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Realidade dos pacientes com LDGCB
refratario: SCHOLAR-1

SCHOLAR-1 € um estudo retrospectivo que analisou dados de 636 pacientes com LDGCB refratario de
2 grandes estudos randomizados e 2 bancos de dados académicos.
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A Mediana de Sobrevida Global em pacientes com pelo menos 2 linhas de terapia foi 6,3 meses (95%Cl, 5,9-7 mese

Crump M, et al. Blood. 2017 Oct 19;130(16):1800-1808.




R-GEMOX EM 22 LINHA
e DADOS DE VIDA REAL

Rituximab plus gemcitabine and oxaliplatin (R-GemOx) in refractory
/ relapsed diffuse large B-cell lymphoma: a real-life study in
patients ineligible for autologous stem-cell transplantation

a  SOBREVIDA LIVRE DE PROGRESSAO @) SOBREVIDA GLOBAL
1001 Mediana: 5 meses 1001 Mediana: 10 meses
. 75 1 75 1
Mediana de Idade : 72 anos (24 a 89)
Refratarios ao ultimo tratamento: 57% 50 %
Linhas de tratamento prévias: 25 | %
* 1:58% ™ 12 24 % P %o 12 24 36 a8
fee o) Time (Months) Time (Months)
* 2 Ou malis: 42A Number at risk Number at risk
196 46 22 16 8 196 86 48 34 24

Taxa de Resposta Completa: 23%

Cazelles C et al. Leuk Lymphomiii21 Se



NAKED ANTIBODY

Rituximab

ANTICORPOS NO TRATAMENTO DOS LNH B

ENGINEERED ANTIBODY

Obinutuzumab

Tafasitamab

Anti-CD19

ANTIBODY DRUG
CONJUGATED

Brentuximab
vedotin

Polatuzumab
vedotin

BIESPECIFIC ANTIBODY

Anti-CD20/CD3
TCEB




Tafasitamabe e lenalidomida: uma nova combinacao imunoldgica

Tafasitamabe-cxix (Fc-modificado, anti-CD19 mAb)1—

saode células T

O
. ~ _ N o Sitio de ligagao CD19
Atlvagao/expa n Qf/ 4§;l\21: maturado por afinidade
NH, ©

e células NK . . ADCC /]\ Porg¢ao Fc modificada
Lenalidomida __-Citotoxicidade direta N —
/ N « Morte celular
),': direta

Célula NK

Lenalidomida®®

» Ativacdo/expansdo de células T e
células NK

* Morte celular direta

* Agente anti-linfoma, sozinho ou em
combinacao

malignas

ADCC, citotoxicidade celular dependente de anticorpos; ADCP, fagocitose celular dependente de anticorpos.
1. Horton HM, et al. Cancer Res 2008;68(19):8049-57. 2. Woyach JA, et al. Blood 2014;124(24):3553-60. 3. Jurczak W, et al. Ann Oncol

n g
2018;29(5):1266—72. 4. Awan FT, et al. Blood. 2010;115(6):1204-1213. 5. Witzig TE, et al. Ann Oncol 2015; 26(8):1667—77. 6. Czuczman Y/ Kn’ght
MS, et al. Clin Cancer Res 2017;23(15):4127-37.
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TAFASITAMABE (MINJUVI®)

INDICACAO

Tafasitamab

e Tafasitamabe com lenalidomida (12 ciclos) seguida de monoterapia com tafasitamabe até progressao

* Adultos com LDGCB recidivado ou refratario nao elegiveis para transplante autdlogo de células-tronco

- Aprovado também para linfoma de baixo grau transformado para LDGCB!

Bula de Minjuvi® ANVISA




*|dade, comorbidades, refratariedade QT,
I_- M I N D recaida pos TACTH, falha de mobilizagao.

35 centros — Europa

e EUA Fase 2, estudo de braco unico, aberto, multicéntrico (NCT02399085)
LDGCB R/R Ciclo 1-3 Ciclo 4-12 Ciclo 12+
* 1-3regimes previos Tafasitamabe Tafasitamabe- DE Tafasitamabe-cxix
12 mg/kg IV 12 mg/kg IV RP 12 mg/kg
e N3o elegl'vel p/TACTH* gd4w; d 1, 8, 15,22°b gdw; d 1, 15 RC di, 15
" ar - + + ATE PROGRESSAO >
* Os Refratarios primarios
excluidos *(Mas DP de 3 el DESFECHO PRIMARIO
d1-21
a 6 meses entrou) 25 mg/d po Taxa de Resposta Objetiva
(avaliagdo central)
Tamanho da amostra adequado para detectar 215% de aumento absoluto da ORR para a combinagdo Tafasitamabe- DESFECHOS SECUNDARIOS
cxix/LEN versus monoterapia com LEN a 85% de poténcia, alfa de 2 lados de 5%. e SLP
* Duragao de Resposta Objetiva
Dados maduros: analise de desfecho primario com ponto de corte de dados de 30 de novembro de 2018; seguimento e SG
minimo para o desfecho primario 12 meses, mediana de acompanhamento de 13,2 meses * Seguranca da combinac3o

Tafasitamabe + LEN
* Analises exploratérias e baseadas em

aASCT, transplante autélogo de células-tronco; CR, resposta completa; DOR, Duracao da resposta; HDC, quimioterapia em altas doses; IV, intravenoso; LEN, biomarcadores
Lenalidomida; ORR, taxa de resposta global; OS, sobrevida global; PFS, sobrevida livre de progressao; po, oralmente; PR, resposta parcial; SD, doenca estavel.
Salles G, et al. Lancet Oncol. 2020;21(7):978-988.

W e T



Esquema terapéutico

Tafasitamabe 12mg/kg IV + 25 mg Lenalidomida VO, ciclos de 28 dias

MINJUVI e lenalidomida — Esquema de administracao

Ciclo 1 Ciclos2e 3

Days 1|2(3|4|5|6|7|8|9|10/11|12|13[14/15|16/17|18]|19|20|21|22(23|24|25|26(27|28 Days 112(3]4(5]|6|7|8]|9|10/11{12/13[14]15(16/|17|18|19|20|21|22|23|24|25|26(27|28
MINJUVI IV ™ - - MINJUVI IV n - =

12 mg/kg - - 12 mg/kg |
Lenalidomide PO ° Lenalidomide PO °

25 mg daily | | | | | | | | | | | | | | | | | | | ' 25 mg daily w
Ciclos4a 12 Apos 12 ciclos - MINJUVI monoterapia até progressdao doencga ou
Days 112[34]s 678 [ro[ta[r2[i31alts[16[17[18[1ofofl2fo3ppalaslasforos]  toXicidade inaceitavel

MINJUVI IV - = Days 1/2|3|4|5|6|7|8|9(10/11/12/13

12 mg/kg MIN

JUVI IV =
Lenalidomide PO PY 12 mg/kg
25 mg daily | | | | | | | | | | | | | | | | | | | | 1

- Tafasitamabe até a progressao ou outro critério de suspensao

12 ciclos Tafasitamabe + lenalidomida
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L-MIND: ORR at 5-year Follow-up?-?
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0
Overall (n=80) 1 pLoT (n=40) =2 pLoT (n=40)

Data Cut-off Date: 14 November 2022.

CR, complete response; FAS, full analysis set; ORR, objective response rate; PD, progressive disease; pLoT, prior line of therapy; PR, partial response; SD, stable disease.
1. Kalakonda N (Presenter): Duell J, et al. Oral presented at AACR annual meeting; 14-16 April 2023: Orlando, Florida [Abstract #9810]; 2. Duell J, et al. Haematologica. 2024;109(2):553-566.
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L-MIND: DoR at 5-year Follow-up

13

100

75

Probability of DoR, %
ul
o

25

Number at risk:

Overall 46

1 pLoT 27

Key mFU, months [95% CI]
Overall 44.0 [29.9, 57.0]
~+ 1 pLoT 53.8 [24.4, 58.7]
T b 1 3 + | —7 -+ 22 pLoT 38.9 [12.8, 59.4]
3-year 5-year final: 14 Nov 2022
30 Nov 2018 30 Oct 2020 Overall
mDoR, months [95% CI] | 21.7 [21.7, NR] | 43.9[26.1, NR] | NR[33.8, NR] | NR[9.1, NR] | NR[26.1, NR]
0 6 12 18 24 30 36 42 48 54 60 66 72
Time in months
34 28 27 24 21 17 16 13 11 5 2 0
20 16 16 14 12 11 11 10 8 3 2 0
19 14 12 11 10 9 6 5 3 3 2 0 0

22 plLoT

[ After a median follow-up of 44.0 months, mDoR was not reached ]

Data Cut-off Date: 14 November 2022.
Data are from the FAS (n=80) and exploratory subgroups by pLoT (1 pLoT, n=40; =2 pLoT, n=40).

CI, confidence interval; DoR, duration of response; mDoR, median DoR; mFU, median follow-up; NR, not reached; pLoT, prior line of therapy.
Duell J, et al. Haematologica. 2024;109(2):553-566.
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L-MIND: DoCR at 5-year Follow-up

100 !

75

Probability of DoCR, %
ul
o

+
+
-+
-+
F
F

_____________________________________________________________________________________________________________________________________________________________________________________________________________________________

Key mFU, months [95% CI]

Analysis 5-year final: 14 Nov 2022 Overall 32.7 [24.4, 53.6]
Overall | 1ploT | =2pLoT | | ~+ 1 ploT 49.3 [21.2, 57.0]
mDoCR, months [95% CI]| NR[NR, NR] NR [31.0, NR] NR [16.9, NR] —+ >2 pLoT 31.8 [0.0, 40.0]
0 6 12 18 24 30 36 42 48 54 60 66 72
Number at risk: Time in months
overall 33 27 25 23 20 17 13 11 11 7 2 1 0
1 pLoT 21 17 16 15 13 11 9 9 9 5 2 1 0
22 pLoT 12 10 9 8 7 6 4 2 2 2 0 0 0

[ The 5-year DoCR estimate was 80.7% (95% CI: 59.1, 91.6) ]

Data Cut-off Date: 14 November 2022,
CI, confidence interval; DoCR, duration of complete response; mDoCR, median duration of complete response; mFU, median follow-up; NR, not reached; pLoT, prior line of therapy.
Duell J, et al. Haematologica. 2024;109(2):553-566.
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L-MIND: PFS at 5-Year Follow-up

15

100

Key | mFU, months [95% CI]
~ Overall 45.6 [22.9, 57.6]

~+ 1 pLoT 57.6 [26.5, 60.7]

75

~+ 22 pLoT 33.9 [10.9, 46.8]

Probability of PFS, %
ul
o

25 | i i i § §
: Primary 3-year 5-year final: 14 Nov 2022
30 Nov 2018 30 Oct 2020

mPFS, months [95% CI] | 12.1[5.7,NR] | 11.6[6.3,45.7] | 11.6 [5.7,45.7] | 23.5[7.4, NR] | 7.6 [2.7, 45.5]

0 6 12 18 24 30 36 42 48 54 60

Number at risk: Time in months
Overall 80 42 30 26 23 21 18 17 13 12

1 pLoT 40 25 19 16 14 13 11 11 10 10
22 pLoT 40 17 11 10 9 8 7 6 3 2

\ ) N N \o}

[ After a median follow-up of 45.6 months, mPFS was 11.6 months

Data Cut-off Date: 14 November 2022.
CI, confidence interval; mFU, median follow-up; mPFS, median PFS; NR, not reached; PFS, progression-free survival; pLoT, prior line of therapy.

Duell J, et al. Haematologica. 2024;109(2):553-566.

Overview Baseline Patient Characteristics Patient Disposition Efficacy Results Safety Results
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Conclusions

U Knight
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L-MIND: OS at 5-year Follow-up

100 Key mFU, months [95% CI]
Overall 65.6 [59.9, 70.3]
1 pLoT 67.0 [59.6, 72.1]
75 ~+ >2 pLoT 65.6 [57.9, 70.3]

Probability of OS, %
(5]
o

N
(0]

Analvsi Primary 3-year 5-year final: 14 Nov 2022
nalysis 30 Nov 2018 30 Oct 2020 Overall 1 pLoT >2 pLoT

mOS, months [95% CI] | NR[18.3, NR] | 33.5[18.3,NR] | 33.5[18.3, NR] | NR[24.6, NR] | 15.5[8.6, 45.5]

0
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Number at risk: Time in months
Overall 80 64 54 45 41 37 33 32 29 28 21 15 9 1
1 pLoT 40 36 32 28 25 22 21 20 18 18 14 11 7 1
22 pLoT 40 28 22 17 16 15 12 12 11 10 7 4 2 0

[ After a median follow-up of 65.6 months, mOS was 33.5 months ]

Data Cut-off Date: 14 November 2022.
CI, confidence interval; mFU, median follow-up; mOS, median OS; NR, not reached; OS, overall survival; pLoT, prior line of therapy.
Duell J, et al. Haematologica. 2024;109(2):553-566.

Overview Baseline Patient Characteristics Patient Disposition Efficacy Results Safety Results Conclusions
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L-MIND — SEGURANCA -5 ANOS

Evento All gra_des (210%) Grade 2_3 (>1 patient)
All patients All patients (N=81

Incidéncia de EAET nao-hematologicos, n (% of patients)

Reducao de appetite 18 (22.2) 0

Hipocalemia 15 (18.5) 5(6.2)

Tosse 24 (29.6) 1(1.2)

Dispneia 11 (13.6) 2 (2.5)

Dor nas costas 16 (19.8) 3(3.7)

Espasmos musculares 12 (14.8) 0

Aumento da proteina C reativa 9(11.1) 0

Interrupgdes temporarias de tafasitamabe: n= 65,
Interrupgao de Lenalidomida N= 28

Descontinuacdo de tafasitamabe por EA: 19,8% (n= 16)
Descontinuacdo de Lenalidomida por EA: 22,2% (N= 18)
7,4% (n=6) 6bitos por eventos adversos

Nenhum débito por EA relacionado ao tratamento

Data Cut-off Date: 14 November 2022.

aMost frequent treatment-emergent SAEs were pneumonia (8.6%), febrile neutropenia (6.2%), neoplasms (4.9%), pulmonary embolism and COVID-19
infections (3.7% each), bronchitis, lower respiratory tract infection, dyspnea, atrial fibrillation, and congestive cardiac failure (2.5% each).

LEN, lenalidomide; SAEs, serious adverse events; TEAE, treatment-emergent adverse event.

Duell J, et al. Haematologica. 2023. doi: 10.3324/haematol.2023.283480.




L-MIND — SEGURANCA -5 ANOS

Terapia combinada ou Monoterapia com Tafasitamabe- Monoterapia com Tafasitamabe-
Exposicdo ao tratamento, Lenalidomida (N=80) cxix até 2 anos (N=52) cxix além de 2 anos (N=27)
pessoas/ano 44.06 35.67 64.01
Neutropenia | 167 - 39 I 18
Trombocitopenia I 6 I 5
Anemia . . 15 l 13
Leucopenia - l 9 | 3
Neutropenia febril - 3
Linfopenia - I 2 | 2
Agranulocitose - 1
. Grau 1/2
Linfadenopatia -
Grau 3
Hipoglobulinemia A | 1 ‘ 1 Grau 4
Trombocitose 1 | 1 ‘ - Valores em vermelho
Leucocitose - ‘ 1 indicam ndmero
. . absoluto de eventos
Anemia ferropriva A ‘ 1
0 1 2 3 4 5 0 1 2 3 4 5 0 1 2 3 4 5
Frequéncia por pessoa/ano
Os TEAEs hematologicos foram menos frequentes durante a A baixa incidéncia de TEAEs com Tafasitamabe-cxix em monoterapia
monoterapia com Tafasitamabe-cxix em comparagdo com a até 2 anos foi mantida ou reduzida a partir de 2 anos

terapia combinada com Tafasitamabe-cxix + Lenalidomida




RE-MIND2: Tafasitamab + LEN vs Systemic Therapies Pooled or BR
or R-GEmOXx (Primary Analysis)

A retrospective, observational, cohort study to characterise the effectiveness of tafasitamab + LEN, in a real-world
setting, relative to commonly administered systemic therapies for ASCT-ineligible patients with R/R DLBCL

Routinely administered the R/R DLBCL treatments as matched control for L-MIND*

Eligibility criteria Matching process Matched comparison

Find the matching patients for 9 covariates
Age group (<70 vs =70 years)
Ann Arbor stage (I + II vs III + IV)
Number of prior therapy lines (1 vs 2/3)
Prior ASCT (yes vs no)

Aged >18 years

Patients with R/R DLBCL RE-MIND2
=2 prior systemic N=3454
therapies for DLBCL (All therapies)
(including =21

anti-CD20 therapy)

ASCT-ineligible

L-MIND Tafasitamab + LEN

Tafasitamab + LEN

versus
N=81

All the systemic therapies
pooled
or versus
Individual systemic therapies:

Refractoriness to the last therapy line (yes vs no)
History of primary refractoriness (yes vs no)
Elevated LDH (LDH >ULN vs LDH <ULN)
Neutropenia (absolute neutrophil count <1.5 x 10%/L
vs >1.5 x 10°/L)

Anaemia (haemoglobin <10 g/dL vs >10 g/dL)

BR
R-GemOx

Primary endpoint:
- 0OS

Secondary endpoints:
 ORR and CR rate
 PFS

* DoR

Pola-BR
LEN-R
CAR-T

Additional covariates for sensitivity analyses:*
* H/o primary progressive (yes vs no)

» H/o early relapse (yes vs no)

« ECOG PS (0-1 vs 22)

*The assessment time frame for tafasitamab + LEN was March 2016 to November 2017. "The covariate ‘history of primary refractoriness’ is represented by ‘primary progressive’ and ‘early relapse’ in the sensitivity analyses.
ASCT, autologous stem cell transplantation; BR, bendamustine + rituximab; CAR-T, chimeric antigen receptor T-cell therapy; CR, complete response; DLBCL, diffuse large B-cell ymphoma; DoR, duration of response; ECOG PS,
Eastern Cooperative Oncology Group performance status; H/o, history of; LDH, lactate dehydrogenase; LEN, lenalidomide; LEN-R, LEN plus rituximab; ORR, overall response rate; OS, overall survival; PFS, progression-free
survival; Pola-BR, polatuzumab vedotin + bendamustine + rituximab; R-GemOx, rituximab + gemcitabine + oxaliplatin; R/R, relapsed/refractory; ULN, upper limit of normal.

Nowakowski G, et al. Clin Cancer Res. 2022;28:4003-4017.

Baseline Characteristics | Efficacy Results | Conclusions . ==o
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Primary Endpoint: OS (1/3)

Tafasitamab + LEN was associated with statistically significant improvements in OS versus systemic pooled therapies

1.0 4
0.9 +
w 0.8 7 KM median
8 0.7 1 (months)
; 0.6 1 — Tafasitamab + LEN (n=76), =2L 34.1
= 0.5+ — Systemic therapies pooled (n=76), =2L 11.6
& 0.4 --- Tafasitamab + LEN (n=39), 2L NR
[=] - R .
& 8; >2L HR (95% CI): 0.553 (0.358-0.855); P=0.0068 L --- Systemic therapies pooled (n=39), 2L 16.1
0'1 | 2L HR (95% CI): 0.502 (0.254-0.990); P=0.0426
0.0 +— T T T T T T T )
01 3 6 12 18 24 30 36 44
Months
— Tafasitamab + LEN (n=76), =2L
At risk 76 74 68 64 54 45 37 24 14 0
Event(s) 0 2 7 10 19 27 31 34 36 36
Censored 00 1 2 3 4 8 18 26 40

— Systemic therapies pooled (n=76), =2L

At risk 76 75 68 54 33 23 18 14 8 0
E\t/G::'?t(s) 01 7 19 38 44 45 45 48 49 CO M PA RATO RS

Censored 00 1 3 5 9 13 17 20 27

-- Tafasitamab + LEN (n=39), 2L HAD SAM E
At risk 39 39 37 36 32 28 22 14 10 0

Event 00 1 2 5 9 12 14 14 14

C\éﬁgo(rse)d 00 1 1 2 2 5 11 15 25 E FF I CACY AS
-- Systemic therapies pooled (n=39), 2L

At risk 39 39 38 32 ' 21 16 12 10 6 0 LITE RATU R E
Event(s) 00 0 5 16 19 20 20 21 21

Censored 0 0 1 2 2 4 7 9 12 18

2L, second-line; Cl, confidence interval; HR, hazard ratio; KM, Kaplan—Meier; LEN, lenalidomide; NR, not reached; OS, overall survival.

Nowakowski G, et al. Clin Cancer Res. 2022;28:4003-4017.
Overview Baseline Characteristics Efficacy Results Conclusions
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Primary Endpoint: OS (2/3)

Tafasitamab + LEN was associated with statistically significant improvements in OS versus BR

17} KM median
o (months)
; — Tafasitamab + LEN (n=75), =2L 316
& — BR(n=75), 2L 9.9
% --- Tafasitamab + LEN (n=39), 2L NR
& 5] 220 HR (95% C): 0.418 (0.272-0.644); P<0.0001 - BR(n=39) 2L 12.0

0.14 2LHR(95% CI): 0.287 (0.147-0.559); P=0.0001

0.0 T T T T T T T T !
01 3 6 12 18 24 30 36 44
Months

— Tafasitamab + LEN (n=75), =2L
At risk 75 73 67 63 53 44 36 23 14 0
Event(s) 0 2 7 10 19 27 31 34 36 36
Censored 00 1 2 3 4 8 18 25 39
— BR (n=75), =2L
At risk 75 69 60 42 25 17 10 6 4 0
Event(s) 0 6 15 30 42 46 50 51 53 53
Censored 00 0 3 8 12 15 18 18 22
--- Tafasitamab + LEN (n=39), 2L
At risk 39 39 37 36 32 28 22 14 10 0
Event(s) 00 1 2 5 9 12 14 14 14
Censored 00 1 1 2 2 5 11 15 25
--- BR (n=39), 2L
At risk 39 38 36 26 15 9 5 2 2 0
Event(s) 01 3 11 19 22 25 26 26 26
Censored 00 0 2 5 8 9 11 11 13

2L, second-line; BR, bendamustine + rituximab; Cl, confidence interval; HR, hazard ratio; KM, Kaplan—Meier; LEN, lenalidomide; NR, not reached; OS, overall survival.

Nowakowski G, et al. Clin Cancer Res. 2022;28:4003-4017.

Overview Baseline Characteristics Efficacy Results Conclusions
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Primary Endpoint: OS (3/3)

Tafasitamab + LEN was associated with statistically significant improvements in OS versus R-GemOx

7)) KM median
S (months)
;. — Tafasitamab + LEN (n=74), =2L 31.6
2 — R-GemOx (n=74), =2L 11.0
8 -- Tafasitamab + LEN (n=39), 2L NR
2 -- R-GemOx (n=41), 2L 16.8

>2L HR (95% CI): 0.467 (0.305-0.714); P=0.0003
2L HR (95% CI): 0.403 (0.209-0.777); P=0.0051

0.0 T T T T T T T T )
01 3 6 12 18 24 30 36 44
Months

— Tafasitamab + LEN (n=74), =2L
At risk 74 72 66 63 53 44 37 24 14 0
Event(s) 0 2 7 10 19 27 31 34 36 36
Censored 0 0 1 1 2 3 6 16 24 38
— R-GemOx (n=74), =2L
At risk 74 73 65 53 29 21 15 12 5 0
Event(s) 01 9 20 40 46 49 49 53 55
Censored 00 0 1 5 7 10 13 16 19
-- Tafasitamab + LEN (n=39), 2L
At risk 39 39 37 36 32 28 22 14 10 0
Event(s) 00 1 2 5 9 12 14 14 14
Censored 00 1 1 2 2 5 11 15 25
-- R-GemOx (n=41), 2L
At risk 41 40 38 34 22 14 10 8 4 0
Event(s) 01 3 6 15 21 22 22 24 26
Censored 00 0 1 4 6 9 11 13 15

2L, second-line; Cl, confidence interval; HR, hazard ratio; KM, Kaplan—Meier; LEN, lenalidomide; NR, not reached; OS, overall survival; R-GemOx, rituximab + gemcitabine + oxaliplatin.

Nowakowski G, et al. Clin Cancer Res. 2022;28:4003-4017.
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Secondary Endpoints: ORR and CR Rate

® ORR and CR rate were significantly higher for tafasitamab + LEN versus systemic therapies pooled and R-GemOx

® Numerical improvement was observed for tafasitamab + LEN versus BR

Tafasitamab + LEN versus BR cohort

100 1 [ P=0.181 ") r P=0.008 n
80 1 ORR: 66.7% ORR: 68.9%
(95% CI: 54.8-77.1) (95% CI: 57.1-79.2)
S ORR: 54.7%
(5 60 i (95% CI: 42.7-66.2) ORR: 45.90/0
t CR: 38.7% CR: 39.2%  (95% CI: 34.3-57.9)
2 (95% CI: CR: 28.0% oo
" 40 27.6-50.6) (95% CI: .0-51. CR: 23.0%
o 18.2-39.6) s
14.0-34.2)
20

Tafasitamab BR Tafasitamab R-GemOx
+ LEN (n=75) + LEN (n=74)
(n=75) (n=74)

BR, bendamustine + rituximab; Cl, confidence interval; CR, complete response; LEN, lenalidomide; ORR, overall response rate; R-GemOx, rituximab + gemcitabine + oxaliplatin
Nowakowski G, et al. Clin Cancer Res. 2022;28:4003-4017.
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Tafasitamab + LEN versus R-GemOx cohort Tafasitamab + LEN versus

r P=0.032 7

ORR: 67.1%
(95% Cl: 55.4-77.5)

CR: 38.2%

(95% CI:
27.2-50.0)

Tafasitamab Pooled
+ LEN (n=76)
(n=76)
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Secondary Endpoints: PFS (1/3)

PFS was significantly improved for tafasitamab + LEN versus systemic therapies pooled (12.1 months vs 5.8 months; HR: 0.424; P<0.0001)

Probability of PFS

HR (95% CI): 0.424 (0.278-0.647); P<0.0001

KM median
(months)

— Tafasitamab + LEN (n=76), =2L 12.1
— Systemic therapies pooled (n=76), =2L 5.8

00 T T T T T T T T 1
01 3 6 12 18 24 30 36 44
Months
— Tafasitamab + LEN (n=76), =2L
At risk 76 71 57 43 34 30 17 12 4 0
Event(s) 0 4 18 29 36 40 44 45 45 46
Censored 01 1 4 6 6 15 19 27 30
— Systemic therapies pooled (n=76), =2L
At risk 76 68 41 21 8 4 1 1 0 0
Event(s) 05 24 34 45 48 51 51 52 52
Censored 03 11 21 23 24 24 24 24 24

2L, second-line; Cl, confidence interval; HR, hazard ratio; KM, Kaplan—Meier; LEN, lenalidomide; PFS, progression-free survival.

Nowakowski G, et al. Clin Cancer Res. 2022;28:4003-4017.

24

Overview

Baseline Characteristics =jilecloA G  Conclusions

U Knight

Material destinado exclusivamente a profissionais de saude




Secondary Endpoints: PFS (2/3)

PFS was significantly improved for tafasitamab + LEN versus BR (12.1 months vs 7.9 months; HR: 0.527; P=0.0028)

2L, second-line; BR, bendamustine + rituximab; Cl, confidence interval; HR, hazard ratio; KM, Kaplan—Meier; LEN, lenalidomide; PFS, progression-free survival.

Probability of PFS

0.14 HR (95% CI): 0.527 (0.344-0.809); P=0.0028

KM median

(months)
— Tafasitamab + LEN (n=75), =2L 12.1
BR (n=75), =2L 7.9

L

0.0 T T T T T T I_|I T 1
01 3 6 12 18 24 30 36 44
Months
— Tafasitamab + LEN (n=75), =2L
At risk 7570 56 42 33 29 17 12 4 0
Event(s) 0 4 18 29 36 40 44 45 45 46
Censored 01 1 4 6 6 14 18 26 29
— BR (n=75), =2L
At risk 7560 45 29 11 5 2 0 0 0
Event(s) 0 7 19 27 36 42 45 47 47 47
Censored 0 8 11 19 28 28 28 28 28 28

Nowakowski G, et al. Clin Cancer Res. 2022;28:4003-4017.
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Secondary Endpoints: PFS (3/3)

PFS was significantly improved for tafasitamab + LEN versus R-GemOx (14.1 months vs 5.1 months; HR: 0.433; P<0.0001)

1.0 KM median
. (months)

091 — Tafasitamab + LEN (n=74), =2L 14.1

081 — R-GemOx (n=74), 2L 5.1

Probability of PFS
o
(9]

HR (95% CI): 0.433 (0.288-0.653); P<0.0001

0.0 T T T T T T T T 1
01 3 6 12 18 24 30 36 44
Months
— Tafasitamab + LEN (n=74), =2L
At risk 7469 55 43 34 30 17 12 4 0
Event(s) 0 4 18 27 34 38 42 43 43 44
Censored 01 1 4 6 6 15 19 27 30
— R-GemOx (n=74), =2L
At risk 7466 44 21 12 7 5 3 0 0
Event(s) 0 4 22 34 43 48 50 52 55 55
Censored 0 4 8 19 19 19 19 19 19 19

2L, second-line; Cl, confidence interval; HR, hazard ratio; KM, Kaplan—Meier; LEN, lenalidomide; PFS, progression-free survival; R-GemOx, rituximab + gemcitabine + oxaliplatin.

Nowakowski G, et al. Clin Cancer Res. 2022;28:4003-4017.
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Secondary Endpoints: DoR (1/3)

DoR was significantly improved in the tafasitamab + LEN cohort versus systemic therapies pooled
(26.1 months vs 6.6 months; HR: 0.323; P=0.0005)12

KM median

(months)
— Tafasitamab + LEN (n=76), =2L 26.1
— Systemic therapies pooled (n=76), =2L 6.6

Probability of DoR

HR (95% CI): 0.323 (0.172-0.608); ~=0.0005

0-0 T T T T T T T T 1
01 3 6 12 18 24 30 36 44
Months
— Tafasitamab + LEN (n=76), =2L
At risk 5150 44 35 30 23 15 10 0 0
Event(s) 00 5 13 15 20 22 23 24 24
Censored 01 2 3 6 8 14 18 27 27
— Systemic therapies pooled (n=76), =2L
At risk 3732 22 10 5 2 1 1 0 0
Event(s) 00 2 11 15 18 19 19 20 20
Censored 05 13 16 17 17 17 17 17 17

2L, second-line; Cl, confidence interval; DoR, duration of response; HR, hazard ratio; KM, Kaplan—Meier; LEN, lenalidomide.

1. Nowakowski G, et al. Clin Cancer Res. 2022;28:4003-4017; 2. Nowakowski G, et al. Poster Presentation. SOHO 2021; ABCL-346.
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Secondary Endpoints: DoR (2/3)

DoR was significantly improved in the tafasitamab + LEN cohort versus BR (26.1 months vs 9.2 months; HR: 0.371; A=0.0015)12

1.0 7 KM median
. (months)
0.9 — Tafasitamab + LEN (n=75), >2L 26.1
» 0.8 1 — BR(n=75), 2L 9.2
8 0.7 1
5 0.6 l_|1—‘-|_LI—‘
£ 05
| 041
2
g 03+
0.2 A
0.14 HR(95% CI): 0.371 (0.201-0.685); P=0.0015 L|
0.0 T T T T T T T T 1
01 3 6 12 18 24 30 36 44
Months
— Tafasitamab + LEN (n=75), =2L
At risk 5049 43 34 29 23 15 10 0 0
Event(s) 00 5 13 15 20 22 23 24 24
Censored 01 2 3 6 7 13 17 26 26
— BR(n=75), =2L
At risk 41 35 26 17 6 3 2 0 0 0
Event(s) 01 3 9 16 19 20 22 22 22
Censored 05 12 15 19 19 19 19 19 19

2L, second-line; BR, bendamustine + rituximab; CI, confidence interval; DoR, duration of response; HR, hazard ratio; KM, Kaplan—Meier; LEN, lenalidomide.

1. Nowakowski G, et al. Clin Cancer Res. 2022;28:4003-4017.; 2. Nowakowski G, et al. Poster Presentation. SOHO 2021; ABCL-346.
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Secondary Endpoints: DoR (3/3)

DoR was significantly improved in the tafasitamab + LEN cohort versus R-GemOx (26.1 months vs 9.5 months; HR: 0.372; P=0.0009)1.2

Probability of DoR
o
(6,1

HR (95% CI): 0.372 (0.208-0.667); ~=0.0009

KM median

(months)
— Tafasitamab + LEN (n=74), =2L 26.1
— R-GemOx (n=74), =2L 9.5

0-0 T T T T T T T T 1
01 3 6 12 18 24 30 36 44
Months
— Tafasitamab + LEN (n=74), =2L
At risk 5150 44 35 30 23 15 10 0 0
Event(s) 00 5 13 15 20 22 23 24 24
Censored 01 2 3 6 8 14 18 27 27
— R-GemOx (n=74), =2L
At risk 3426 20 15 8 6 4 1 0 0
Event(s) 00 4 8 15 17 19 22 23 23
Censored 0 8 10 11 11 11 11 11 11 11

2L, second-line; Cl, confidence interval; CR, complete response; DoR, duration of response; HR, hazard ratio; KM, Kaplan—Meier; LEN, lenalidomide; R-GemOx, rituximab + gemcitabine + oxaliplatin.

1. Nowakowski G, et al. Clin Cancer Res. 2022;28:4003-4017.; 2. Nowakowski G, et al. Poster Presentation. SOHO 2021; ABCL-346.
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RE-MIND2: Tafasitamab + LEN Versus Pola-BR, CAR-T Therapies and R2

Study design
Routinely administered R/R DLBCL treatments as matched control for L-MIND

Eligibility criteria Matching process Matched comparison
Aged >18 years

R/R DLBCL patients RE-MIND2
N=3454 —>

Find matching patients for 6 covariates*

* Age group (<70 vs >70 years) L-MIND

Tafasitamab + LEN Tafasitamab + LEN

22 systemic therapies (All therapies) * Number of prior therapy lines (1 vs 2/3) N=81 versus
Prior ASCT (yes vs no)

Refractoriness to the last therapy line (yes vs no)
History of primary refractoriness (yes vs no)
ECOG PS (0-1 vs >2)*

administered for DLBCL (including
>1 anti-CD20 therapy)
Non-transplant-eligible

All systemic therapies
pooled
or versus
Individual systemic
therapies:

Primary end point:

* OS

Secondary end points:
* ORR and CR rate

* PFS

* DoR

* Pola-BR
° RZ

* CAR-T

* BR

* R-GemOXx

Additional covariates for sensitivity analyses:*

* Ann Arbor stage (I + II vs III + 1IV)

* Elevated LDH (LDH >ULN vs LDH <ULN)

* Neutropenia (absolute neutrophil count <1.5 x10°%/L
vs 21.5 x 109/L)

* Anaemia (haemoglobin <10 g/dL vs 210 g/dL)

*Nine covariates were used for the primary analysis; "Two separate sensitivity analyses were performed: one with inverse probability of treatment weights method and another with 1:1 NN matching with multiple imputation (MI) of
missing propensity scores caused by incomplete baseline characteristics, to counteract the effects of potential bias arising from missing data; *Not included in the sensitivity analyses.

ASCT, autologous stem cell transplantation; BR, bendamustine + rituximab; CAR-T, chimeric antigen receptor T-cell therapy; CR, complete response; DLBCL, diffuse large B-cell ymphoma; DoR, duration of response; ECOG PS, Eastern
Cooperative Oncology Group performance status; LDH, lactate dehydrogenase; LEN, lenalidomide; ORR, overall response rate; OS, overall survival; PFS, progression-free survival; Pola-BR, polatuzumab vedotin + bendamustine +
rituximab; R, rituximab + lenalidomide; R-GemOx, rituximab + gemcitabine + oxaliplatin; R/R, relapsed/refractory; ULN, upper limit of normal.

Nowakowski G, et al. Ann Hematol. 2023;102(7):1773-1787.
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Primary Endpoint: OS

Tafasitamab + LEN was associated with statistically significant improvements in OS versus Pola-BR and R2

1.0 1.0
KM median (months) KM median (months)
0.9 1 ——  Tafasitamab +LEN 20.1 (95% CI: 8.6-NR) 0.9 7 — Tafasitamab + LEN 24.6 (95% CI: 12.1-NR)
0.8 — Pola-BR 7.2 (95% CI: 4.9-11.6) 0.8 — R2 7.4 (95% CI: 4.2-11.1)
v 0.7 w 0.7 7
(] o
“6 0.6 "'6 0.6 —
E 0.5 — E 0.5
? ]
Jg 0.4 -g 0.4
I 1=
& 03 & 0.3
0.2 0.2
0.1 0.1
' HR (95% CI): 0.44 (0.20-0.96); P=0.0340 ' HR (95% CI): 0.44 (0.22-0.85); P=0.0122
0TT 1 T T T T T T 1 0TT 71 T T T T T T 1
01 3 6 12 18 24 30 36 44 01 3 6 12 18 24 30 36 44
Tafasitamab Time (months) Tafasitamab Time (months)
+ LEN (n=24£ + LEN (n=33)
At risk 42319 18 15 11 10 8 4 0 At risk 333127 24 21 17 15 8 5 0
Event(s) 015 6 9 12 12 13 13 13 Event(s) 02 6 8 10 14 15 17 18 18
Censored 000 O 0 1 2 3 7 11 Censored 000 1 2 2 3 8 10 15
Pola-BR (n=24) R2 (n=33)
At risk 242422 13 3 2 1 1 0 0 At risk 333328 19 5 3 1 0 0 0
Event(s) 00 2 7 15 15 15 15 16 16 Event(s) 00 4 12 22 22 23 23 23 23
Censored 000 4 6 7 8 8 8 8 Censored 001 2 6 8 9 10 10 10
Median duration of follow-up: tafasitamab + LEN: 32 months; Pola-BR: 16.6 months Median duration of follow-up: tafasitamab + LEN: 32 months; R% 13.4 months

P-values were calculated using log-rank test.
Cl, confidence interval; HR, hazard ratio; KM, Kaplan—Meier; LEN, lenalidomide; NR, not reached; OS, overall survival; Pola-BR, polatuzumab vedotin + bendamustine + rituximab; R, rituximab + lenalidomide.
Nowakowski G, et al. Ann Hematol. 2023;102(7):1773-1787.
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Primary Endpoint: OS

A comparable OS benefit with tafasitamab + LEN versus CAR-T (22 months vs 15 months), without statistical significance, was observed

1.0
0.9 KM median (months)
' —— Tafasitamab + LEN 22.5 (95% CI: 8.6-NR)
0.8 — CART 15.0 (95% CI: 10.1-NR)
w 077
o
%5 0.6 —
é 0.5 - I_fl
-]
3 0.4 — °
S .
a
0.3
0.2
0.1 —
HR (95% CI): 0.95 (0.47-1.91); P=0.8929
0 | | | | | | | | [
i 0 1 3 6 12 18 24 30 36 44
Tafasitamab -
+ LEN (n=37) Time (months)
At risk 37 35 31 28 22 18 15 9 5 0
Event(s) 0 2 6 8 14 17 19 20 21 21
Censored 0 0 0 1 1 2 3 8 11 16
CAR-T (n=37)
At risk 37 37 30 22 11 5 2 1 1 0
Event(s) 0 0 3 7 9 13 13 14 14 14
Censored 0 0 4 8 17 19 22 22 22 23

Median duration of follow-up: tafasitamab + LEN: 32 months; CAR-T: 10.2 months

CAR-T, chimeric antigen receptor T-cell therapy; Cl, confidence interval; HR, hazard ratio; KM, Kaplan—Meier; LEN, lenalidomide; NR, not reached; OS, overall survival.

Nowakowski G, et al. Ann Hematol. 2023;102(7):1773-1787.
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Sustained CD19 Expression After Tafasitamab Treatment

® L-MIND PATIENTS-=6 4 )
® 100% CD19 expression was positive even before the Longitudinal IHC (CD19 staining) of
washout period (85 days) after the final treatment representative patient from L-MIND
Post TAFA - within residual Post TAFA - after residual
Pre TAFA exposure time frame exposure time frame

(8 days) (127 days)

DLBCL, diffuse large B-cell ymphoma; IHC, immunohistochemistry; LEN, lenalidomide; mRNA,
messenger ribonucleic acid; TAFA, tafasitamab; R/R, relapsed/refractory.
Duell J, et al, Leuk Lymphoma. 2022;63:468-472. .y \.L

AN

&

L : . : = |

Subgroup Analysis of Additional Follow-Up: Real-World
Sequential Use of CD19-Directed Therapies for R/R
DLBCL - Tafasitamab Preceding Chimeric Antigen
Receptor T-Cell Therapy

OPEN, Oncology Provider Extended Network; R/R, relapsed/refractory.
Epperla N, et al. Poster HEMO 2024;
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Real-World Best Response to CAR-T
Therapy Following Tafasitamab

Real-World Best Response to CAR-T Therapy Following Tafasitamab Treatment for R/R DLBCL

100 - mm Not evaluable

é’ 90 | 11.1% rwPD
Q 11.1% mm rwPR
@ 80 - 70 m= rwCR
2
= 70 1
w
z .
& 60
(3]
£ 50 A
=
3 77.8%
2 40 rwORR
2 30 -
o
g
S 20 -
&
&J 10 -

0 .

All Patients (N=9)

Among the 9 patients, rwORR after CAR-T therapy was 77.8% (n=7/9)

CAR-T, chimeric antigen receptor T-cell; DLBCL, diffuse large B-cell lymphoma; R/R, relapsed/refractory; rwCR, real-world complete response; rwORR, real-world overall response rate; rwPR, real-world partial response; rwPD, real-world progressive
disease; tafa+LEN, tafasitamab plus lenalidomide.
Epperla N, et al. Poster presented at: Brazilian Congress of Hematology, Hemotherapy, and Cellular Therapy (HEMO); October 23-26, 2024; Sao Paulo, Brazil.
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TL-pre-CAR-T Set: PFS and OS After CAR T-Cell Infusion

PFS 0s
1.0 + Censored 1.0 + Censored
95% Confidence Limits 95% Confidence Limits
2 0.8+ 2 0.8+
= S
8 0.6 8 0.6
2 3
o o
= 0.4+ = 0.44
2 2
S 0.2 S 0.2
(7] (7]
0.01 15 10 5 3 1 1 1 0.04 15 4 3 0
| 1 1 1 1 1 1 | 1 1 1
0 1 2 3 4 5 6 0 3 6 9
PFS Since 1st administration (months) 0OS Since 1st administration (months)
Median survival Median survival
46.7% (7) 53.3% (8) 3.0 (1.0 ; NA) 40% (6) 60% (9) 8.1 (1.4 ; NA)

* With a median follow-up duration of 2.8 (1; 6.3) months, the bORR, bCRR, 6-month PFS rate, and OS rate after CAR T-cell infusion were 45.5%, 36.4%,
20.1%, and 58.2%, respectively

* The median washout time between the last tafasitamab + lenalidomide and CAR T-cell infusion was 2.7 (2.1; 3.4) months for patients receiving tafasitamab
+ lenalidomide before treatment and 20 (3; 31) days for patients receiving tafasitamab + lenalidomide as BT

BT, bridge therapy; bCCR, best complete response rate; bORR, best overall response rate; CAR-T, chimeric antigen receptor T-cell; CI, confidence interval; NA, not available; OS, overall survival; PFS, progression-free survival; TL,
tafasitamab plus lenalidomide.
Camus V, et al. Blood Adv. 2024;8(20):5371-5381.

Objective and Patient . : .
Study Design | Characteristics CD19 Expression |  Safety | Conclusions = .
35 W Knight

Material destinado exclusivamente a profissionais de saude



Tafasitamab and CAR-T19 Sequential Therapy Decreases CRS Severity and
Increases Antitumour Activity

kkokk

A B 3000- Hokokok 150 3000 *kokok
n.s. n.s. é - :—ET T ’_ET T
. . g 2000 g 1007 E 2000
30 15000 =] © Py
€ & 10004 — 50 E 1000
= S | |
B 20 5 10000 0- 0 0
2 % . 2500 ook 100 HAAK = 15000 -
8 1 2 o0 E 2000 - =R E - z
7] 7 - -
N £ 1500 S 60- 2 10000
o — L
. = 1000 A @ 407 SJ— T
0- 0- S 500- _ = 20 5
H  TgG control antibody = 5 mg/kg tafasitamab = no treatment 0- _0_ . 0-
= TgG control antibody = 5 mg/kg tafasitamab
* Flow cytometric analysis showed significant tumour cell * Cytokine analysis on day 4 showed significantly higher levels of
regression (*P<0.05) and masking of CD19 on CD20+ CRS-associated cytokines (e.g., sCD40L, IL-1 receptor antagonist,
leukaemic cells (*P<0.05) in the mice that underwent IP-10, IL-8, MIP-1B and GM-CSF) in mice pretreated with IgG
tafasitamab pretreatment versus those pretreated with IgG control versus those pretreated with tafasitamab (***/<0.001,
control (Figure A). **** P<0.0001, ttest) (Figure B)

CAR-T19, CD19 chimeric antigen receptor T-cell; CD, cluster differentiation; CRS, cytokine release syndrome; GM-CSF, granulocyte-macrophage colony-stimulating factor; IgG, immunoglobulin G; IL,
interleukin; IL-1ra; interleukin 1 receptor antagonist; IP-10, interferon gamma-inducible protein 10; MIP, macrophage inflammatory protein; n.s, not significant.
Sakemura RL, et al. Blood. 2024;143(3):258-271.
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TL-post-CAR-T Set: PFS, OS and DOR Since Treatment for the First
Progression After CAR T-Cell Therapy

PFS oS DOR  n=7
+ Censored + Censored + Censored
1.0 95% Confidence Limits 1.0 95% Confidence Limits 1.0 95% Confidence Limits
0.8 N=52 0.8 N=52 0.8
B 06- 8 067 8 067
© o ©
a a a
E 0.4 E 0.4 E 0.4
2 2 2
= 3 3
9 0.2- 9 0.2- 9 0.2-
001 5, 24 8 4 2 0.09 5, 31 12 5 2 0.01 5 4 3 1 1
T T T T T T T T T T T T T T T
0 3 6 9 12 0 3 6 9 12 0 3 6 9 12
PFS since 1st treatment progression (months) OS since 1st treatment progression (months) DOR since 1st treatment progression (months)
Events Censored Median survival (95% CI) Events Censored Median survival (95% CI) Events Censored Median survival (95% CI)
76.9% (40) | 23.1% (12) 3.0 (1.9; 4.2) 67.3% (35) | 32.7% (17) 4.7% (3.0; 5.6) 42.9% (3) 57.1% (4) 8.1 (0.2; NA)

® After a median follow-up duration of 7 (5.9-13) months, the median PFS and OS since the first treatment for progression were 3 (95% CI, 1.9-4.2) and 4.7 (3-5.6) months, respectively. The
median DOR2 was 8.1 (0.2; NA) months

® The mPFS after treatment for the first progression post CAR T-cell therapy increased when tafasitmab + LEN was initiated >6 months after CAR T-cell infusion: 5.6 (3.2-NA) v. 2 (1.6-3.1),
P=0.0138

® The mOS2 after treatment for the first progression post CAR T-cell therapy was not reached (5.6-NA) when tafasitmab + LEN was introduced later than the 6-month cutoff (v. 3.8 [2.2-5]
months) for patients in the <6-month subset (P=0.0034)

CAR-T, chimeric antigen receptor T-cell; CI, confidence interval; DOR, duration of response; LEN, lenalidomide; NA, not available; OS, overall survival; PFS, progression-free survival; TL, tafasitamab plus lenalidomide.
Camus V, et al. Blood Adv. 2024,8(20):5371-5381.
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TL-post-CAR-T Set: PFS and OS Since Treatment for the First Progression After CAR T-Cell Therapy
According to IPW Using SW Method Between Tafasitamab-Lenalidomide and Other Treatments

PFS

PFS and OS were not significantly different between two groups

1.07 —— 1: Other treatments + Censored
—— 2: Tafasitamab- Log-rank P = 0.7663
0.8_| lenalidomide
2
% 0.6
-1 _
[
& 04
[
2 -
£ 0.2 - o
0 =
0.07
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