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Large B-cell lymphoma
Diagnosis and Risk Stratification

High-grade B-cell lymphoma with Diffuse large B-cell lymphoma, NOS Other large B-cell lymphoma
MYC and BCL2 rearrangements
(High-grade B-cell lymphoma, NOS) Consider alternative treatments

Consider intensive therapy
e.g., DA-EPOCH-R, BURKIMAB

Advanced-Stage
Limited-Stage | |

R-CHOP +/- XRT: IPI O0-1 IPI 2-5

R-CHOP x 6 Pola-R-CHP x 6

4 cycles of R-CHOP (bulk < 7,5 cm, aalPI=0
4-6 cycles of R-CHOP + PET guided XRT

High CNS risk: 2-3 HDMTX at the end

Adapted from: Laurie H. Sehn and Gilles Salles. N Engl J Med. 2021, Tavakkoli M and Barta S. Am J Hematol. 2023



High grade B cell ymphoma classification

Double-hit
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HGBL with MYC and BCL2 rearrangement
Distinct biclogy GC phenctype

Inferior prognosis
Benefit from intensification

HGEL with MYC, BCL2 and BCLé rearrangement
(triple hit)
Consider with HGBL with MYC and BCL2 (the

oncogenic drivers)

Dark zone signature
Transcriptional defined
Derived from double hit/molecular high-grade
signature

Highly proliferative tumours.
Phenotypic similarities to centroblasts of GC dark
zone

Inferior prognosis
Include HGBL with MYC and BCL2 rearrangement

HGEL with MYC and BCL& rearrangement
No commeonality of biclogy

Prognosis uncertain, ?role of intensification

Provisional diagnostic entity [ICC] or
DLBC (NOS)/HGBL (NOS) [WHO HAEMS]

HGEBEL (NOS)

Diagnosis of exclusions

Variable morphology. May harbor single MYC
rearrangement

No clear shared biology, most GC

? Prognosis

? Benefit from intensification

Double expressers
Myc and Bcl2 protein expression. Non-GC phenctype
Biomarkers but not categorical entity.
Deprioritized in new classifications

HGBL/LBCL with 11¢q aberration

Range of morphological presentations
MYC-R absent
Best therapeutic approach uncertain

Andrew J. Davies. Blood (2024) 144 (25): 2583-2592.




Clinical outcomes in DLBCL with or without double/triple-hit
sbalyss from the Flatiron Health registry

A Strata == DHL/THL =+ Not DHL/THL B Strata == DHL/THL == Not DHL/THL
N total | N events | Estimate (95% Cl) ] N total | N events | Estimate (95% ClI)
1.001 DHL/THL 304 127 41.8 (24.4 - NA) 1 DHUTHL 304 174 11.4 (8.3 - 20.0)
Not DHL/THL | 3,504 | 1,075 | 91.0(85.0-99.1) = Not DHL/THL | 3,504 | 1,562 | 53.2(48.5- 58.6)
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N total | N events | Estimate (95% CI) ' Ntotal | N events | Estimate (95% Cl)
1.00+ R-CHOP 97 53 20.2 (14.8 - NA) 1.00 R-CHOP 2,629 734 |96.3(87.2-102.9)
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Goyal G, et al. Haematologica 2023.



Limited-stage aggressive large B-cell lymphoma with high-risk
tytegenediasing intensive immunochemotherapy
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Torka P. et al.Blood Advances 2020



R-CHOP can be safely de-escalated in favourable limited stage
DLBCL

Cumulativeincidence of relapse

0309 — ¢xR-CHOP(n=271)
— 4x R-CHOP plus 2x rituximab (n=267)
FLYER study: four cycles of R-CHOP followed 0.25 =
by two cycles of rituximab versus six cycles of §
R-CHOP 5 0207
(&)
c
Patients were aged 18-60 years 2 0754
Patients had no risk factors according to §
age-adjusted IPI (0 points) and did not have E 0107
bulky disease © '
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Poeschel V, et al. Lancet 2019




There have been many attempts to improve on R-CHOP for 1L

D L B A Randomized, Controlled Trials for Previously Untreated DLBCL
2002: R-CHOP superior 2022: Pola-R-CHP
to CHOP superior to R-CHOP
R-CHOP I 399 Patients GELA LNH-98.5
R-CHOP+RTX maintenance |GG 632 Patients NCT00003150
R-CHOP+ASCT [ 397 Patients NCT00004031
R-mini-CEOP [ 224 Patients NCT01148446
R-CHOP-14 I 602 Patients NCT00144755
R-CHOP-14 [ 1080 Patients NO0016185981
R-CHOP+ASCT I 249 Patients NCT00355199
Dose-adjusted EPOCH-R NG 524 Patients NCT00118209
R-CHOP+enzastaurin maintenance |G 758 Patients NCT00332202
P Value R-CHOP+RTX maintenance NG 623 Patients NCTO0400478
<0.05 R-CHOP+bevacizumab [N 737 Patients NCT00486759~
R-CHOP +everolimus maintenance NG 742 Patients NCTO0790036
R-CHOP+lenalidomide maintenance NG 650 Patients NCT01122472-
R-CHOP+bortezomib [ 1132 Patients NCT01324596—
G-CHOP [ 1418 Patients NCT01287741
>020 R-CHOP+ibritumomab tiuxetan [l 81 Patients NCT01510184—
RTX+chemotherapy vs. obinutuzumab+chemotherapy [ 670 Patients NCT01659099-
R-CHOP+ibrutinib [ 238 Patients  NCT01855750
R-CHOP+lenalidomide [ 570 Patients NCT02285062
Pola-R-CHP [ 879 Patients  POLAR|Y -
| I |
1995 2000 2005 2010 2015 2020 2025 05000 10,00015,000
Cumulative No. of
Patients Enrolled

1. Palmer AC, Kurtz DM, Alizadeh AA. N Engl J Med. 2023; 389(8):764-766.



Improved outcomes in 1L DLBCL with Pola-R-CHP

POLARIX trial
PFS oS
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In the primary analysis, Pola-R-CHP significantly improved PFS and demonstrated a 27% reduction in the relative risk of
disease progression, relapse, or death versus R-CHOP

1. H. Tilly, F. Morschhauser, L.H. Sehn, et al. N Engl J Med 2022,386:351-63



Cell-of-Origin Subtypes and Therapeutic benefit from Polatuzumab

Vedotin

Cell of Origin and Response to Polatuzumab Vedotin in DLBCL
Type Sites

Pfeifer et al.

(2015) Phase 1  US/CA/EU

Segman et al. PostMktg Israel

(20719 [
Morschhauser
et al. (2019) | ———— — Phase2  US/CA/EU

Tsai et al. PostMktg Taiwan

(2020 [ o o o o e
Terui et al.
(2021 Phase2  Japan

Combined

Trials 7P<0.001

Probability
Density
0 25 50 75 100

Percentage of Patients with a Response

Cell of Origin and Response to Polatuzumab Vedotin Combined
with Rituximab
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1. Palmer AC, Kurtz DM, Alizadeh AA. N Engl J Med. 2023; 389(8):764-766.




Prior Paradigm for R/R LBCL: Chemotherapy Followed by HDT-
ASCT

300 Patients
With DLBCL

200 Cured With
R-CHOP

100 With R/R
DLBCL

50 Transplant 50 Transplant
For nearly 30 years, treatment for patients with |ne|igig|e 0':"\" 10% of
refractory or relapsed Diffuse Large B-cell 1 Pat'e"tf’ Cured
Lymphoma in the second-line curative setting was Death From 25 Respond to | — With
chemotherapy followed by HDT-ASCT. Lymphoma Salvage CIT and Chemotherapy
Proceed to Followed by
Most patients could not receive HDT-ASCT, and ASCT HDT-ASCT

their prognosis was poor.

10 Patients
Cured

Figure adapted from Friedberg JW. Hematology Am Soc Hematol Educ Program. 2011.




Axi-cel: ZUMA-1 Phase Il study

/ ) \ Key AEs,
. o PFS
Eligibility criteria any Gr (2Gr3)?!
Histologically confirmed LBCL (including 100
DLBCL, PMBCL and trFL) i 93%
: 80 (11%)
Refractory disease or relapse after ASCT 9 °
ECOG PSOor 1 @ 607
N=111)12 S Neurologic 67%
(N=111) 2 407 . AEs (32%)
o
207 Median PFs (95% Cl), months Cvtopenias 93%
AXi-CEI O 5l.9 (3;3_1?.0) L] | | | | | | | | | | | | | y p (86%)
Fludarabine 30mg/m? plus 2 x 10° CAR T-cells/ 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64
cyclophosphamide 500mg/m? kg body weight Time (months) )
| | | | No.atrisk 101 58 46 44 40 39 39 39 38 35 35 33 31 27 24 11 O Infections  (28%)

Vcensor‘?d) © @ @1 @O @O @ @O @ @ @O @1 2 6) 7 (9 (22) (32)J

ORR:2 Median PFS:2 5.9 mo
83% Median 0S:2 25.8 mo

1. Locke FL, et al. Lancet Oncol 2019;20:31-4; 2. Neelapu S, et al. Blood 2023;141:2307-15




Tisa-cel: JULIET Phase |l study

Eligibility criteria \
Histologically confirmed LBCL PFS?2 sz ?:é’ 3)
an r(z2
trFL, HGBCL with MYC and BCL2 and/or 100 y f
BCL6 rearrangements also eligible 579%
Refractory disease or relapse after ASCT q 80 (23%)
ECOG PSO or 1 w607
(N=115) 'f,_:, ] Neurologic 20%
E 40 AEs (11%)
201 Median PFS (95% Cl), months 45%
14 to 5 days prior to D1 0 2.9(2.3-5.2) Cytopenias (34;)
AT ETEL 10 AT e 17 UEERCE 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 .
cyclophosphamide 250mg/m? 5x 108 Ti ( ths)
OR bendamustine 90mg/m? CAR T-cells Ime (months . 37%
I I | | No.atrisk 115 47 38 36 31 31 30 26 24 21 21 21 11 2 1 © Infections (19%)

_ \ (censored) (0) (11) (13) (14) (16) (16) (17) (19) (21) (24) (24) (24) (33) (42) (43) (44)J

Median PFS: 2.9 mo
Median 0OS: 11.1 mo

1. Schuster SJ, et al. Lancet Oncol 2021;22:1403-15.




Liso-cel: TRANSCEND Phase | study

Eligibility criteria
PET-positive DLBCL (de novo or

transformed), HGBCL with MYC and BCL2
and/or BCL6 rearrangements), PMBCL or FL

Gr3b
Refractory disease or relapse after ASCT
(22 prior lines of therapy)

(N=270)

Liso-cel
Fludarabine 30mg/m? plus 50 x 106, 100 x 10° or
cyclophosphamide 300mg/m? 150 x 108 CAR T-cells

' ' | 2

2—7 days

PFS!

Median PFS (95% Cl), months
6.8 (3.3—14.1)
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s 60"
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S 40"
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20"
0
0

\ No. at risk 256

3 6 9 12

15 18 21 24

Time (months)

133 100 87 65

47 33 23 14

Median PFS:2* 6.8 mo

Median 0S:2* 27.3 mo

Key AEs,
any Gr (2Gr3)?!

42%
(2%)

CRSt

Neurologic 30%
AEs (10%)

Cytopenias  (37%)

41%?

Infections (12%)

1. Abramson JS, et al. Lancet 2020;396:839-52; 2. Abramson JS, et al. Blood 2024;143:404-16




Phase lll studies of anti-CD19 CAR T-cells in 2L LBCL

ZUMA-71 TRANSFORM3

Patients N=359 Patients N=184
Vv*“R/R LBCL after <12 months of adequate 1L chemotherapy V" “R/R LBCL after €12 months of adequate 1L chemotherapy
v/ ECOGPSOor1 v/ ECOGPS<1
X Prior SCT, prior CD19-targeted therapy? X Prior SCT, prior CD19-targeted therapy*

I 3 cycles I
Primary endpoint:2 EFST Primary endpoint:* EFS$

Secondary endpoints:? response, OS Secondary endpoints:* CR, PFS, OS

2-3 cycles

Axi-cel and liso-cell are superior to SoC as 2L therapy for early R/R LBCL

1. Locke F, et al. N Engl J Med 2022,386:640-45; 2. NCT03391466. Available at: https://clinicaltrials.gov;
3. NCT 03575351. Available at: https://clinicaltrials.gov; 4. Abramson J, et al. Blood 2023;141;1675-845;

5.Cheson BD, et al. J Clin Oncol 2014;32;3059-68




ZUMA-7
Phase Il study of axi-cel versus SoC in 2L R/R LBCL

EFS? 0s? Safety (N=170)*3
CRS: 92%
100 Axi-cel 10.8(5.0-25.5) 49 44 41 39 100 Axi-cel NR (28.6-NE) 76 60 56 55
i Standard care 2.3 (1.7-3.1) 20 19 19 17 Standard care 31.1(17.1-NE) 63 51 48 46
80 Stratified HR: 80 Stratified HR:
= - 0.42 (95% Cl, 0.33-0.55) = 0.73 (95% Cl, 0.54—-0.98); P=0.03
x =
e 60
] 3]
g 2 4 Gr 23: 6%
© © Standard care
[a W a
209 t t H—— i ————++ 20
. 0,
- Standard care Gr 23 AEs: 91%
O | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | 0
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Time Time
No. at risk No. at risk
. (months) i gmonths()
Axi-cel 180165111 98 97 92 89 87 81 79 77 7575 71 71 6966 65 62 53 51 44 31 28 21 7 7 3 O Axi-cel 180177170161157147136125117116114111108105105100100100100100 96 80 67 54 41 29 20 14 4 2 1 O
Standard care 179 92 61 47 43 35 33 32 31 31 31 31 31 30 30 30 30 29 29 25 23 18 10 10 8 4 4 0 O Standard care 179 176 163 149 134 121 111 106 101 98 91 89 88 87 87 85 83 81 79 78 73 63 51 41 31 19 14 7 4 1 0 O
21% neurotoxicity

- J

Median EFS was superior with axi-cel (10.8 months; 95% Cl: 5.0-25.5) vs SoC (2.3 months; 95% CI: 1.7-3.1)

HR 0.42 (95% Cl: 0.33—0.55) and no new safety signals were observed?

1. NCT03391466. Available at: https://clinicaltrials.gov; 2. Westin J, et al. New Engl J Med 2023;389:148-57; 3. Locke
F, et al. N Engl J Med 2022;386:640-45.



TRANSFORM

Phase Il study of liso-cel versus SoC in 2L R/R LBCL

~

-

Median study follow-up: 33.9 months

J

4 EFS? 082 Safety (n=92)13
Liso-celarm  45.8% (95% Cl, 35.2-56.5) Liso-celarm  62.8% (95% Cl, 52.7-72.9)
SOCarm 19.1% (95% CI, 11.0-27.3) SOCarm 51.8% (95% Cl, 41.2—62.4) CRS: 49%
100" Stratified HR: 100 Stratified HR:
- 0.375 (95% Cl, 0.259-0.542) - 0.757 (95% Cl, 0.481-1.191)
801 801 _ \
;\g o :\-5 o Median NR (95% Cl, 42.8—-NR) Liso-cel
» 607 ‘Median 29.5 mo (95% Cl, 9.5-NR) o 607
CICJ i o H— GC-’ i Median NR (95% Cl, 18.2—NR °0¢ 9
% 409 Liso-cel -E" 409 edian (95%Cl, 18. ) Gr23:1%
[a - o -
20" i H—t 20"
i Median 2.4 mo (95% Cl, 2.2-4.9)  soc 4 Gr 23 TEAEs: 92%
0 L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L} 0 L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L}
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 0 4 8 12 16 20 24 28 32 36 40 44 48 52
Time Time
No. at risk No. at risk
A ‘Smonthsz . E(]mon S
Liso-celarm 92 87 76 62 59 54 51 49 47 46 45 45 43 43 42 41 40 7 2 O Liso-celarm 92 92 83 85 82 78 74 69 65 65 63 62 58 58 58 56 56 50 38 29 24 24 17 16 12 6 1
SOCarm 92 66 39 32 27 22 20 20 20 20 20 20 19 19 19 18 17 3 1 O SOCarm 92 88 81 79 74 66 63 61 60 53 51 50 50 50 49 48 47 403222 18161312 4 2 0
4% neurotoxicity

In a 3-year follow-up analysis, median EFS was superior with liso-cel (29.5 months; 95% ClI: 9.5—-NR) versus
SoC (2.4 months; 95% Cl: 2.2—4.9); HR 0.375 (95% Cl: 0.259-0.542). No new safety signals were observed?

1. NCT 03575351. Available at: https://clinicaltrials.gov; 2. Kamdar M, et al. ASCO 2024. Abstract #7013,
3. Abramson J, et al. Blood 2023;141;1675-84; 4. Cheson BD, et al. J Clin Oncol 2014;32;3059-68.




Algorithm for Second-line Therapy for LBCL

Time from completion

of 1L therapy

>1 year

Eligible for CAR T-cell therapy? i — FTTTTmTm e Eligible for ASCT?
~2N_ENO, i i ~ENO
50-70% No ~30-50% i i No ~50%
v v
2L CAR T-cell therapy 2L or 3L+ therapy options

] . 2L chemotherapy + ASCT
(axi-cel or liso-cel)

Investigational agent/regimen
CAR T-cell therapy

~40-50% - Immunochemotherapy ~40-50%
e > - Polatuzumab vedotin + BR oo

. Tafa + Lenalidomide
Projected cure

(~20% of all 2L DLBCL)

Cure
(~5% of all 2L DLBCL)

Loncastuximab tesirine

Bispecifics

Best supportive care o XRT

Figure adapted from Westin J & Sehn LH. Blood 2022;139:2737-46



Lisocel as 2L in R/R LBCL who were not intended for HSCT
PILOT: open phase 2 study

A
_ Median 9-03 months (95% Cl 4-17-NR)
£
=
=
E
e . 7S
Overall response rate 80% -E ' o
1004 (95% Cl 68-89); p<0-0001 % 20
90 (n-43) 2
1
80— o T | T T T T T |
207 Complete response 0 3 6 9 12 15 18 21 24
—_ | rate 54% Time since lisocabtagene maraleucel infusion {months)
£ 60| (95%C141-67)
# —
c 0
= . Partial response
0 .
g 4 rate 26% . e e e e e e e e
30— (05% Cl 16-39 Mumber at risk
(m-33) ) . (number censored)
20 o% 15% Total 61(0) 40(0) 35(0) 24(5) 19(8) 12(13) 9(16) 3(22) 0(24)
{n-16) .
10+ {n-3} (n-9)
0 | | | | ¢
Complete Partial Stable Progressive 100 Median MR months (95% C117-28-NR)
response response disease disease or not
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= 204
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1. Shegal A, et al. Lancet Oncol 2022; 23: 1066-77




Axicel 2L in R/R LBCL who were not intended for HSCT
ALYCANTE: Open phase 2 study

4 EFS (investigator assessment) from leukapheresis
- according to age (months) - mFAS
1.04 i L <70
=70
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2 B
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= T
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1. Houot R, et al. Nature Medicine 2023



Real-World Early Outcomes of 2L Axicelin R/RLBCL

WOR W CR EFS by ZUMA-7 Eligibility
100 100+
80 1 < 801
s
1 I ] E
60 e 604
=
@ gt
40 1 é 401
t 12-Month Rate,
[ 0 0,
20 | 2 204 _ % (95% Cl)
Ineligible 48 (40-55)
58 (50-64) + Censored
0 g
All Patients ZUMA-7 Ineligible ~ ZUMA-7 Eligible/ PMBCL 0 0 3 6 G 12
No. of Unknown No. at Risk Time From Infusion, Months
0.0 ..
Patients 343 280 165 132 169 139 9 o] Inehglble 217 159 103 60 49
Ne¢ 436 436 210 210 213 213 13 13 214 163 115 77 70
- OS by ZUMA-7 Eligibilit
DOR by ZUMA-7 Eligibility y gibiiity
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1004 e 00
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@ <
] S
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S 401 T 401
] 12-Month Rate, g 12-Month Rate,
g % (95% Cl) o % (95% Cl)
3 204 — 204 —
o Ineligible 60 (50-68) Ineligible 62 (53-69)
69 (60-77) + Censored 80 (73-85) + Censored
0 3 6 9 12 : 0 3 6 9 12
No. at Risk Time From Initial Response, Months No. at Risk Time From Infusion, Months
Ineligible 164 116 61 52 15 Ineligible 219 194 141 85 66
169 125 81 66 15 214 199 159 114 96

1. Dasom CL, et al. ASH 2024.



Tafasitamab-lenalidomide in R/R LBCL
Phase Il L-MIND study

4 ™
@ N=80 Tafasitamab @
v~ AsCT-ineligible R/R DLBCL l l l l l l l l

Primary endpoint:

(per Lugano criteria?)

- J

Efficacy outcomes? (N=80) Safety (N=81)3

[ \ [ \ [ \ [ \ 4 Most common N

Gr 23 TEAEs
ORR CR rate Median OS Median DOR, b
57.5% 41.3% 33.5 months NR

(95% Cl: 45.9-68.5) (95% Cl: 30.4-52.8) (95% Cl: 18.3—-NR) (95% Cl: 33.8-NR)

v/ ECOG PS 0-2
v 1-3 prior systemic regimens, including 21 anti-CD20 targeting therapy

48% neutropenia
16% thrombocytopenia

\_ L L /L _J \_ 12% febrile neutropenia

The ORR was 57.5%, with a CR rate of 41.3% (n=33)

A manageable safety profile was observed with no new safety signals

1. NCT02399085. Available at: https://clinicaltrials.gov; 2. Cheson BD, et al. J Clin Oncol 2007;25:579-86;
3. Duell J, et al. Haematologica 2024;109:553-66.




Pola-BR in R/R DLBCL
Phase Ib/Il GO29365 study

Transplant-ineligible patients

Pola-BR R Pola
), A T P P |
Pooled Pola-BR cohort: N=152 vy vy A2 127 222 20N 2 227
Safety run-in: Pola-BR (n=6) c1* | c2t | a3 c4 c5 c6 | . )
v R/RDLBCL Randomized arms: @ Primary endpoint
v ECOGPs0-2 Pola-BR (n=40) versus BR (n=40) R (fa'(‘dOmized af;“k):
; i . ; - B CR (IRC-assessed by
v 21 prior therapy Extension cohort: Pola-BR (n=106) lH lH lH b I I modified Lugano)?
BR c1* | c2t | a3 ca cs c6 |
Efficacy outcomes for Pola-BR3* Safety (n=151%)*
f CRrate, % Median OS, Median DOCR, ) " CommonGr>3AEs ) [ Peripheral neuropathy h
| (95% Cl) months (95% Cl) months (95% Cl) ) 11
Randomized cohort: 42.5(27.0-59.1) 12.4 (9.0-32.0) 10.9 (5.7-40.7) @
: 32.5% neutropenia Any grade: 31.1%
Extension cohort: 39.6 (30.3-49.6) 12.3 (8.3-17.0) 13.4 (8.6-20.0) . 20.5% thrombocytopenia | | Gr >3: 2.0% y

The Phase Il POLARGO study of Pola + R-GemOx versus R-GemOx

in patients with 2L transplant-ineligible DLBCL is ongoing®

1. NCT02257567. Available at: https://clinicaltrials.gov; 2. Cheson BD, et al. J Clin Oncol 2014;32:3059-68;
3. Sehn LH, et al. ASH 2022. Poster #4260; 4. Sehn LH, et al. Blood Adv 2022;6:533-43;
5. Matasar M, et al. J Clin Oncol 2022;40:7551




Loncastuximab tesirine
Phase Il LOTIS-2 study

Eligibility criteria PFS \
R/R DLBCL (including DLBCL NOS, HGBCL
with MYC and BCL2 and/or BCL6 Number of events: 6
rearrangements, or PMBCL) Median (95% Cl) months: not reached
ECOG PS 0-2 g
>2 prior multi-agent systemic regimens 42
(N=145)1 QL Number of events: 73
© Median (95% Cl) months: 4.93 (2.89-8.31)
o + ttH—tt—+ H
021 — All-treated population
’ - Subset of patients with CR
0.1 4 Censored
. . e . o . OO LN I N DN BN DN DN NN DN DN DN DEN DENN DN NN DN DN BENN NN DENN NN DN DN DN DENN DENN DN BN DN DENN DENN DN DENN NN DN DENN BN DR BN |
Loncastuximab tesirine Loncastuximab tesirine 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
150pg/kg IV 75ug/kg IV No. at risk Time (months)
l l l All-treated population 145124 85 56 46 37 34 29 27 24 21 20 18 18 18 16 15 15 15 5 11 11 11 11 11 11 11 11 11 10 7 7 4 4 3 3 3 3 1 1 0
c1 2 C3+

ijset of patients with CR 36 36 35 32 31 25 23 20 20 19 17 17 16 16 16 14 14 14 14 14 11 11 11 11 11 11 11 11 11 10 7 7 4 4 3 3 3 3 1 1 0 J

21-day cycles for up to 1 year*

Most common Gr 3/4 AEs:!
* Neutropenia (26%)

= Thrombocytopenia (18%)

Median PFS:24.9 mo

Median 0S:2 9.5 mo

1. Caimi PF, et al. Lancet Oncol 2021;6:790-800; 2. Caimi PF, et al. EHA 2023. Abstract #P1132.



Epcoritamab: EPCORE NHL-1

Eligibility criteria
R/R CD20-positive B-cell neoplasm (DLBCL,
HGBCL, PMBCL or FL Gr 3B)

>1 measurable lesion

ECOG PS 0-2

Received 22 prior therapies, including 21
anti-CD20 antibody-containing regimen

(N=157) -3

Epcoritamab
48mg

UL

C1|C2|C3|C4|C5|C6|C7|C8|C9 C10+
SUD Qw C2-3 Q2w C4-9
28-day cycles
Treatment until progression or unacceptable toxicity

Q4w

PFS1* e
any Gr (2Gr3)4
100 r A
51%
- CRSS
= 80 . (3%) y
@ 60 r |
2 6%
£ g - ICANS
E 40- -.‘l-l-l_l—.“._ X (1%) J
o
7 N
201 Neutropenia 24%
0 | | | | | L] A\ p (15%) J
Time (months) Infections  (29%)
\No. atrisk 157 86 51

28 SJ \ V.

Median PFS:1 4.4 mo

Median 0S:3*+ 18.5 E

mo

Most common Gr >3 AEs:!*
Neutropenia (15%)
= Anemia (10%)

. Thiebelmont C, et al. J Clin Oncol 2023;41:2238-47;

2. NCT03625037. Available at: https://clinicaltrials.gov/ct2/show/NCT03625037;
3. Jurczak W, et al. EHA 2023. Abstract #P1118; 4. Karimi Y, et al. ASCO 2024. Poster #7039.




Glofitamab: Phase |/l NP30179 study

\

. oy s o . . \ Kev AEs
Eligibility criteria PFS (landmark analysis at EOT)3 Y AES, )
R/R DLBCL, DLBCL NOS, PMBCL, trFL, HGBCL 100 — CR(N=45) any Gr (2Gr3)
NOS, HGBCL with MYC and BCL2 — No response (N=57) p
rearrangements __ 807 ~ PR (N=8) CRSt 63%
ECOG PS 0 orl g . : (4%)
[7,]
22 prior therapies including an anti-CD20 r r . N
antibody and anthracycline-based regimen S 404 ICANS 8%
(L) o,
(N=155)1_3 o. \, (3A) y.
20- a A
0,
Glofiggmab 0 ‘_L‘_\"—\_. Neutropenia (:gﬁ)
mg n n n n n n n n | |
» Sr}]gmj l l l l J J J l J l 0 3 6 9 12 15 18 21 24 27 33 \ ey
1000mg l Time (months) 6 )
o EOT CR 45 37 26 24 19 18 7 5 1 1 NE Infecti 38%
il Il e 3 2 NENE NE NE NE  NE NE MO (15%)
SuD Q3W C2-12; 21-day cycles <

3 1 NE NE NE NE NE NE/ \

Median PFS in pts
with CR:** 24 mo

Fixed duration: 14 doses (including Gpt) over ~8.3 months
Most common Gr 23 AEs:2
= Neutropenia (27%)

=  Thrombocytopenia (8%)

Median OS in pts
with CR:*" NE

1. Dickinson M, et al. N Engl J Med 2022;387:2220-31; 2. Dickinson M, et al. ASCO 2022. Poster #7500;
3. Falchi L, et al. ASCO 2023. Poster #7550; 4. Hutchings M, et al. ASH 2023. Oral #433,;

5. Lee DW, et al. Biol Blood Marrow Transplant 2019;25:625-38



Glofit-GemOx for R/R LBCL

Randomized Phase Il Trial (STARGLO)

Updated analysis R-GemOx Glofit-GemOx
1007 — Glofit-GemOx (n=183) (n=91) (n=183)
R-GemOx (n=91) : : - e
20 + Censorad Primary analysis (median follow-up: 11.3 mnntha}
. Eg%”‘gﬁif;mhs 9 (7.3-14.4) NE (13.8-NE)
E HR (35% CI) 0.59 {D.40-0.89)
O 4p-4 p-value* 0.011
20 - Updated analysis (median follow-up: 20.7 months)
Glofit-GemOx vs R-GemOx: 05, median
0| HR (95% CI) 0.62 (0.43-0 88) (85% Cl); months 1297.9-185) 225 (18,308
a 3 6 9 12 15 18 21 24 27 30 33 36 HR (95% CI) 0.62 (0.43-0.88)
Mo. of patients at risk Time (months) ovalue? 0.006
Glofit-GemOx 183 159 135 119 104 86 71 51 40 26 11 3 NE
R-GemOx 91 62 55 46 40 29 23 14 10 g 3 y NE 24-month OS5 (95% CI) 335% (22244 9) | 52.8% (44 8-60.7)

Statistically significant and clinically meaningful OS benefit for Glofit-GemOX vs R-GemOx

1. Jeremy S. Abramson. EHA 2024



Treatment outcomes after progression to CAR-T

(A) (C)
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1. lacoboni G, et al. Hemasphere 2024;8:e62



Response rates for first-line regimens given after CAR-
T failure
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1. lacoboni G, et al. Hemasphere 2024;8:e62




Is there still room for allogeneic transplantation
following CAR-T failure?

A o B 100%
Patients who received
alloHCT after anti-CD19 > 75%
CAR T(N=94) = 5% = g
e a
Included Excluded Chemotherapy (N=14) N=10 8 3
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h 4
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(N=15) A
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o
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. : Neas 2 £
Fourth line therapies Q o 50%
and beyond (N=6) I75) = 4
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1. Zurko J, et al. Haematologica 2023;108:98-109




CAR T-cells after BsAbs in DLBC - R

0.8

0.6

0.4

Survival Probability

1) Prior BsAb exposure does not appear to
impair subsequent CAR-T efficacy

BsAb COHORT
CONTROL COHORT

2) Response to prior BsAbs may not be a reliable e
predictor Of respond to CAR'T OS since CAR-T administration (months)

No. of Subjects Event Censored  Median Survival (95%CL)
BsAb COHORT 42 35.7 % (15) 64.3 % (27 ) 15.2 (9; NA)
CONTROL COHORT 42 54.8 % (23) 45.2% (19) 7.2 (4.9 ; NA)

o

3) Interval between the last dose of BsAb and

leukapheresis (50 days) does not seem to | . b
influence outcomes 5
4) BsAb exposure was not associated with an e N
increased incidence of CRS / ICANS 5
- A e
0 : P1F23 since (1:;\R—T ad2m4inistratio:r310(months;36 N N
BSAb COHORT No. of 482ubjec’ts 475‘22”:20) Sginos/oor(gczi) Mediag?l(igige;l ’\(jis)%CL)
CONTROL COHORT 42 61.9 % (26) 38.1% (16) 2.9(2.1;6)

1. Crochet G, et al. Blood 2024;144:334-8




Relapsed and refractory DLBCL: An evolving paradigm

After 1 line <« W—P After 2 lines
High-risk patients*
Yes | No
v v
CART eligible ASCT CART eligible
i - > i —
& available [ eligible & available N
Yes No No Yes Yis f
CART Tafa-Lena CART Bispecifics
I I
Relapse/ Refractory Pola-BR Pola-BR Relapse/ Refractory
: | | l *
Bispecifics | Refractory to Bispecifics
salvage regimen ——
l Relapse/ Refractory Relapse l
Allo-SCT . ‘s Allo-SCT in
« Bispecifics CR (?)

in CR (?)

Adapted from
Westin J, Sehn LH. Blood 2022;139:2737-46

Cortesia Dr. M. Angel Canales Major A, Kamdar M. Hematology 2023;2023:370-381
Melody M, Gordon LI. Haematologica 2024;109:3138-45

* High-risk patients: primary refractory, relapsed <12 months after initial therapy



Potential future 1L therapies for DLBCL

=
R-CHOP + lenalidomide + tafasitamab ™2
L-MIND, frontMIND
-
'
Golcadomide + R-CHOP3
GOLSEEK-1
.
r _
Acalabrutinib+ R-CHOP43
ESCALADE, ACCEPT
.
( Rituximab+acalabrutinib+
tafasitamab + lenalidomide?
\_ SMART Stop
P
Rituximab +ibrutinib + lenalidomide”
SMART Start
.
'
Axi-cels?
JUMA-12, ZUMA-23

Monoclonal
antibodies

Potential future
Tyrosine therapies currently in
kinase development for

inhibitors 1L DLBCL Bispecific
antibodies

Chemotherapy-
free regimens

CAR T-cell
therapies

R-CHOP +glofitamab
Pola-R-CHP + glofitamab™
COALITION

Mosunetuzumab monotherapy
Mosunetuzumab + polatuzumab vedotin " 12
NCT03677154

R-CHOP + glofitamab +obinutuzumab 3. 74
NCT03467373

R-CHOP +epcoritamab ™17
EPCORE NHL-2, EPCORE DLBCL-2

CHOP +odronextamab@
OLYMPIA-3

Pola-R-CHP + glofitamab™
SKYGLO

1. Salles G, et al. Lancet Oncol 2020;21:978-88; 2. Vitolo U, et al. Hemasphere 2022;6(Suppl.):1984-5; 3. NCT06356129. Available at:

https://clinicaltrials.gov/study/NCT06356129; 4. Sehn L, et al. J Clin Oncol 2021;39:TPS7572; 5. Davies A, et al. Blood 2020;136(Suppl. 1):38-9; 6.
Westin JR, et al. Blood 2023;142(Suppl. 1):856; 7. Westin JR, et al. Blood 2019,134:1581; 8. Neelapu SS, et al. Nat Med 2022;28:735-42; 9. Westin J, et
al. J Clin Oncol 2023;41(Suppl.):TPS7578; 10. Minson A, et al. Blood 2021;138(Suppl. 1):3571; 11. NCT03677154. Available at: https://clinicaltrials.gov;
12. Olszewksi A. et al. Blood 2023;142(Suppl. 1):613-15; 13. NCT03467373. Available at: https://clinicaltrials.gov; 14. Topp MS, et al. ASH 2023. Poster
#3085; 15. Clausen MR, et al. Hemasphere;7(Suppl.): e55140cd; 16. NCT05578976. Available at: https://clinicaltrials.gov/study; 17. Tessoulin B. et al.
Hemasphere 2023;7(Suppl.):e06798be; 18. NCT06047080. Available at: https://clinicaltrials.gov.



https://clinicaltrials.gov/study/NCT06356129

Genetic subtype-guided immunochemotherapy in

D¢ B@dmized GUIDANCE-01 trial

Newly Diagnosed DLECL
« 18-80 years « [Pl 22
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Overall Survival

100% - 100% 4 100% 4
B0% A 80% R=CHOP=X B0% 4
BO% 4 0% B0% 4
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1. Zhang et al., 2023, Cancer Cell 41, 1705-1716




Mensajes finales

R-CHOP sigue siendo la base del tratamiento para la mayoria de los pacientes con LDCGB en primera
linea, pero avanzamos hacia tratamientos personalizados.

El algoritmo de tratamiento actual para el LDCBG R/R prioriza la administracion de CAR-T para gran
parte de los casos, tanto en segunda, como en tercera linea.

Los anticuerpos biespecificos son de eleccion como linea de tratamiento posterior a la terapia CAR-
T. Los estudios apuntan hacia un uso mas precoz en la secuencia terapéutica.

Los tratamientos guiados por subtipo genético podrian ser mas eficaces y es probable que se
desarrollen en un futuro proximo.

La indicacion de la terapia CAR-T y de los biespecificos en primera linea probablemente cambie el
paradigma terapéutico de esta enfermedad.
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