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Opinion Impopular (apesar que no fui
1nvitado para esto)

E1l Linfoma Folicular es un linfoma con altas tasas de cura (42% a 15 anos)

« Hay un grupo pequeno de pacientes (18%-25%) con recaidas tempranas que necesitan

terapias intensificadas y mdltiplas

« Mediana de edad en el diagnostico: 64 anos (SEER data)

« La mayoria de los pacientes van a llegar a una 22 linea con >70 anos, y estos

pacientes estan poco representados en estudios clinicos



LATAM data en LF
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Overview of CD3xCD20 antibodies
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1. Engelberts PJ, et ol. EBioMedicine 2020; 52:10262; 2. Bacac M, et al. Clin Cancer Res 2016; 13:3286—-97; 3. Bacac M, et al. Clin Cancer Res 2018; 19:4785-4797; 4. Sun
LL, et ol. Sci Trans! Med 2015, 287:287ra70; 5. Ferl GZ, et al. Clin Trans! Sci 2018; 3:296-304; 6. Smith EJ, et al. Sci Rep 2015; 5:17943; 7. Patel, et al. ASH 2019;
Abstract 4079; 8. Baliga, et al. ASH 2019; Abstract 1574.
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Clinical Trials Progress
Mosunetuzumab

CELESTIMO: M-Len vs R2
target: 400 pts

SUNMO:

Gemox

Glofitamab No tenemos estudios comparativos
» Entre BsAs Monodroga x Combinado

Epcoritamab
T, BT TS, () Las aprobaciones regulatorias son

+R2 (NCT04663347) -~ N=29 vs R2 — target: 642 pts

" Diferentes:

Combinado: 2a linea
DLBCL aeet v
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Single agent (NCT02290951) — N= 85?
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Mosunetuzumab Monotherapy Continues to
Demonstrate Durable Responses in Patients
with Relapsed and/or Refractory Follicular
Lymphoma after 22 Prior Therapies:

3-Year Follow-Up from a Pivotal Phase Il Study
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Study design

Pivotal, single-arm, Phase |l expansion study in patients with R/R FL and 22 prior therapies (NCT02500407)

Key inclusion criteria Data analysis

+ FL Grade 1-3a « Study met its primary endpoint: 60% CR rate versus 14%

. ECOG PS 0-1 historic control (p<0.0001)"2

« >2 prior therapies including an anti-CD20 + Updated efficacy and safety analysis with a median follow-up
antibody and an alkylator of 37.4 months

Mosunetuzumab administration

* |V mosunetuzumab administered in 21-day cycles

with step-up dosing in C1
 Fixed-duration treatment: 8 cycles if CR after C8; D8: 2mg

17 cycles if PR/SD after C8
» Retreatment with mosunetuzumab permitted at relapse D1: 1mg

for patients who achieved CR m
» No mandatory hospitalization

D, day; ECOG PS, Eastern Cooperative Oncology Group performance status; 1. Dreyling M, et al. J Clin Oncol 2017;35:3898-905;
IV, intravenous; PR, partial response; SD, stable disease. 2. Budde LE, et al. Lancet Oncol 2022;23:1055-65.



Durability of responses

DOR (July 2022 vs May 2023 data cut-off) DOR for CR vs PR (May 2023 data cut-off)

—— July 2022 (n=70) —— CR (n=54)
—— May 2023 (n=70) —— PR (n=16)
0.8+ 0.8+
0.6+ = 06+
0.4+ 0.4+
0.2+ 0.2+
00 | ] | | | | ] | J | | 00

0 3 6 9 12 15 18 21 24 27 30 33 0 10 12 14 16 18 20 22 24 26 28 30 32 34
Time (months)

Probability
Probability

Time (months)
Patients at risk

Patients atrisk
July2022 70 62 52 48 42 38 30 25 9 5 3 3

CR 54 53 52 48 45 44 43 42 41 38 37 34 26 25 24 23 23 15

May 2023 70 62 52 48 43 41 38 36 26 25 23 21 PR 16 12 8 4 3 3 NENE NE NE NE NE NE NE NE NE NE NE
n=70
Median DOR, months (95% CI)* 35.9 (20.7-NE)

Median DOR in patients with CR, months (95% Cl); n=54* 35.9 (NE-NE)
Median DOR in patients with PR, months (95% CI); n=16* 40(25-6.7)

72.7% (95% CI: 60.8—86.8) of patients with a CR are estimated to remain alive and

30-month DOR rate, % (95% CI)T 56.6% (44.2-68.9)

progression-free 30 months after their first response

*Responders per INV assessment. T36-month DOR data are not available as this analysis was conducted from the first response assessment, therefore the landmark analysis is shorter for
the duration outputs.



PFS and OS; median follow-up >36 months
I
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Time (months)

Patients atrisk 90 81 72 60 59 55 47 46 43 40 40 38 30 27 25 25 24 24 13 Patients at risk 90 89 87 86 85 84 8180 78 76 76 74 72 70 68 62 56 51 39 26 21 14 8 1

N=90 N=90
Median PFS, months (95% Cl) 24.0 (12.0-NE) Median OS, months (95% Cl) NR (NE-NE)
36-month PFS, months (95% Cl) 43.2% (31.3-55.2) 36-month OS, months (95% CI) 82.4% (73.8-91.0)

Robust and stable progression-free and overall survival rates at 3 years

OS, overall survival; PFS, progression-free survival.



Safety profile

AEs (215%) by grade and relationship with mosunetuzumab

AE 90 (100%) All AEs mAcfs.su;eelta:::r:;b
Mosunetuzumab-related 83 (92%) ‘ crs{ D
Fatigue o - .
Grade 3/4 AE 63 (70%) Headache 1 I |
Mosunetuzumab-related 46 (51%) =) e -_ _.
Serious AE 42 (47%) m) FoposnosehatemiaZ - -
Mosunetuzumab-related 30 (33%) Hypokalemia l- [
Cough+
mm) Grade 5 (fatal) AE 2 (2%)* Dianhea Il
Mosunetuzumab-related 0 Hausea e
Constipation = I )
ins N3
=) AE leading to treatment discontinuation 4 (4%)t Dw:aksh. | | e
Mosunetuzumab-related 2 (2%) 50 40 30 20 10 0 10 20 30 40 50

Frequency (%)

No new AEs were reported since the previous data cut-off3;

incidence of AEs and serious AEs remains unchanged with this extended follow-up

*Malignant neoplasm progression (n=1, onset study D94) and unexplained death (n=1, onset study D60). TMosunetuzumab related: CRS (n=2, onset study D15 and D22 [both
recovered]); mosunetuzumab unrelated: Epstein-Barr viremia (n=1, onset study D11, recovered) and Hodgkin's disease (n=1, onset study D193, not recovered). Preferred terms
neutropenia and neutrophil count decreased are combined. $One non-serious, unrelated AE was reported outside of the AE-reporting window and was subsequently inactivated.



Celestimo Trial (ASH 2025)

Mosunetuzumab step-up dosing during D1/D8/D15 of C1.
Fixed dosing on D1 of each cycle thereafter

Arm A: mosunetuzumab IV + lenalidomide

Mosunetuzumab

| | = Russia: 6 sites
]

Europe: 78 sites

Lenalidomide 20mg

' ko Asia: 38 sites

[ Patients with RIR FL l f — - - -
1.D Rituximab fixed dosing on D1/D8/D15/D22 of C1, and D1 of [ Primary endpoint: ]

Stratification factors C3/C5/C7/C9IC11 PFS by IRC
« POD24 (yes/no) T . .
. Prior lines of therapy Arm B: rituximab |V + lenalidomide

(1/22)

Rituximab 375mg/m?
« Refractory to anti- 9

SRR m - m - m
C1D8 C1 D22
-

Lenalidomide 20mg

C, cycle; D, Day; FL, follicular lymphoma; IRC, independent review committee; IV, intravenous; PFS, progression-free
survival; POD24, progression of disease within 24 months of first-line chrmaimmunatharany: DID. ralanendirafractan:

Table 3. Efficacy overview.

South America: 4 sites

Australia: 5 sites

2L+ FL US cohort

s (n=54)
ORR 52 (96.3)
CR 47 (87.0)
PR 5(9.3)
Stable disease 0
Progressive disease 2(3.7)
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Celestimo Trial (ASH

Table 2. Baseline characteristics.

n (%), unless otherwise stated

Age, years
Sex

Race

Ethnicity

ECOG PS

Ann Arbor stage

FLIPI score

FL grade

POD24

Number of prior
lines of therapy

Refractory to prior
CD20 therapy

Relapsed after prior
CD20 therapy

Double refractory

Median (range)

Male

Asian

Black or African American
White

Multiple*

Unknown

Hispanic or Latino

Not Hispanic or Latino
0

1

2

1}

v

0n1

b wN

112

Yes

=2

Yes

Yes

Yes

2L+ FL US cohort

(n=54)
62.0 (37-82)
32(59.3)
3(5.6)
2(3.7)
47 (87.0)
1(1.9)
1(1.9)
12 (22.2)
42 (77.8)
40 (74.1)
13 (24.1)
1(1.9)
9(16.7)
45 (83.3)
n=52%
13 (25.0)
18 (34.6)
17 (32.7)
3(5.8)
1(1.9)
n=47%
28 (59.6)
19 (40.4)

16 (29.6)
30 (55.6)
24 (44 4)
n=48%
19 (39.6)
n=48%
17 (35.4)

n=53%
9 (17.0)

2025)

Table 4. Safety overview.
n (%)
Any grade AE
Mosunetuzumab related
Lenalidomide related

AE leading to discontinuation of mosunetuzumab
AE leading to discontinuation of lenalidomide

mmms) Grade 3/4 AE

Grade 5*

Serious AE

Mosunetuzumab related
Lenalidomide related

CRS by ASTCT grading
Grade 1
Grade 2
Grade 3

mmmmm) nfections
Grade 1
Grade 2
Grade 3
Grade 4
Grade 5

Neutropenia/neutrophil count decreased

Grade 3/4

Febrile neutropenia (Grade 3)

2L+ FL US cohort
(n=54)

54 (100)
48 (88.9)
50 (92.6)
6 (11.1)
10 (18.5)
31(57.4)
1(1.9)

15 (27.8)

9(16.7)
4(7.4)

15 (27.8)

12(22.2)
2(3.7)
1(1.9)

31(57.4)
2(3.7)
24 (44.4)
3(5.6)
1(1.9)
1(1.9)

22 (40.7)
18 (33.3)

2(3.7)
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Epcoritamab Induces Deep Responses In
Relapsed or Refractory (R/R) Follicular
Lymphoma (FL): Safety and Pooled Efficacy

Data From EPCORE NHL-1 Pivotal and Cycle (C) 1
Optimization (OPT) FL Cohorts
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Baseline Characteristics Consistent Across Cohorts

Pivotal Cohort

Demographics

Epcoritamab in R/R FL

Pivotal Cohort C10PT
Treatment History N=128 N=86

N=128
Median age, y (range) 65 (39-84) 63.5 (33-90) Median number of prior lines of 3 (2-9) »
therapy (range)
Male, n (%) 79 (62) 49 (37) >3 prior lines, n (%) 81 (63) 41 (48)
Ann Arbor stage, n (%)? 24 prior lines, n (%) 40 (31) 17 (20)
POD24 (any 1L),° n (%) 67 (52) 42 (49)
1[™)Y; 109 (85) 79 (92)
Double refractory,d¢ n (%) 90 (70) 54 (63)
FLIPI, n (%)° Primary refractory,® n (%) 69 (54) 38 (44)
Refractoryd to last prior systemic
88 (69 49 (57
3-5 78 (61) 44 (51) therapy, n (%) (69) (57)

Both cohorts included patients from a high-risk R/R FL population with a high unmet need

Prior treatments included alkylating agents (98%), anthracyclines (76%), bendamustine (60%), nucleotides (38%),

lenalidomide (35%), topoisomerase inhibitors (33%), autologous stem cell transplant (22%), PI3K inhibitors (13%), and

CAR T-cell therapy (7%)

1L, first-line. 2Ann Arbor stage was I-Il in 19 patients in the pivotal cohort and 7 patients in C1 OPT. °FLIPI was 0-2 in 48 patients in the pivotal cohort (not available in 2 patients) and 42 patients in
C1 OPT. FLIPI was prior to first dose on study. cProgression within 2 y of initiating any 1L therapy. dRefractory: No response or relapse within 6 mo after therapy. ¢Double refractory: Refractory to

both anti-CD20 and an alkylating agent.
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Epcoritamab in R/R FL

Treatment Exposure and Follow-Up

Pivotal Cohort C10PT
N=128 N=86

Median follow-up, mo (range) 17.4 (0.2+ to 30.1) 5.7 (0.4-11.8)
Epcoritamab treatment exposure
SUD 2, n (%) 127 (99) 85 (99)
SUD 3, n (%) NA 82 (95)
First full dose, n (%) 126 (98) 82 (95)
Median number of treatment cycles initiated (range) 8 (1-33) 5 (1-12)
Median duration of treatment, mo (range) 8.3 (0.03-30) 3.8 (0.3-11.8)
Ongoing treatment, n (%) 47 (37) 64 (74)
Discontinued treatment, n (%) 81 (63) 22 (26)
PD 44 (34) 17 (20)
) AE 24 (19) 3 (3)2
Other® 13 (10) 2(2)

AE, adverse event; NA, not applicable; PD, progressive disease. 2AEs included bronchopulmonary aspergillosis (grade 2; n=1) and pneumonitis (grade 2; n=2); all were considered related to treatment. PReasons
included transplant (n=4), withdrawal (n=3), and other reasons (n=6) in the pivotal cohort. Reasons included noncompliance (n=1) and investigator decision (n=1) in the C1 OPT cohort.
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High Rates of Complete Response and MRD Negativity

mPR mCR

:
— 80 |
> : Pooled (n=135) 89 (66)
o 60 !
é 40 E Pivotal (n=91) 61 (67)
& :
20 | C1 OPT (n=44) 28 (64)
0- Pooled Pivotal C1OPT Based on MRD-evaluable population per clonoSEQ® PBMC assay with 1076 cutoff.
N=214 N=128a N=86P

* No impact on time to response in C1 OPT
— Median time to response was 1.4 mo in both cohorts®
— Median time to complete response was 1.5 mo in both cohorts?

CR was complete metabolic response (ie, PET negativity). CR, complete response; PBMC, peripheral blood mononuclear cell; PR, partial response. @Three patients (2%) were not evaluable. PFive
patients (6%) were not evaluable. ‘Range: 1.2—4.4 in C1 OPT, 1.0-3.0 in pivotal. 9Range: 1.2—4.7 in C1 OPT, 1.2—11.1 in pivotal.
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Epcoritamab in R/R FL

Overall and C3D1 MRD Negativity Associated With Favorable PFS

All MRD-Evaluable Patients (n=135)

78%

7%
100 | == MRD negative (n=89)
et MRD positive (n=46)

0 3 6 9 12 15 18 21 24 27
Time (months)
Number at risk
89 83 57 45 33 28 13 11 3 3
46 12 5 3 1 0 0 0 0 0

Patients With MRD Data at C3D1 Landmark (n=113)

70%
35%

y === |VIRD negative (n=71)
=== MRD positive (n=42)

Number at risk

71
42

55 44 31 27 15 10 - 3 0
17 13 6 < 2 2 0 0 0

Median follow-up: 17.4 mo for pivotal cohort and 5.7 mo for C1 OPT cohort. PFS assessed by investigator. MRD was assessed in peripheral blood using the clonoSEQ® next-generation sequencing
assay with 1076 cutoff. MRD negative was defined as having MRD negativity at any time point (left graph) or at any time point up to C3D1 (right graph).
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Primary Phase 3 Results From the EPCORE FL-1 Trial of
Epcoritamab With Rituximab and Lenalidomide (R?) Versus
R? for Relapsed or Refractory Follicular Lymphoma
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Epcoritamab+R? in R/R FL

EPCORE FL-1: Global Randomized Phase 3 Study

Fixed-Duration 12 Cycles (28-Day Cycles)

Epcoritamab (48 mg) plus R? n=243

Key inclusion criteria _,| * Epcoritamab (3-SUD cycle 1: QW; cycles 2-3, QW; cycles 4-12, Q4W)
« Rituximab (375 mg/m?2), 5 cycles (cycle 1, QW; cycles 2-5, Q4W)

* Lenalidomide (20 mg), 12 cycles (cycle 1-12, QD)

» Histologically confirmed
FL and CD20+

* Grade 1-3a, Stage lI-IV | =—p

* 21 prior treatment
(anti-CD20 mADb plus _
chemotherapy) R2 n=245

* Met 21 GELF criterion —| - Rituximab (375 mg/m?), 5 cycles (cycle 1, QW; cycles 2-5, Q4W)

* Lenalidomide (20 mg), 12 cycles (cycle 1-12, QD)

Randomization 1:1

* Dual primary endpoints: ORR and PFS

+ Secondary endpoints: CR rate, OS, and MRD
« Additional secondary endpoints: DOR, DOCR, TTNLT, safety, and PRO assessments

Median follow-up: 14.8 months
Enrollment period: October 2022 - January 2025

* Genmab © Genmab 2025



Epcoritamab+R? in R/R FL

Baseline Demographics Were Balanced

Characteristic Epcoritamab+R? R2 Overall
(N = 243) (N = 245) (N = 488)

Median age, y (range) 60 (30, 84) 63 (24, 89) 61 (24, 89)
ECOG, n (%)

0 166 (68) 170 (69) 336 (69)

1-2 77 (32) 75 (31) 152 (31)
Ann Arbor stage, n (%)

I 37 (15) 44 (18) 81 (17)

Hn-1v 206 (85) 201 (82) 407 (83)
FLIPI score, n (%)

0-1 63 (26) 56 (23) 119 (24)

2 79 (33) 76 (31) 155 (32)

3-5 100 (41) 113 (46) 213 (44)
Bulky disease (= 7 cm), n (%) 47 (19) 61 (25) 108 (22)
Number of prior lines of therapy,
median (rar?ge) > 1(1,7) 1(1,6) 1(1,7)

1, n (%) 145 (60) 141 (58) 286 (59)
Prior anti-CD20 antibody, n (%) 243 (100) 245 (100) 488 (100)
POD24, n (%) 106 (44) 93 (38) 199 (41)
Refractory to 1L therapy, n (%) 86 (35) 81 (33) 167 (34)
Double refractory 91 (37) 91 (37) 182 (37)




Epcoritamab+R? in R/R FL

Superior PFS With 79% Risk Reduction

100+

80+

60+

40-

Progression-Free Survival, %

20| PFS Epcoritamab+R? R?
Events 35 106
Median (95% Cl), months NE (NE-NE) 1.7 (11.1-15.1)
ol HR?(95% Cl), P value® 0.21 (0.14-0.31), P < .0001
E) ]3 é é 1'2 1l5 1'8 2'1 é4 2'7 3'0
) Months Since Randomization

No. at risk
Epcoritamab+R? 243 240 218 183 112 77 65 30 6 2 0
R 2 245 220 180 110 58 34 28 10 2 1 0

» Across pre-specified subgroups, epcoritamab+R? demonstrated favorable PFS in a broad R/R FL population

. Median follow-up for PFS: epcoritamab+R? (14.4m), R2 (11.5m).
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o ~ "




Epcoritamab+R? in R/R FL

Higher Response Rates

B Epcoritamab+R? W R?

—Ps .0001° |
P < .0001°
100 95.1 | -0 |
=~ 79.2 : 827 Epcoritamab+R? R?
g : (N = 243) (N = 245)
o I
mn
) : ORR 95% 79%
X ' 49.8
@ : CRR 83% 50%
% 50— )
4 : PR, n (%) 12% 29%
) 0
§_ : SD/PD, n (%) 3% 13%
) i
2 : NE.bn (%) 4 (2) 18 (7)
|
o- ]

ORR CRR

&gminal P value by stratified Cochran-Mantel-Haenszel method. "Patients with no post-baseline disease assessment were also included.



Epcoritamab+R? in R/R FL

Deep and Durable Responses

1004
X
@ 801
n
c
o
o
O 604
<]
(22
[T
S
c 40+
o
© | 2
5 ./ DOR Epcoritamab+R? R
a Events 25 74
Median (95% Cl), months NE (NE-NE) 11.5 (8.5-18.6)
ol HR?(95% Cl), P value® 0.19 (0.12-0.30), P < .0001
0 3 6 9 12 15 18 21 24 27
) Months Since First CR or PR
No. at risk
Epcoritamab+Re 231 217 183 111 69 37 26 6 0 0
R? 194 165 107 58 32 13 8 2 1 0

Median follow-up for DOR: epcoritamab+R? (10.6m), R? (10.6m).
0.:Nominal P value is based on stratified log-rank test. Hazard ratio is estimated using stratified Cox proportional hazards model.




Positive Trend for OS With Epcoritamab+R?

100+ ~==“=ﬂ -
°\° 80
g
v B0
S
=
7))
E 40-
(<)
2 2
o . 0s Epcoritamab+R? R
Events 10 25
Median (95% Cl), months NE (NE-NE) NE (NE-NE)
o/ HR*(95% ClI), P value® 0.38 (0.18-0.80), P =.0039
0 3 6 9 12 15 18 21 24 27 30 33
. Months Since Randomization
No. at risk
Epcoritamab+R?* 243 240 234 209 182 111 /6 40 22 7 1 0
R? 245 233 226 198 162 102 70 34 17 5 0 0
[ The 16-month estimate for OS was 95.8% with epcoritamab+R? and 88.8% with R? ]

Median follow-up for OS: epcoritamab+R? (14.8m), R? (14.6m).

0.:Bvalue is based on stratified log-rank test with 1-sided significance level of 0.000005. Hazard ratio is estimated using stratified Cox proportional hazards model.




Epcoritamab+R< in R/R FL

Epcoritamab+R? Extended Time to Next Treatment

1004

@ @
e ?

Time to Next Antilymphoma
Treatment, %
8

a0, TTNLT Epcoritamab+R? R?
Events 15 77
Median (95% Cl), months NE (NE-NE) 24.3 (18.2-NE)
of HR*(95% Cl), P value* 0.15(0.09-0.27), P < .0001
0 3 6 9 12 15 18 21 24 27 30 3
Months Since Randomization
No. at risk
Epcoritamab+R* 243 240 228 201 171 103 73 38 20 5 1 0
R? 245 227 204 161 121 73 47 20 11 2 0 0

« At 16 months, 92.8% of patients treated with epcoritamab+R? remained free from new antilymphoma treatment
compared with 64.9% of patients treated with R?

Median follow-up for TTNLT: epcoritamab+R? (14.6m), R? (14.1m). TTNLT results are for descriptive purposes only.
“Nominal P value |s based on stratified log-rank test. Hazard rato Is estimated using stratified Cox proportional hazards model. 12



Epcoritamab+R2 in R/R FL

Manageable Safety, No New Signals

Epcoritamab+R? R2
(N = 243) (N = 238)

Adverse Event, n (%)

Any Grade | Grade 23 | Any Grade | Grade 2 3

Any adverse event 242 (100) 219 (90) 235 (99) 161 (68) * CRS was all low-grade and resolved
Serious adverse event 135 (56) - 69 (29) -
mmm) Adverse event leading to treatment 46 (19) 29 (12) Neutropenia and infections were
discontinuation i ) manageable, few patients
Epcoritamab 21 (9) - - - discontinued therapy due to these AEs
Rituximab 7 (3) - 12 (5) -
Lenalidomide 45 (19) - 29 (12) - Fatal adverse events were
Adverse event of clinical interest > 20%32.b low; epcoritamab +R2, 1.6%; R?, 3.8%
B) /nfections® 188 (77) 81 (33) 125 (53) 37 (16)
Neutropenia 180 (74) 167 (69) 123 (52) 100 (42) Median relative dose intensity = 90%
Cytokine release syndrome 85 (35) - 1 (< 1) for epcor+R?2
Anemia 68 (28) 19 (8) 41 (17) (5)
Thrombocytopenia 67 (28) 23 (9) 44 (18) 5 (6) * Quality of Life (QOL) was preserved
Pyrexia 58 (24) 1(<1) 33 (14) (1)
Rash 58 (24) 19 (8) 53 (22) 9 (4)
COVID-19 54 (22) 7 (3) 32 (13) 4(2)

aNeutropenia, anemia, pyrexia, rash and COVID-19 are grouped terms comprising multiple clinically related Preferred Terms. "This includes the AESI of CRS. “Events were in the MedDRA system organ class “Infections

-.émd Infestations.” No grade 5 infections were reported.




Conclusiones

« BsAs son terapias increiblemente eficaces en 3a
linea como monodroga

« Mosun terapia fija o Epco continuo
« Tolerables, 1ncluso en pacientes en lineas avanzadas

« Pocos datos a largo plazo, pero los datos de 3 anos de
Mosun son muy i1nteresantes!

« La combinacion con R2 trae los BsAs a 2a linea, Yy
esto es genial

« Los datos son impresionantes
« Con epco, una terapia finita mejora los costos también!

« Pero hay un incremento significativo de Ta toxicidad
« 33% de infecciones grado 3 es malo

« Follow up es muy corto aun (<15 meses)



Conclusiones

« S1n embargo, estamos empezando a utilizar BsASs
y es muy 1mportante alguna experiencia con los
efectos secundarios

« CRS, neutropenia, hipogamma

* No mate a su paciente con Linfoma Folicular en
lineas tempranas!
* No es posible desmorir!
« Tenemos muchas otras terapias disponibles
« La expectativa de supervivencia en LF es >30 anos



Current Epcoritamab Plus Rituximab and Lenalidomide
Perceptions for Patients With Relapsed/Refractory

*Presenting author

Figure 1: Previous Familiarity with Epcoritamab
Question: How familiar are you with the bispecific CD20-CD3 T cell-engager therapy epcoritamab?

100%

80% -

60% -

Very familiar

30% 30% 30%

Somewhat familiar

Follicular Lymphoma

Authors: Emily Levine, MPH; Danielle Gentile, PhD; Scott Swain PhD, MPH'; Robert N. Bone, PhD;
Luke Jennings-Zhang, PharmD, BCPS; Yolaine Jeune-Smith, PhD; Bruce Feinberg, DO*

61%

43%

Cardinal Health, Dublin, Ohio, USA

B July 2023 (n=54)
B Sept 2023 (n=46)
[] Total (n=100)

33%

15%
0%

Not very familiar

Not at all familiar

Poster code: HSD88

Figure 4: Treatment Line Consideration of Epcoritamab + R2 for R/RFL
Question: After reviewing the EPCORE NHL-2 trial and assuming FDA approval, for which line therapy
are you most likely to consider epcoritamab + R2 for patients with FL?

100% -
B July 2023 (n=53)
80% - B Sept 2023 (n=44)
[] Total (n=100)
peord 58%
48%
40% -
- 14% 15%
20% 255 9%
0% 0% 0% 0% 2%’. 0% 0% 0% .2%
1L J " 4Lorlater ' Noneofthe 'Idonotmanage'

above patients with
lymphoma



Infecciones con BsAs

Infection Characteristics:

+ Of all infections, 61.2% were grade =3.

* The median time to infection was
6.6 months, with bacterial infections
occurring earliest.

* Viral infections were most frequent,
with SARS-CoV-2 being the leading
cause.

A All grades
Any k—‘N-uUS' S SN P Y et
Bacterial 4+ +.* ¥ 1 T R =T n
Viral JOe" F o 2 et £].8 8 o so0 g Tt ——
Fungal 4 (. »* Tf“"““ —
B Grade 3-5
Any Je S R e ———
Bacterial v+~ . ——— o
Viral 4o
Fungal 4
Any
Bactenal 4
Viral o ~= - Pt
Fungal { &= ::iB
T T T T T T T T
0 3 6 9 12 15 18 21 24
Onset (months)

Infection Incidence:

* Infections occurred in 62.4%, with
37.6% being grade >3.

* Cumulative infection incidence reached
76.4% at 24 months.

* Neutropenia and
hypogammaglobulinemia were
associated with a higher risk of
infection.

A Cumulative Incidence of All Grade Infection
100% +

75% +

50%

Cumulative incidence

25% +

L)

0 3 6 9 12 15 18 20 24
Time (months)

group — Any infection — Fungal infection

Bacterial infection — Viral infection

£

Cumulative incidence

100% A

75% 4

50%

25%

Cumulative Incidence of Clinically
Significant CMV Infection

0%

6 9 12 15 18 21
Time (months)

Cumulative incidence

100% A

75% A

50% A

25%

Cumulative Incidence of CMV Disease

0%

3 6 9 12 15 18 21 24
Time (months)

Kim et al, Blood Adv 2025



« ;Sera la lena
probar combin

SYMPHONY-1:

SYMPHONY-1 is an ongoing Ph 3 study (confirmatory study in t
Tazemetostat + R2 vs. R? in 2L+ all-comers FL patients (mutant

Patients with relapsed / refractory FL who have been
systemic therapy, including patients who are rituximc

Population

Phase 1b (safety run-in) | Phase 3 (efficacy)

Key Obiectives Safety, pharmacokinetics, Primary: PFS as determined by
4 ! antitumor activity, RP3D Secondary: PFS by IRC, respol
QOL, satety
Safety Run-in Phase 3 Randomization (12 months)
[ All-comers i { MT/WT EZH2 enrichment based on Cobas® EZH2 mutation test

Tazemetostat + rituximab + lenalidomide

qu_fem_eios;ai + (n=250, mPFS, 36 mo) ;
rituximab +
lenalidomide —
(N=40) Placebo + rituximab + lenalidomide

(n=250, mPFS, 25 mo)
Stratification for randomized portion by EZH2 mutation siatus: treatment-
sensifive vs refractory to prior rituximab-containing regimen, patients
ireated with 1 prior vs 22 prior systemic therapies

Material exclsuivo para treinamento

farmaco para

S IPSEN

-1 Investigator,

information regarding tazemetostat in patients with follicular lymphoma in the ongoing
tudy; | diate discontinuation of tazemetostat/ placebo dosing following emerging
gic secondary malignancies and immediate cessation of patient enrolment.

s -1 Investigator,

of an important safety update concerning tazemetostat in patients enrolled in the ongoing
inical study evaluating tazemetostat in combination with lenalidomide and rituximab in
pfractory follicular lymphoma.

n ad hoc review of emerging safety data by the Independent Data Monitoring Committee
ented an immediate stop to study treatment and further patient enrolment as part of an
M). As such please, with immediate effect, stop any patient tazemetostat/ placebo dosing

-

and patient enrollment in the EZH-302/SYMPHONY 1 study.



cHay otras combinaciones?

 Mithic-FL II

Multicenter Phase 2 Study Overview

r ==
Eligibility: Endpoints: Outpatient administration:
+ 218 years; ECOG PS 0-2 + Primary: CR per Lugano « Administration: Zanubrutinib PO; mosunetuzumab
+ CD20+ previously untreated FL + Secondary: ORR, safety, PFS, DOR, =

TTNT, OS * Prophylaxis: Dexamethasone, antihistamine H2
» =30 staellly itori blocker, acetaminophen in C1(and C2 if prior CRS)
+ In need of therapy per GELF criteria Rtiiematany: 0, ciDNA mogitating ;

* VZV and PJP prophylaxis and GCSF support
treating physician

per

2

1 cycle = 21 days

Y Mosunetuzumab, 5 mg SC ¥ Mosunetuzumab, 45 mg SC @ Imaging (PET/CT)

® ®
VT A A A A B R N LoV ¥ V.3 V. Y vy
| Zanubrutink 320 mg orally daly | -
D-7 011 D15

AR s g gt g gt 0l 11 L1927 43l 44 5 ERT

®

)

Cycles Cycles

‘s Off study

@, ____Zanubrutinib 320 mg orally dally _

_____Zanubrutinib 320 mg orally daily
1
1

®
®

At median follow-up of 6.5 months,
overall response rate (ORR) was
92% and CR rate was 82%, with 10%
of patients achieving a partial
response (PR).

The predominant AEs were
injection site reaction (67%),
cytokine release syndrome (CRS)
(61%), and dry skin (58%); all
Grade 1/2.



My take en Combinaciones vs Monodroga

« Combinacion:
« Pacientes jovenes, en donde necesito una respuesta
profunda y duradora

« Bajar la dosis/sacar Lena si1 neutropenia prolongada

« Este atento a infecciones, incluso reactivacion de
CMV

« Reemplazar Inmunoglobulina en algunos casos ($$$)

« Pacientes fragiles en 22 linea - Mejor con TafaR2?



My take en Combinaciones vs Monodroga

« Monodroga

- Pacientes mayores, con comorbilidades (que en verdad son
casi todos)

« Pacientes ya expustos o con contraindicacion a Lena
« Pacientes con >3 lineas

« Para todos:
« Vacunacion
« Manejar agresivamente las infecciones

. Ateq;o a reactivacion de CMV (casi 25% en datos del mundo
rea

« S1 posible, reemplezar Igs en pacientes con hipogamma
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Nos vemos en LEx 2027!



Graclas!

¥ @guiperiniMD
guilherme.perini@einstein.br



