
Pola-R-CHP 440 407 357 335 318 303 292 280 258 213 100 56 NE
R-CHOP 439 391 332 302 287 274 258 251 240 192 95 54 NE
100-\%\
82%
80 T e —— -
T
79.5%
. 604
9
7]
o
40
Event-free rate, % Prlmta;y anal¥sls 3-year update’ 5-year update*
at 2 years — Pola-R-CHP (n=440)
204 Pola-R-CHP 88.7 (85.7-91.7) | 85.6(82.3-88.9) | 82.3 (78.7-85.9) — R-CHOP (n=439)
R-CHOP 88.6 (85.6-91.6) | 85.6(82.2-88.9) | 79.5(75.7-83.4) + Censorad
b HR (95% Cl) 0.94 (0.65-1.37) | 0.94 (0.67-1.33) | 0.85(0.63-1.15)
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Patients remaining at risk

Pola-R-CHP 440 424 399
R-CHOP 439 415 403
_
i
—

Tilly, et al. NEJM 2021; Morschhauser, et al. JCO 2025

388 381

Time (months)

373 366 355

382 372 361 357 347

343 338
338 329

319 124 12 1 NE
311 128 13 1 NE

No significant increase in toxicity

Pola-R-CHP

Peripheral neuropathy™ 4
Nausea 1

Diarrhea 1
Neutropenia A
Anemia 4
Constipation 1
Fatigue 1

Alopecia 1
Decreased appetite 4
Pyrexia 1

Vomiting 1

Febrile neutropenia 1
Cough 1

Headache 1
Decreased weight 1
Asthenia 1
Dysgeusia 1

R-CHOP

Grade

11
2
3l
il

-100 -75

-50

*predominant benefit seen ABC, non-bulky and IPI 3-5 patients
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POLARIX: PFS subset analysis (exploratory)

PFS
o Pola-R-CHP R-CHOP
Baseline Risk Factor (n = 440) (n = 439) HR 95% Wald Pola-R-CHP R-CHOP
cl Better Better
No. 60-Month, % No. 60-Month, %
Al patients 440 64.9 439 59.1 078  0.62100.97 -
Age aroup. vears <65 225 69.6 219 64.3 080 057to1.11 —=!
ge group: v >65 215 60.0 220 54.5 078  0.58t01.06 =]
Age arouD 2. vears <60 140 67.6 131 69.2 096  0.62t01.49 —a
98 group 2 >60 300 63.6 308 55.8 072 05510093 -
Stratification — IPI 2 167 67.2 167 68.3 091  0.61t01.36 .
tratification - [Pl score 55 273 63.2 272 53.5 072 05510094 -
Stratification - bulky Absent 247 69.9 247 60.0 061  0.44100.83 - DLBCL, NOS, ABC, GCB 0.75 0.59 to 0.95
disease (27cm) Present 193 58.5 192 57.9 102 07310141 ——
NHL subtype HGBCL, NOS, DHL/THL 0.67  0.33to 1.37
Baseline LDH <1xULN 146 65.3 154 64.8 083  0.55t01.23 R (investigator) NOS 0.52 0.20to 1.37
1xULN . 3 0.77 . 01
>1x 291 64.3 284 55.7 05910 1.0 =] DHL/THL 0.84 0.29 to 2.44
Yes 76 53.3 72 44.2 075  0.47t01.20 — Other LBCL 1.86 0.69 to 5.04
Bone marrow involvement  No 342 67.3 349 63.2 0.80 0.61to 1.04 -
Indeterminate 1 70.0 11 51.9 0.44 0.10t0 1.85 «—— 318 0.89 to 11.42
DHL/THL+ . k o 11.
No. of extranodal sites 0-1 227 68.1 226 64.2 078 05610 1.09 -1 D_ouble—ftrlple— DHL/THL- 0.72 0.56 to 0.94
. >2 213 61.2 213 53.8 078  0.58t0 1.06 —=] hit lymphoma Unk 0.75 0.47 to 1.19
nknown - . .
DLBCL, NOS, ABC, GCB 373 65.7 367 58.8 075  059100.95 -
NHL subtype HGBCL, NOS, DHU/THL 43 66.0 50 57.6 067 033t0137 — |
(investigator) NOS 22 72.7 23 517 052 02010137 ———
DHL/THL 21 56.7 27 64.2 084  029t02.44 .
Other LBCL 24 49.7 22 703 186  0.691t05.04 [ S
) DHL/THL+ 26 48.8 19 83.0 318 0.89t0 11.42 +—
E_‘“I‘b""/:l”i"e‘ DHL/THL- 305 65.9 315 57.6 072 05610094 -
it lymphoma Unknown 109 65.5 105 62.0 075  0.47t01.19 —
GCB 187 65.9 170 65.8 107 07410156 ——
ABC 106 725 129 458 038 02410059 <«=—
NanoString COO
anostring UNC 44 55.2 53 70.8 160  0.791t03.25 -
Unknown 103 60.2 87 59.7 083 0510133 —
DEL 139 63.1 151 50.0 065  0.451t00.94 —a
Double expressor by IHC Non-DEL 223 66.6 215 64.7 0.89 0.64t0 1.24 ——
Unknown 78 63.7 73 635 084  0.48t01.47 —
PR ——

0.25
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Morschhauser, et al. JCO 2025




Relapsed/Refractory:
CAR T-cells



Lisocelarm 92 83 79 63 60 55 52 50 438 47 46 46 44 44 2 £ 41 7 2 [isocel

Liso-cel and Axi-cel are superior to chemotherapy as 224 line
therapy in primary refractory or early relapsed LBCL

Liso-cel vs. SOCin 2" line

Median PFS NR vs. 6.2 mos
HR 0.422 (0.279—0.639)

© 3y0s:62.8 % vs.51.8%

0 2 4 6 8 10 12 14
Time from randomization, mo

"] 3yPFS: 51% vs. 26%

Time from randomization, months
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Median OS NR vs. NR
HR 0.757 (0.481—1.191)

92 92 8 84 81 78 74 68 63 43 34 30 16 13 10 7

5 1
1 socC 92 88 81 79 74 66 62 60 58 41 30 21 15 12 10 5 3 1

Improved QOL for Liso-cel
over SOC by PRO

CRS
Any grade
Grade 3

Neurotoxicity
Any grade
Grade 3
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Abramson, et al. Proc EHA 2024

Toxicity | %

49
1

11
4

16 18 20 22 24 26 28 30 32 34 36

0
1

Median PFS 14.7 vs. 3.7 mos
HR 0.51 (0.38-0.67)
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Axi-cel vs. SOC in 2nd line

Median OS NR vs. 31.1 mos
HR 0.73 (0.54-0.98)

Median Progression-  Stratified Hazard  Progression-free
free Survival (85% CI) ot (95% €] Sunival Esimate Median Querall - Stratified Hazard - Stralified

( ) [ ) Over imate
1-¥e
0 WL monks
Aoicel  14.7 [5.4-435) 6 \ A (28.6-NE) I ) 76 &
sundudCare 3712853 O 5 on ox ow 5. Y Seendund Core: 311 {121-NE)
£ \\
Axicel
harel \—F\-i——-_,__,,_
a *W&W
+ —H—— iy [ Standard care
Standard care 6 o
10 . (y (y 2
4y PFS: 42% vs. 24% »| 4y OS: 55% vs. 46%
T S e A s s R A e
003 4 6 8 1012 W16 18 20 2 2 26 2 30 32 M 3 3 A0 42 M 6 48 S0 52 8 56 ———rr—rrrrrr-rrrr-r-rrr—-rr——rrr————r
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46

Menths

0 puieel 180 177 170 161 157 147 136 125 117 116 114 111 108 105 105 100 100 100 100 100 96 80 &7 S4 41 25 20 14 4 2 1 0
4 7 £ &7 85 83 81 79 73 73 63 8

Improved QOL for Axi-cel
over SOC by PRO

Toxicity | %

CRS

Westin, et al. NEJM 2023

Any grade
Grade 23 6

Neurotoxicity
Any grade
Grade 23



TRANSFORM Subset Analysis for EFS (ITT population)

Subgroup Stratified HR (95% CI) Events/patients (%) Events/patients (%) Stratified HR (95% CI)
SAAIPI: 0 or 14 —e—i 23/56 (41) 39/55 (71) 0.344 (0.205-0.579)
SAAIPI: 2 or 34 =i 21/36 (58) 32/37 (86) 0.372 (0.212-0.653)
Prior response status: refractory- —e— 37/67 (55) 57/70 (81) 0.371 (0.244-0.565)
Prior response status: relapse to last prior therapy - —e— 7125 (28) 14/22 (64) 0.294 (0.117-0.739)
Age group, years: <651 —e— 23/56 (41) 51/67 (76) 0.314 (0.189-0.523)
Age group, years: 265 to =151 e 21/36 (58) 18/23 (78) 0.266 (0.120-0.586)
Sex: male —e— 23/44 (52) 47/61 (77) 0.372 (0.222-0.622)
Sex: female- —e—i 21/48 (44) 24/31 (77) 0.354 (0.194-0.643)
ECOG PS (at screening): 0 —e— 20/48 (42) 40/57 (70) 0.392 (0.226-0.678)
ECOG PS (at screening): 1+ —e—i 24/44 (55) 31/35 (89) 0.251 (0.142-0.444)
SPD: >50 cm’{ | . ' 3/10 (30) 9/10 (90) 0.104 (0.013-0.848)
SPD: <50 cm’ —e— 38/77 (49) 59/76 (78) 0.378 (0.250-0.572)
Lactate dehydrogenase: <500 unit/L+ —e— 38/79 (48) 60/81 (74) 0.377 (0.249-0.569)
Lactate dehydrogenase: 2500 unit/L A I & 5/10 (50) 11/11 (100) 0.266 (0.071-0.995)
Prior CT response status: chemorefractory (PD, SD)+ —e— 18/26 (69) 17/18 (94) 0.291 (0.141-0.602)
Prior CT response status: chemosensitive (PR, CR)A —e— : 26/66 (39) 54/74 (73) 0.334 (0.208-0.537)
N H [vpe: DL - 2 N /4 4 o O & N 4100 0N
18/22 (82 18/21 (86 0.456 (0.226—0.921
PLBCL subtype: DLECL NOS de novo e 23/53 (43) 39/50 (78) 0.347 (0.202-0.594)
DLBCL subtype: DLBCL transformed from indolent NHL - ' @ — 2/7 (29) 7/8 (87.5) 0.179 (0.021-1.507)
DLBCL subtype based on cell of origin: GCB+ —e—i 27/45 (60) 32/40 (80) 0.354 (0.205-0.609)
DLBCL subtype based on cell of origin: ABC, non-GCB+ —— 10/21 (48) 26/29 (90) 0.357 (0.167-0.764)

003125 0125 05 1 2 4 8
Favors liso-cel Favors SOC

Abramson, et al. Blood 2023.



TRANSFORM PFS by LBCL type (ITT set)

DLBCL HGBCL PMBCL
Liso-cel arm SOCarm Liso-cel arm SOC arm Liso-cel arm SOCarm
(n = 60) (n = 58) (n=22) (n=21) (n=8) (n=9)
Median (95% Cl)? NR 6.0 Median (95% CI) 5.8 4.3 Median (95% Cl)? NR NR
PFS, mo (NR—NR) (2.9—8.6) PFS, mo (4.3—14.8) (1.4—6.5) PFS, mo (11.0—NR) (1.0—NR)
HR (95% Cl)° 0.306 (0.175—0.537) HR (95% Cl)° 0.659 (0.293—1.485) HR (95% Cl)P 0.311 (0.031—3.165)
100 100+ J
100
90 - 90- 90- 18-mo rate (95% Cl)¢
80 80 80-
70 - 18-m: rate (95% Cl)© 70 70
s 60° 64.3% (51.7—76.9) - 60 s 607
v 50 ~ 50+ v 50+
L o 18-mo rate (95% CI)c i
& 40- o 40- ( ) & 40-
30 30- 25.6% (6.3—44.8) 30-
: it 4
20 ! 23.1% (10.5—35.7) 20- - | — 20-
10 - E 10- 18.5% (0.0—41.3) E —1 10-
0 - + Censored E 0_ + Censored i 0- Tcelnsc?redl T T T T T : T T T T T T T T
0 2 46 810121416 18 20 22 24 26 28 30 32 34 0 2 4 6 8 10 12 14 16 18 20 22 24 0 2 4 6 8 10121416 18 20 22 24 26 28 30 32 34
. Time from randomization, mo . Time from randomization, mo . Time from randomization, mo
No. at risk No. at risk No. at risk
Liso-cel 60 58 51 45 42 3837 3432171513 4 2 2 2 2 O Liso-cel 222018 8 8 8 7 6 5 3 1 0
SOC 58 443023191412 1212 7 7 7 3 2 2 2 2 O soc 2113 6 4 2 2 2 2 2 2 2 2 O

* Many patients were censored for PFS, and analyses were limited by small numbers in the HGBCL and PMBCL subgroups

)
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Makita S, et al. JSH 2023.



ZUMA-7 Subset Analysis for EFS

Hazard Ratio for Event or Death

ge-ce ansiorm on Irom Io mpnom 0 () 0 —()

Subgroup Axi-cel  Standard Care (95% Cl)
no. of patients with eventtotal no.

Overall 108/180 144/179 ot | 0.40 (0.31-0.51)
Age !

<65 yr 81/129 96/121 —o— i 0.49 (0.36-0.67)

265 yr 27/51 48/58 ——i : 0.28 (0.16-0.46)
Response to first-line therapy at randomization i

Primary refractory disease 85/133 106/131 o | 0.43 (0.32-0.57)

Relapse <12 mo after initiation or completion 23/47 38/48 —e—i i 0.34 (0.20-0.58)

of first-line therapy :

Second-line age-adjusted IPI !

Oorl 54/98 73/100 o | 0.41 (0.28-0.58)

2o0r3 54/82 71/79 —e— | 0.39 (0.27-0.56)
Prognostic marker according to central laboratory i

HGBL, double- or triple-hit 15/31 21/25 —— | 0.28 (0.14-0.59)

Double-expressor lymphoma 35/57 50/62 —e— i 0.42 (0.27-0.67)
Molecular subgroup according to central laboratory !

Germinal center B-cell-like 64/109 80/99 o i 0.41 (0.29-0.57)

Activated B-cell-like 11/16 9/9 ; ® | 0.18 (0.05-0.72)

Unclassified 8/17 12/14 E —
Disease type according to investigator d

DLBCL, not otherwise specified 68/110 97/116 = i 0.37 (0.27-0.52)

= d i d d 4 ! .

Disease type according to central laboratory |

DLBCL 9/126 9 0 o | 0,44 (0.32—0.60
I

HGBL, including rearrangement of MYC with BCL2 or BCL6 or both  15/31

0.28 (0.14-0.59)
01 02 05 1.0 20 5.0

-

o
o
=

3
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Axi-cel Better Standard Care Better
Locke, et al. NEJM 2021



CAR T-cells can CURE Large B-cell Lymphomas as 3™ line or
later therapy: 5-year Follow up From ZUMA-1 and TRANSCEND

DSS for Liso-cel DSS for Axi-cel
100 R
X °\.1oo-
g % 2
o > 80
e
5
o o0 n
Z O 60+
= =
‘S 40 8
B o 40 +
o 20 <@
a )
4 201
. o
] B. )
o{ >-year DSS: 52% 3 5-year DSS: 51%
I I I I I I I I I I I I I I I I Q D-II T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
. : . : Months
Time after liso-cel infusion, months No.atrisk 101 ©3 74 61 54 53 51 50 50 47 47 46 44 42 41 41
Total 257 190 146 132 111 83 77 76 70 65 51 35 23 8 6 O (eensored)  (0) (3 6 @ @ @ @ @ (O @0 (10 (10 (12 (13 (@14 (14

Liso-cel durable efficacy Axi-cel durable efficacy

Overall response 73% Overall response 74%
Complete response 53% Complete response 54%
Median DOCR NR at 5y Median DOCR 62 m
Median PFS 7m Median PFS 6m
l_ﬁ_l Median OS 28 m Median OS 26 m

Abramson JS, et al. Proc ASH 2024.; Neelapu, et al. Blood 2023. Direct comparison is not possible as these are clinical trials with different backgrounds



TRANSCEND: No difference between HGBCL and DLBCL

Objective response
Evaluable Patients with Objective response § = HGBCL (median 5-0 months, 95% C| 2-9-NR)
patients (n) objective response (n) rate (95% Cl) £ 100+ Sy g\%écﬂmL (m’a&"m’”‘é": }:IBE%E!)MR)
Dose level . Z —— tiNHL (median 2'9 months, 95% CI 1-3-NR)
DL1 40 27 - e 675 (509-81.4) T 80- - DLBCL {median 3-0 months, 95% (5;-2 M.J)ed
DL2 169 125 —— 74.0 (667-80.4) = Conea
DL3 41 30 —_— 732 (57-1-85-8) o 604
Age, years H Q
265 108 82 R 759 (66:7-836) 8
<65 148 104 — 703 (622-77:5) w 40+
Sex S
Male 169 125 —— 740 (66-7-80-4) ® 20
o “ -3
NHL histology e
DLBCLNOS 679 (59-2-75.8) g’ 0-
HGBCL : 758 (57.7-88.9) a T T T T T T T T T T T
Transformed iNHL 18 11 : 611 (35-7-827) 0 3 6 9 12 15 18 21 24 27 30
PMBCL 14 11 ; 78.6 (49-2-95-3) Number at risk Months
Bridging therapy
- e 2R EEETEERE
No 106 85 —— 802(71:3-873) PMBCL 14 7 7 7 5 0
SPD™ : tNHL 18 7 5 3 3 1 1 1 1 0
=50 cm 70 43 —_— 61-4(45.0-72:8) DLBCLNOS 131 56 40 36 29 21 13 8 4 1 0
<50 cm? 177 136 — 76-8 (69-9-82-8)
C-reactive proteint
>20 mg/L 146 101 — 69-2 (61-0-765)
<20 mg/L 109 84 —:—C— 771 (68-0-84-6) ~——— HGBCL (median NR months, 95% CI 6'5~-NR) ——— tiINHL (median 6-5 months, 95% CI 3-7-NR)
Responseto last therapy# i ~—— {FL (median NR months, 95% CI 21-1-NR) ~——— DLBCL (median 12-7 months, 95% CI 9-0-21-1)
Refractory 203 141 —o—-— 695 (62:6-757) ~— PMBCL (median NR months, 95% CI 12:1-NR) ——— FL3B (median NR months, 85% CI NR-NR)
Relapsed 53 45 — 84.9 (72-4-933) 9 + Censored
Chemotherapy response . e 1004
Refractory 171 120 — 702 (62.7-76.9) [
Sensitive 85 66 ——-— 77-6 (67-3-86.0) S 80
HSCT : =
Yes 87 68  — 78:2 (68.0-86.3) .
No 169 118 —— 698 (62:3-76.6) T 901 + P =: e
Lactate dehydrogenase . [ e
2500 UL 57 36 —_— 632 (49:3-756) 3 40 i,
<500 U/L 199 150 — 754 (68-8-812) S i
Secondary CNS lymphoma
Yes 6 3 : 500 (11-8-88:2) g 20+
No 250 183 — 732 (67-3-78-6) -g
Comorbidities§ . ¥ 0-
Yes 60 45 —— 750 (62:1-853) E . . . . ;
No 196 141 — 71.9 (65-1-78-1)
Overall 256 186 — 727 (66-8-78.0) 0 10 20 30 40
T T T T T T T T T T 1 Number at risk Months
¢ 10 20 30 40 50 60 70 B0 90 100 HGBLC 33 25 23 17 15 12 10 7 5 4 3 1 0
Responders (%) tFL 57 52 48 41 20 23 17 13 9 & 3 2 1 0
—_ PMBCL 14 14 12 12 8 1 1 0
m tiNHL 15 98 4 5 5 2 1 1 1 0
; DLBCLNOS 131 114 92 71 51 35 22 15 11 7 7 5 4 0
— FL3B 3 2 2 1 1 1 1 1 1 1 1 1 1 1

Abramson JS, et al. Lancet 2000.



Real World Data from US Consortium: No impact of DHL

Characteristics DHL
N=80

1.0- 2 — DHL-NR
Age, median 58 . o.s-: . — DHL, 7.5 mon — Other-20.3 mon
o g , —~~ non-DHL, 6.2 mon E s
Advanced stage, n (%) 68 (90) - - =
a . 8 06
IPI 4-5, n (%) 12 (21) % o M 8
o o 04
Elevated LDH, n (%) 41 (80) N 2
X 0.2
2" line CAR, n (%) 16 (20) i e e
. 70 L L R R R B R 0.0 | p=0.
ithi 0 0 90 180 270 360 450 540 630 720
R/R within 12mo, n (%) >9(75) .. Time from CAR-T infusion (days) Bi AN o MW DL e o
i No.aldsk o.atrisk  Time from CAR-T infusion (d
Axi-cel, n (%) 55 (68) Sk . 31 " - N D_H_Ik_so ime 4|'Bom il in usuonzg ays) -
Liso-cel, n (%) 5(6) Non-DHL 328 152 114 79 51 Non-DHL 328 217 156 95 62
Tisa-cel, n (%) 21 (26)

\

Karmali, et al. Blood Ca J. 2025.



Real World Data from DESCAR-T: No impact of HGBCL

Characteristics

Age, median

Advanced stage, n (%)
aalPl >1, n (%)

Elevated LDH, n (%)
DHL/THL, n (%)

Prior lines, median (range)
R/R within 12mo, n (%)

Axi-cel, n (%)
Tisa-cel, n (%)

)

\

Phina-Ziebin, et al. Blood Adv. 2025.

62
63 (86)
45 (62)
52 (71)
42 (58)
2 (2-7)
59 (75)

37 (62)
23 (38)

PFS since infusion - HGBL vs Non HGBL
With Number of Subjects at Risk and 85% Confidence Limits

1.0 4
AI I + Censored
Logrank P=.1030
0.8 =
=
= 06
=
e
(=N
— 0.4 4
s
£
=
“ 0.2 -
0.0
HGBL| 60 19 12 8 4 1 0
Non HGBL |_185 48 36 29 18 6 3 0
T T T T T T T T
] 6 12 18 24 30 36 42
PFS since 1st administration (months)
No. of Subjects  Event Censored Median Survival (95%CL)
HGBL 60 68.3 % (41) 31.7 % (19) 3.2(2.8;8)
Non HGBL 135 59.3 % (80) 40.7 % (55) 45(3.1;8.7)
—— HGBL Non HGBL
PFS since infusion - HGBL vs Non HGBL (subgroup
. treated with axicabtagene ciloleucel, n = 127)
Ax| With Number of Subjects at Risk and 85% Confidence Limits
1.0 =
+ Censored
On Iy Logrank P=.6884
0.8
g 0.6
=
3
e
= 04 1
2
£
=3
“ 0.2 -
0.0
HGBL| a7 15 8 [ 3 0
Non HGBL |__80 31 23 19 12 5 3 0
T T T T T T T T
0 6 12 18 24 30 36 42
PFS since 1st administration (months)
No. of Subjects Event Censored Median Survival (95%CL)
HGBL 37 59..5 % (22) 40.5 % (15} 8 (3.1;18.1)
Non HGBL 80 54.4 % (49) 45.6 % (41) 49(3.1;16.4)
—— HGBL Non HGBL

OS since infusion - HGBL vs Non HGBL
With Number of Subjects at Risk and 95% Confidence Limits

1.0 4
+ Censored
Logrank P=.2143
0.8
==
=
= 06 A
[:=}
=
e
=
— 0.4 4
S
£
=
< 0.2 ~
0.0
HGBL | 60 30 19 12 7 4 0
Non HGBL | 135 80 48 39 22 9 6 1 1 0
T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
0S since 1st administration (months)
No. of Subjects Event Censored Median Survival (95%C
HGBL 60 51.7 % (31) 48.3 % (29) 15.4 (5.6 ; 32.4)

Non HGBL 135 44.4 % (680) 55.6 % (75) 18.3 (8.5 ; NA)

OS since infusion - HGBL vs Non HGBL (subgroup

treated with axicabtagene ciloleucel, n=127)
With Number of Subjects at Risk and 95% Confidence Limits

1.0 4
+ Censored
Logrank P=.7355
0.8 -
=
s 06
e
=
E 04 1
£
a
0.2 1
0.0 +
HGBL | a7 21 14 9 5 2 0
Non HGBL |_90 52 29 24 16 8 6 1 1 0
T T T L] L] L] L] L] L] L]
0 6 12 18 24 30 36 42 48 54
08 since 1st administration (months)
No. of Subjects  Event Censored Median Survival (95%CL)
HGBL 37 40.5 % (15) 59.5 % (22) 16.2 (8.9 ; NA)
Non HGBL 90 35.6 % (32) 64.4 % (58) Notreached (9 ; NA)
— HGBL Non HGBL




Real World Data from the Most Important Analysis (Italia!)

1.0 4
PFS g 82- - Non-weighted log-rank test P-value: .2772
S o7 Log-rank test P-value: .6231 Eo Weighted log-rank test Pvalue: 6197
S 0.6 z 0
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0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
DHL-BCL2 , N (%) 50 (64) Time (months) Time (months)

_ 0 — 50(0) 20(5) 12(8) 8(12) 6 (14) 3(17) 1 (19) 0 (20) 0 (20) 78 29 17 12 7 3 1 0 0
DLBCL-BCLS6, n (%) 5(6) 28(0) 9 5() 46 1100 0(10) 010 0(10) 0 (0] @ @ 03 (9 @ @) e 6 @
HGBCL NOS, N (%) 23 (30) _ (00 (21) (54) (84) (102) (121) (126) (135) (137)
Elevated LDH, n (%) 18 (23) 90 (26) Os 97 1o -

08 . 0.9 + D Non-weighted log-rank test P-value: .0036
1_2 prior Iines’ n (%) 56 (72) 232 (66) S 0.7 - Log-rank test P-value: .6993 = 8?: - Weighted log-rank test P-value: .0343
g 0.6 = 0.6 4
2 05 2 05
Refractory, n (%) 60 (77) 246 (69) T 04+ Toal W T T
S 0.3 4 S 0.3
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’ 0O 6 12 18 24 30 36 42 48 o & 12 'BT. 2: th3)° 36 42 48
ime (months
Time (months)
78 40 27 17 11 3 1 0 0
— 50(0) 26 (4) 17 (7) 10 (11) 7 (14) 3 (18) 1 (20) 0 (21) 0 (21) T (0 (8 (18) (18) (24) (32) (34) (35) (35)
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Dodero, et al. Blood Adv. 2025.



Relapsed/Refractory:
Bispecific antibodies +/- ADCs



Anti-CD20/CD3 Bispecific antibodies for 37 line+ LBCL

Glofitamab Epcoritamab Odronextamab
Fixed duration IV therapy for 12 cycles Continuous SC therapy Continuous IV therapy
Median age (range) 66 (21-90) Median age (range) 64 (20-83) Median age (range) 67 (24-88)
Median prior tx (range) 3(2-7) Median prior tx (range) 3(2-11) Median prior tx (range) 2 (2-8)
Prior ASCT 28 (18%) Prior ASCT 31 (20%) Prior ASCT 16%
Prior CAR 51 (33%) Prior CAR 61 (39%) Double/triple hit 20%
Refractory to last tx 132 (86%) Refractory to last tx 130 (83%) Refractory to last tx 86%
Best response Best response Best response
ORR: 52% ORR: 63% ORR: 52%
CRR: 39% CRR: 39% CRR: 32%
Median DoR: 18.4 mo Median DoR: 12.0 mo Median DoR: 10.0 mo
Median PFS: 4.9 mo Median PFS: 4.4 mo Median PFS: 4.4 mo
CRS 63% (gr=3, 4%) CRS 50% (gr=3, 2.5%) CRS 55% (gr=3, 4%)
11 HGBCL 9 HGBCL, 13 DHL 11 DHL

)

2 PR,no CR “consistent with DLBCL” Response NR

\

Dickinson. et al. NEJM 2022 Thieblemont. et al. JCO 2023: Avvappan. et al. Proc ASH 2023



Bispecifics in LBCL: Real World Data

PFS
CR rate

Glofit 30%
Epco 23%

oS

=)

\

Brooks. et al. Blood 2025.

By Product
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Glofitamab-Polatuzumab in Relapsed/Refractory LBCL subsets

100.0
o0 100
90 >
f: 80 -
807 S
o S~
70_ - -~ 60 n
= 60- »w D
[44] et} i
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S » .2 ——— DLBCL (n = 57)
o < n=
n i xI
g 40 >' = HGBCL (n = 44)
30 = 20 { = PMBCL (n = 2)
- trFL (n = 26)
20 + Censored
0 1 1 1 ] 1 T ] 1 ] ] 1 ] 1 1 ] ] 1
10 H
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 b1
O_
All Patients (N = 129 DLBCL (n =57 HGBCL (n = 44 trFL (n = 26 PMBCL (n=2
atients ( ) (n=57) e .Pén ) rFL (n = 26) (n=2) Time (months)
Number at risk
DLBCL b7 45 33 26 23 20 19 18 17 15 12 b 4 2 1 1 1 1
HGBCL 44 33 26 23 17 14 7 4 4 3 3 2 2 NE NE NE NE NE
PMBCL 2 2 2 2 2 2 2 2 2 2 NE NE NE NE NE NE NE NE
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Hutchines. et al. JCO 2025



Mosun-Pola in LBCL: SUNMO trial

100 A —— Mosun-Pola {n = 138)
=== R-GemOx (n = 70)
a0 4 + Censored
= 60
e
o 40
20 H ..
T e e ) S
04 :
T T T T T T T T T T T
0 3 6 ] 12 15 18 21 24 27 30

Time Since Random Assignment (months)

Number at risk (censored)

Mosun-Pola 138(0) 108(6) 65(17) 54(24) 49(24) 40(28) 34(30) 20(43) 8(54) 5(57) NE
R-GemOx 70 (0) 33(14) 9(22) 6 (23) 5 (23) 4(23) 4(23) 3(23) 1(25) NE NE
100 + —— Mosun-Pola (n = 138)
=-=R-GemOx (n =70)
80 ) + Censored
B‘_é' 60 4
[72] —
o 40 Mo P
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MNumber at risk (censored)

Mosun-Pola 138 (0) 122(5) 113(6) 93(11) 75(13) 65(17) 55(20) 50(22) 24(48) 5(66) 3(68) NE
R-GemOx 70(0) 58(6) 46(8) 40(9) 32(9) 270100 24(11) 19(15) 11(22) 3(30) NE NE
—
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—

Budde. et al. JCO 2025

Mosun-Pola (n = 138)

R-GemOx (n = 70)

Mosun-Pola Better R-GemOx Better

Baseline risk factors Total No. No. Events pegian No. Events pesian HR 95% CI
(months) (months)
All patients 208 138 76 11.5 70 45 3.8 041 (0.28to 0.61)°
Age group (years)
<65 122 84 46 11.5 38 25 35 0.39 (0.23to 0.64)
>65 86 54 30 13.1 32 20 4.0 0.47 (0.27 to 0.84)
No. of previous lines of therapy
1 91 61 32 14.5 30 22 3.6 0.38 (0.22to 0.67)
>2 117 77 44 8.6 40 23 3.9 0.49 (0.29 to 0.82)
Status of last previous therapy
Refractory 145 97 63 55 48 36 26 0.39 (0.26 to 0.60)
Relapse 63 41 13 NE 22 9 11.3 0.37 (0.16 to 0.88)
Status of first previous therapy
Refractory 121 79 54 4.2 42 31 2.6 0.46  (0.29 t0 0.72)
o= “ 29 29 o 'u 14 I~ nmnvn\
163 109 58 11.5 54 34 35 0.38  (0.24 to 0.59)
40 26 18 9.7 14 9 4.0 0.78 (0.35to 1.77)
5 3 0 NE 2 2 12.0 <0.01  (0.00 to NE) «
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Conclusions
* New therapeutic approaches are making an impact for patients with HGBCL/DHL

 DHL patients still in need of improved outcomes. Combination strategies warrant ongoing
evaluation.

* HGBCL NOS likely no different from DLBCL NOS
* We still need more data for bispecific monotherapy in HGBCL/DHL

* CAR, bispecifics and ADCs should be offered at standard therapy to patients with HGBCL and
DHL

=)

\



Thank you for your attention!

jabramson@mgh.harvard.edu
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