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Biological heterogeneity of DLBCL

Gene expression profile

Double hit (DH) / Triple hit (TH)

4-14% of DLBCL.

MYC/BCL2 62%
MYC/BCL6 8%
MYC/BCL2/BCL6 16%
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Clasificacion de la OMS 2022

LBDCG NOS

1. Variantes morfologicas:
centroblasticos, inmunoblasticos,
anaplasicos

2. Variantes inmunofenotipicas: CD5+,
doble expresores MYC/BCL2

3. Variantes genéticas: ABC vs CGB

4. Variantes moleculares / citogenéticas

Subtipos ABC extranodal

*  Primario SNC

*  Primario testicular

*  Primario cutaneo de las piernas
* Intravascular

* Mama, suprarrenal...

Campo E, et al. Blood 2022;140(11):1229-1253

Subtipos provisionales
LBDCG con alteraciones de 11q
Linfoma primario de cavidades HHV8 -y VEB -

Subtipos

Linfoma B predominio linfocitico nodular

Linfoma B rico en células T

LBDCG ALK+

Linfoma plasmablastico

Linfoma B primario mediastinico

LBDCG asociado a inflamacion crénica (asociado a fibrina)

Asociados virus
Linfoproliferaciones asociadad a VEB
+ Sd linfoproliferativo polimorfo VEB + NOS
- LBDCG VEB + NOS
+ Ulcera mucocutanea VEB +
* Granulomatosis linfomatoide VEB+

Linfoproliferaciones asociadad a HHV-8

LBDCG HHV8+ NOS

+ Castleman multicéntrico

* Linfoma primario de cavidades

Sd linfoproliferativo germinotropo HHV8+



INMUNOTERAPIA
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. \ PD-1/PD-L1 inhibitors: nivolumab,

pembrolizumab, atezolizumab
Lymphoma cell \ :

T «

Anti-CD 47 inhibitors:
magrolimab

NK-cell CARs

CD19 NK.-cell CARs

CD19 autologous CART:
axi-cel, tisa-cel, liso-cel

CD19 allogeneic CART CD19 mAD: tafasitamab

Karmali, ASH educational program 2021



FIRST LINE



1.0

0.8

0.6

0.4

0.2

0.0

399 patients > 60 yr R-CHOP/21 x 8 vs CHOP/21 x 8

RITUXIMAB: anti CD20

PFS
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12-2004: 5-year analysis (Feugier JCO 2005)
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Coiffier, GELA, NEJM 2002; 346:235
Feugier P, et al. J Clin Oncol. 2005; 23:4117-4126



Different antiCD20:
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POLATUZUMAB

e Anticuerpo conjugado dirigido contra CD79b?
e Potente agente antimitético (MMAE)

Conector escindible
Region Fc inactiva || mediante proteasas
lisos6micas!#

Zonas de unioén de
CD79b>

Potente agente
antimitotico, MMAE?6

Sehn LH, et al. J Clin Oncol. 2020 Jan 10;38(2):155-165. doi: 10.1200/JC0.19.00172. 3. Tilly H, et al. Lancet Oncol. 2019 Jul;20(7):998-1010. doi: 10.1016/51470-
2045(19)30091-9. 4. Dornan D, et al. Blood. 2009 Sep 24;114(13):2721-9. doi: 10.1182/blood-2009-02-205500. 5. Polson A.G, et al. Expert Opin Investig Drugs. 2011
Jan;20(1):75-85. doi: .1517/13543784.2011.539557. 6. Doronina S.0, et al. Nat Biotechnol. 2003 Jul;21(7):778-84. doi: 10.1038/nbt832

9



POLARIX (G039942) estudio fase Ill, aleatorizado, doble

ciego, controlado con placebo

879 pacientes fueron aleatorizados: 440 a polatuzumab R-CHP y 439 a R-CHOP

Pacientes

LBDCG no tratados
Edad 18-80 afios
IPl 2-5

ECOG PS 0-2
Puntuacion [Pl (2 vs. 3-5)

Enfermedad voluminosa (<7,5 vs =
7,5 cm)

Area geogréfica ( Occidente,
Europa, EEUU, Canada, &
Australia vs. Asia vs. resto del
mundo)

Pola-R-CHP

Ciclos 1-6
(1 ciclo=21 dias)

R-CHOP
L

R-CHOPT +
polatuzumab vedotina
placebo

Rituximab

375 mg/m?2

CICLOS 7&8

Objetivo primario:

SLP evaluada por el investigador
Obijetivo secundario:

SG y seguridad

Tilly H, et al. N Engl J Med. 2022 Jan 27;386(4):351-363.



Objetivo primario: SLP

Porcentaje de pacientes

N° en riesgo
Pola-R-CHP
R-CHOP

A Supervivencia libre de progresion evaluada por el investigador

100 —
o HR 0.73
80 — e - (P<°.02)
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10 - ©.78 (IC 95%: 0,57-0,95) 76.7% with Pola-R-CHP versus
o P=0,02 70.2% with R-CHOP (A=6.5%)
T T T T T T 1
o 6 12 18 24 30 36 az
Meses
440 404 353 327 246 78 NE NE
439 389 330 296 220 78 3 NE

Tilly H, et al. N Engl J Med. 2022 Jan 27;386(4):351-363. doi: 10.1056/NEJM0a2115304.
Tilly H, et al. Late Breaking Abstracts , comunicacion oral en el 63rd ASH Annual Meeting 2021.
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Pola-R-CHP R-CHOP

(N=440) (N=439)
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Tilly H, et al. N Engl ) Med. 2022 Jan 27;386(4):351-363. doi: 10.1056/NEJMo0a2115304.
Tilly H, et al. Late Breaking Abstracts , comunicacién oral en el 63rd ASH Annual Meeting 2021.




Seguridad

Acontecimientos adversos comunes

Neuropatia periférica* o
Nauseas =
Diarrea
Neutropenia =
Anemia
Estrefiimiento
Fatiga
Alopecia
Reduccion del apetito
Pirexia
\/Amit

Pola-R-CHP

I Neutrogenia febril

R-CHOP
Grado

- 1

20 m
3mm
4m N

Tos

Dolor de cabeza
Pérdida de peso
Astenia
Disgeusia

-100

-75 -50 -25 0 25

Frecuencia (%)

Aprobado por EMA

50 75 100

Neutropenia febril mayor con Pola-R-CHP:
no se tradujo en una mayor incidencia
global de infecciones, discontinuaciones del
tratamiento, o reducciones de dosis

Tilly H, et al. N Engl J Med. 2022 Jan 27;386(4):351-363. doi: 10.1056/NEJMo0a2115304.
Tilly H, et al. Late Breaking Abstracts , comunicacion oral en el 63rd ASH Annual Meeting 2021.



R/R SECOND LINE

|. Patients not eligible for transplant
Il. Patients eligible for transplant
lll. Very high-risk patients



l. Patients not eligible for ASCT

-R-GEMOX
-R-Bendamustine
-R-DHAP / R-ICE / R-ESHAP Median PFS: 5 months
~Cyclophosphamide Median OS: 10 months
-Steroids
(A) (B)
100 4 1001
75 1 75 1
50 50 1
25 1 25 1
® o 12 24 36 48 - o 12 24 36 48
Time (Months) Time (Months)
Number at risk Number at risk
196 46 22 16 8 196 86 48 34 24

Figure 2. Outcome of the population. (A) PFS; median: 5 months. (B) OS; median: 10 months.

Cazelles et al, LEUKEMIA & LYMPHOMA 2021;62(9):2161-2168



Anticuerpos monoclonales en LBDCG R/R

Polatuzumab: anticuerpo anti CD79b conjugado con monometilauristatina

Enero 2020: EMA concede la autorizacion condicional de comercializacién para polatuzumab, en combinacién con
bendamustina y rituximab.

Noviembre 2020: AEM aprobacion de uso en riesgo compartido

Tafasitamab: anticuerpo anti CD19

Junio 2021: EMA concede autorizacién condicional de comercializacién para la tafasitamab en combinacidén con
lenalidomida seguido de tafasitamab ev en monoterapia

Programa de uso expandido gratuito en Espana hasta septiembre 2022



Polatuzumab Vedotin in Relapsed or Refractory Diffuse Large B-Cell Lymphoma
(not candidates for transplant) Phase Ib, phase Il randomized trial, phase Il

extension trial

Faze |b: Periodo inicial de sequridad
Pola:ER

Estudio

principal
Fase Il Aleatorizacion
Pola+BR vs BR

Cohorte de Fase II: Extension
extension Pola+BR

LBDCG R/R

LBDCG R/R

LBDCG R/R

Madiznz de ssguimianto; 433 messs

Mediana de safuimisnto: 152 meses

Cohortes

Pola+BR combinadas

Sehn et al, J Clin Oncol 2020;38(2):155-165.
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Maddocks KlJ, et al. American Society of Hematology 2020 Annual Meeting. Abstract 3021.



Safety: hematological

Pola-BR (n = 39)*

BR (n = 39)*

Adverse Event All Grades, No. (%6) Grades 3-4, No. (%) All Grades, No. (%) Grades 3-4, No. (%)
~Blood and lymphatic system disorders

Anemia 21 (53.8) 11 (28.2) 10 (25.6) 7 (17.9)
Neutropenia 21 (53.8) 18 (46.2) 15 (38.5) 13 (33.3)
Thrombocytopenia 19 (48.7) 16 (41.0) 11 (28.2) 9 (23.1)
Lymphopenia 5 (12.8) 5 (12.8) 0 0
Febrile neutropenia 4 (10.3) 4 (10.3) 5(12.8) 5 (12.8)

Gl disorders
Diarrhea 15 (38.5) 1 (2.6) 11 (28.2) 1 (2.6)
Nausea 12 (30.8) 0 16 (41.0) 0
Constipation 7 (17.9) 0 8 (20.5) 1 (2.6)

General disorders and administration site conditions
Fatigue 14 (35.9) 1 (2.6) 14 (35.9) 1 (2.6)
Pyrexia 13 (33.3) 1 (2.6) 9 (23.1) 0]

Metabolism and nutrition disorders
Decreased appetite 10 (25.6) 1 (2.6) 8 (20.5) 0]

Peripheral neuropathy I
Peripheral neuropathyt 17 (43.6) 0 3(7.7) 0 I




Tafasitamab plus lenalidomide in relapsed or refractory
diffuse large B-cell lymphoma (L-MIND): a multicentre,

prospective, single-arm, phase 2 study

R-R DLBCL
m 1-3 prior
regimens
m not eligible for
HDCT and ASCT

patients were to
be excluded

m primary refractory

—

80 patients included

Cycle 1-3

Tafasitamab
12 mg/kg
gd4w; d 1, 8, 15, 22~

L

enalidomide
25 mg/d p.o.
d1-21

)l I\

Cycle 4 -12

Tafasitamab
12 mg/kg
gdw; d 1,15

|
—

Cycle 12+

Tafasitamab

12 mg/kg
d1, 15

]
A
until progression '

Salles et al. Lancet Oncol 2020;21(7):978-988.
Duell J, et al. Haematologica. 2021;106(9):24-17-2426.



Su r\Ii\Ia I Results from 3-Year Follow-up

= 100 — .
= Median PFS 12.1 months
. 95% CI, 5 7-NR.
ERRE : e . PFS Rates
0] -
o .
] 50
o 2 50%
L
£ 12 months (95% Cl, 38-61)
w25
@
g
@ 0 18 months 46%
0 3 6 9 12 15 18 21 24 27 (95% Cl, 33-57)
Number at risk
(hnumber censored)
All treated patients  80(3) 56(5) 42(9) 35(12) 26(18) 22(23) 17(25)  13(29) 3(38) 0(41)
100 —
= 75
- OS Rates
£
Z 50
2 12 month 4%
= months
% 25 Median OS not reached (95% Cl, 62-82)
O (95% Cl, 18.3-NR)
0
0 3 6 9 12 15 18 21 24 27 30 33 64%
: S 18 months (95% CI, 51-74)
Time since initiation of treatment (months)
MNumber at risk

(number censored)
All treated patients  80(0) 69(3) 64(5) 57(6) 50(10) 35(20) 29(26) 20(32) 14(37) 6(45) 5(46)  0(51)

Maddocks KJ, et al. American Society of Hematology 2020 Annual Meeting. Abstract 3021.



Safety

Tafasitamab + LEN (n=40)*
AE/patient year

4.0 3.0 2.0 1.0
I

0.0 0.0

Tafasitamab monotherapy (n=40)*

AE/patient year
1.0 2.0 3.0 4.0

Neutropenia
Thrombocytopenia
Anemia
Leukopenia
Febrile neutropenia

Pyrexia
Cough
Bronchitis
Respiratory tract infection
Urinary tract infection
Masopharyngitis
Pneumoania
Upper respiratory tract infection

Diarrhoea
Edema peripheral
Asthenia
Hypokalemia
Fatigue
MNausea
Decreased appetite
Constipation
Hypomagnesemia
Back pain
Blood creatinine increased
Dyspnoea
Hypocalcemia
Muscle spasms
Headache
Vomiting
C-reactive protein increased
Hyperglycemia

M Grade 1 & 2
H Grade 3
M Grade 4

AE, adverse event. Data are based on a cumulative exposure total of 11,625 days or 19,880 days for tafasitamab + LEMN or tafasitamab monotherapy study phases, respectively.
*“Patients who had data from the tafasitamab monotherapy phase as well as the combination treatment phase.




Il. Patients eligible for transplat (ASCT)

SOC Salvage therapy followed by autologus stem cell transplantation

30-40% patients relapse or progress (10-15% primary refractory)
PARMA study: pre-rituximab era

Response
DHAP X 2
Relapsed
DLBCL Response
DHAP X 2 "

BEAC + ASCT

DHAP X 4

EFS (%)

100
80
60
40

20
p = 0.001

o= T
(o] 15

Different salvage therapies in the rituximab era

30
Mos After Randomization

0S (%)

— Transplantation
100 ~— Conventional treatment

p=0.038
o= T T T T 1

L)
0 15 30 45 60 75 90
Mos After Randomization

m- Régimen

CORAL

NCIC-CTG LY12

396

619

R-DHAP
R-ICE

R-DHAP
R-GDP

63
64

44
45

54
50

49
52

35%
26%

26%
26%

51%
47%

39%
39%

Philip T, et al. N Engl J Med 1995;333:1540-5
Gisselbrecht et al, J Clin Oncol 2010; 28:4184
Crump M, et al. J Clin Oncol 2014;32:3490-6



lll. Very high risk patients

SCHOLAR-1: refractarios o recaidos en menos de 12 meses

Search criteria for refractory DLBCL in SCHOLAR-1 1.0 4 \
0,9 —
08—\
First-line 4x R-CHOP 071

SLE

Mediana
06— ! Eventos/N (meses)
' \ Todos 505/603 6.3
05—
Second-line  Salvage PD or SD Refractory 04—
Relapse or later-line  chemotherapy DLBCL 0,3 “
N=636 02—

4 W gy g . s '
01
- 0,0 -
elapse
AscT bt ity T T T T T T T T T T T T T1
PROCCH men e 0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180

Meses desde el inicio de la terapia de rescate

Grafica extraida de Crump M, et al. Blood. 2017.



CAR T-CELL THERAPY

ZUMA-7 : A Phase 3 Randomized Trial of Axicabtagene Ciloleucel Versus Standard-Of-Care Therapy in
Patients With Relapsed/Refractory Large B-Cell Lymphoma.

Based Chemoimmunotherapy®

Off Protocol?

;/_';;:CL Primary Endpoint
77 sites Event-free survival by blinded central review
Key Eligibility: .
Aged >18y Axi-Cel (n=180)
LBCL: C T H
onditionin ;
GG g - Key Secondary Endpoints
Intended to proceed to HDT-ASCT Chemothera py + Axi-cel ORR
Stratincation: (ON)
Response to 1L therapy —
Second-line age-adjusted IPI c 2
(sAAIPI) S § g oo
©
Optional Steroid-Only Bridging N = Responders Secondary Endpoints
(No Chemotherapy) g S (CR or PR) PFS
2 SOC (n=179) £ Safet
s 2 Proceed to arety
- ] L PROs
(Optional) @
"
©
8 Nonresponders
Investigator-Selected Platinum- a Additional Treatment No Protocol-Specified Crossover
=
£

Locke et al. N Engl J Med. 2022 Feb 17;386(7):640-654.



Baseline Characteristics

Characteristic

Median age (range), years

>65 years, n (%)

Disease stage IlI-1V, n (%)

Axi-cel
n=180
58 (21-80)
51 (28)
139 (77)

SOC
n=179
60 (26-81)
58 (32)
146 (82)

Overall
N=359
59 (21-81)
109 (30)
285 (79)

sAAIPI of 2—-3?, n (%)

Response to 1L therapy?, n (%)

82 (46)

79 (44)

161 (45)

Primary refractory 133 (74) 131 (73) 264 (74)

Relapse <12 mo of 1L therapy 47 (26) 48 (27) 95 (26)
Prognostic marker per central laboratory, n (%)

HGBL (including double-/triple-hit) 31(17) 25 (14) 56 (16)

Double expressor lymphoma 57 (32) 62 (35) 119 (33)

MYC rearrangement 15 (8) 7 (4) 22 (6)
Elevated LDH level® 101 (56) 94 (53) 195 (54)




Primary EFS Endpoint

Median follow-up: 24.9 months

100+ HR 0.398 (95% Cl, 0.308-0.514); P<0.0001
| Median EFS (95% Cl), mo 24-mo EFS Rate (95% Cl), %

= 801 Axi-cel (N=180) 8.3 (4.5-15.8) 40.5% (33.2-47.7)
T SOC (N=179) 2.0(1.6-2.8) 16.3% (11.1-22.2)
T 604
S
3 2-Year 40.5%
£ 40
=
d
o

Median Follow-up: 24.9 mo

0 2 il 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Month
Mo. at Risk onths
Axi-cel 180 163 106 92 91 87 25 82 74 &7 52 40 26 12 12 [
s0C 179 26 54 45 38 £ 29 27 25 24 20 12 9 7 5] 3 1 ]



Other CAR T-Cells

TRANSFORM. Lisocabtagene Maraleucel (liso-cel), a CD19-Directed Chimeric Antigen Receptor (CAR) T Cell Therapy,
Versus Standard of Care (SOC) with Salvage Chemotherapy (CT) Followed By Autologous Stem Cell Transplantation
(ASCT) As Second-Line (2L) Treatment in Patients (Pts) with Relapsed or Refractory (R/R) Large B-Cell Lymphoma (LBCL):

Results from the Randomized Phase 3 Transform Study.

Median follow-up in both arms: 6.2 months

Liso-cel arm SOC arm
(n = 92) (n =92)
35 63
0.349 (0.229-0.530)

P < 0.0001
63.3 (5.77) | 33.4(5.30)
52.0-74.7 23.0-43.8
44.5 (7.72) |  23.7 (5.28)
29.4-59.6 13.4-34.1

100 A
90 4
o + Censored
80 Patients with events, n
® 70 4 Stratified HR (95% Cl)
=
= 60
E 6-month EFS rate, % (SE)
= S
- 4 Two-sided 95% ClI
';Z. 40 12-month EFS rate, % (SE)
S 30 1 : Two-sided 95% CI
20 :  —
SOC median EFS: : Liso-cel median EFS:
10 A 2.3 months ! 10.1 months
95% Cl, 2.2—4.3 i 95% Cl, 6.1—NR
o T T ] T Ll T T T T L) T T T Ll T T T T T
0o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19
G ok visk Time from randomization, months
o-cel arm 92 89 86 66 62 43 36 27 26 21 19 17 9 9 7 &6 6 4 0
SOC arm 92 83 66 35 32 23 21 16 16 12 11 10 6 4 4 4 4 2 2 O

One-sided P value significance
threshold to reject the null
hypothesis was < 0.012

Kamdar et al Lancet. 2022 Jun 18;399(10343):2294-2308.



BELINDA: Tisagenlecleucel Vs Standard of Care As Second-Line Therapy of Primary Refractory or Relapsed
Aggressive B-Cell Non-Hodgkin Lymphoma: Analysis of the Phase Ill Belinda Study.

Platinum-based Immuno-Chemotherapy (PCT)

100 Median PCT Tisagenlecleucel Arm (n = 162) PCT SOC Arm (n= 160
90 Event-free le

g No.of  No.of  Survival

e 80 Patients  Events  (95% Cl)

“2‘ 70+ mo

2 gl Standard Care 160 104 3.0 (3.0-35)

2 Tisagenlecleucel 162 117 30(29-42)

‘;" 50+ Hazard ratio for event or death

40- (tisagenlecleucel vs. standard care),

% 1.07 (95% CI, 0.82-1.40)

2 30- P=0.61

14

2 204 - 15""2”" care

< hess —a >1 cycle includes 20 (12%) patients >1 cycle includes 86 (54%) patients

0 Tisagenlecleuce| who received a second PCT regimen who received a second PCT regimen
0o 2z 4 & & 10 12 14 1§ 18 20 2
Months

No. at Risk . . . .
Standardcare 160 148 45 3 25 7 12 7 6 3 1 0 - Median time to CART infusion: 52 days
Tisagenlecleueel 162 156 57 32 19 13 B 1 1 a 0 0

- Patients in progression previous to CART infusion: 26%

Bishop et al, N Engl J Med. 2022 Feb 17;386(7):629-639
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CARTs para pacientes en 3ra linea o posteriores

Response rate

JULIET? ZUMA-12 TRANSCEND-0013
tisa-cel in axivcel in liso-cel in
adult R/R DLBCL or Trfl or HGBCL adult R/R DLECL or PMBCL or trfL or HGBCL R/R DLBCL or PMBCL or Tr. Indolent L or HGBCL
Median follow up Median follow-up Median follow-up
11 months (range 0.2-26.0) 27.1 months (JOR 25%.7-28.8) 18.8 months [95% C115.0-19.3)

ORR 52% ORR 83% ORR73%

95% ) 41-62% 9% ULLE /B0%

« I

n/N=48/93 n/N=84/101 n/Neias/258

PR % P 25%
12 PR oG8 o 2uem
Palents (%) ‘otients (%) Patients (%)

Durable response

24-month PFS 339 m Ongoing response at 36%” Estimated 42%m

N=115 24 months A/M=36/101 24-month PFS
1 Somomer 51 ot 3l A Fag | Mes XIS 1800556 38 Supriamantary ADPaaci 2 Lacks F1_ ot 3l lancar Oacal 20! S LA A Abramenn 5 o0 3L (ower NXD 1SS -5

Neelapu et al, N EnglJ Med 2017;377:2531-2544
Schuster SJ et al. N EnglJ Med 2017; 377: 2545-2554
Locke FL et al. Lancet Oncol 2019; 20:31-42
Schuster SJ et al. N Engl J Med 2019; 380:45-56.



Zuma-1. Overall survival at 4 years: long-lasting responses.

ZUMA-1: Summary of Adverse Events

100
o Primary Analysis Updated Analysis
g 0 AE, n (%) N =101 N =108
7;" Grade 2 3 AE 96 (95) 105 (97)
2 801 Grade = 3 SAE 43 (43) 50 (46)
? B P, Grade 2 3 CRS 13(13) 13(12)
= 4
g Grade > 3 NE 28 (28) 33 (31)
2 El
O 5pd  Median OS (95% CI), months Grade 5 AE 3(3) 4(4)
258(128-NE)
0 Neurological events (NE)
002 4 6 8 10121416 1820 22 24 26 28 30 32 3 36 38 40 42 44 45 48 50 52 54 5 5B ..
Time, Months — Delirium
Patientsatrisk 101 97 93 80 74 69 61 60 5 53 53 51 51 50 50 50 50 50 47 47 47 46 46 45 44 28 %6 6 1 0 — Encephalopath
(Patients censored) (0) (0) (0) (0) (0) (0) (0) (0) (0) (0) () (0) (0) () (O) (O) (0) (O) () (O) (O) () (0) (O) (0)(15)(27)(37)(42)(43) P P y

. — Aphasia
[Treated patients (mITT, n=101), 4-year OS rate was 44%

Enrolled population (ITT, n=111), 4-year OS rate was 41% — Seizure
Cytokine release syndrome (CRS)

— Fever

Cl, confidence interval; ITT, intention-to-treat; mITT, modified intention-to-treat; NE, not evaluable; OS,
overall survival.

— Hypotension

— Respiratory insufficiency
Jacobson CA et al. Clin Advances Hematol & Oncol 2021;19 (3) Suppl 10.



NEW OPTIONS..IMMUNOTHERAPY

LONCASTUXIMAB

BISPECIFIC ANTIBODIES



Loncastuximab tesirine:
Humanized anti-CD19 antibody conjugated to a potent pyrrolobenzodiazepine

dimer toxin

[402-101] - A Phase 1 Dose-escalation Study to
Evaluate the Tolerability, Safety, Pharmacokinetics, NCT02669017

L () '] I1S- 1 and Antitumor Activity of ADCT-402 in Patients With - T
st sirine- sl Clnlcal Assessmen Relapsed or Refractory B-cell Lineage Non-Hodgkin

Lymphoma (B-NHL)

[402-201] - A Phase 2 Open-label Single-Arm Study

to Evaluate the Efficacy and Safety of NCT03589469 Resultados preliminares
L () '1" | S 2 Loncastuximab Tesirine-lpyl in Patients With ® ACTIVE, NOT

oy | Chrioal Astien Relapsed or Refractory Diffuse Large B-cell RECRUITING

Lymphoma (DLBCL)

[402-311] - A Phase 3 Randomized Study of

Loncastuximab Tesirine-lpyl Combined With NCT04384484
L O '1 1 ‘, 5 Rituximab Versus Immunochemaotherapy in e

stk Tesirine-fpuyl Clinkoal AxSesmes

wio
LOTIS-7

LOncastuximab Tesirine-lped Clinleal AsSessnent

Patients With Relapsed or Refractory Diffuse Large
B-cell Lymphoma (DLBCL)

R-Lonca vs R-GEMOX

A Phase 1b, Open-label Study to Evaluate the Safety
and Efficacy of Loncastuximab Tesirine-lpyl in NCT04970901
Combination With Other Anticancer Agents in .CTO 9709
Patients with Relapsed or Refractory B-cell Lineage RECRUITING

Non-Hodgkin Lymphoma (B-NHL) Lonca + Polatuzumab




LONCASTUXIMAB TESIRINE phase 2 study of loncastuximab tesirine in relapsed or
refractory diffuse large b-cell ymphoma.

. Lonca 150 pg/kg every 3 weeks (Q3W) for 2 cycles, then 75 pg/kg Q3W thereafter

DLBCL/PML/HGBCL/TL 145 pts

Age (median, limits) 66 (23-94)
Previous lines (median) 3(2-7) ;z T e +Censared
Toxicity (%) ORR 48.3% £ oo S e i
- Increased GGT 41.4 CR 24.8% i R
02
- Neutropenia 40.0 i
B ' s PFS 4.9 mo ”
= ombocytopenia . MriskCR|36 35 30 20 25 22 20 18 18 17 17 15 12 7 4 3 2 2 1 1 0
yiop 0s 9.5mo | TRk zEi T iiiEo s e n s s s 0
_Anemia 26'1 i 0- -1‘ 2‘ -3_ : AS- _6 _7 AB‘ 9‘ 10 1; 1; 13 14 1‘5 1_6 1’7 18 19 2-0

Time (months)

e 15 pts received after lonca a CD19-directed CART therapy with ORR of 46.7%

* 11 pts proceeded to SCT as consolidation.

CONCLUSIONS: durable responses to Lonca in heavily pre-treated pts. No new safety concerns

reported.
Zinzani, et al. Lugano 2021. Abstract #177
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BISPECIFIC ANTIBODIES

Apoptosis
of cancer

cells through
serial lysis

Doraiswamy et al, Current Hematologic Malignancy Reports (2021) 16:72-81
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BISPECIFIC ANTIBODIES

Bi-Specific Antibody

Targets

Ig Fragment Formats

mosunetuzumab

CD20 x CD3

* humanized mouse heterodimeric IgG1l-based antibody
* monovalent CD20 and monovalent CD3€ binding
» modified Fc devoid of FcyR and complement binding

glofitamab

(CD20), x CD3

* humanized mouse IgG1l-based antibody
» bivalent CD20 and monovalent CD3e binding

modified Fc devoid of FcyR and complement binding

odronextamab

CD20 x CD3

fully human IgG4-based heterodimeric antibody

monovalent CD20 and monovalent CD3e binding

Fc-dependent effector function-minimized antibody with Fc of
the anti-CD3e heavy chain modified to reduce Protein A binding
common K light chain from anti-CD3e mAb

epcoritamab

CD20 x CD3

humanized mouse IgG1l-based heterodimeric antibody
monovalent CD20 and monovalent CD3 binding

IgG1 Fc modified to minimize Fc-dependent effector functions
and to control Fab-arm exchange of mAb half-molecules,
resulting in high bispecific product yield

Schuster SJ. Hematological Oncology. 2021;39(S1):113-116.



Single-Agent Mosunetuzumab Shows

Durable Complete Responses in Patients

With Relapsed or Refractory B-Cell Lymphomas:
Phase | Dose-Escalation Study

Lihua E. Budde, MD?; Sarit Assouline, MD?; Laurie H. Sehn, MD?; Stephen J. Schuster, MD%; Sung-Soo Yoon, MD, PhD?>;

Dok Hyun Yoon, MD, PhD®; Matthew J. Matasar, MD7; Francesc Bosch, MD, PhD®; Won Seog Kim, MD, PhD®; Loretta J. Nastoupil, MD°;
lan W. Flinn, MD, PhD'?; Mazyar Shadman, MD, MPH2; Catherine Diefenbach, MD3; Carol O’'Hear, MD, PhD'%; Huang Huang, MSc!5;
Antonia Kwan, MBBS, PhD'%; Chi-Chung Li, PhD'*; Emily C. Piccione, PhD'%; Michael C. Wei, MD, PhD'%; Shen Yin, PhD'4; and

Nancy L. Bartlett, MD¢

J Clin Oncol 2021;40:481-491

oo,
* humanized mouse heterodimeric IgG1-based antibody

mosunetuzumab CD20 x CD3 d = monovalent CD20 and monovalent CD3e binding
= modified Fc devoid of FcyR and complement binding

Mosunetuzumab was given 21-day cycles up to 8 cycles for patients with a CR and 17 cycles for hose with PR or SD.
- In group A, mosunetuzumab was administered intravenously on day 1 of each 21-day cycle.

- In group B, mosunetuzumab was administered intravenously as low and intermediate step-up doses on days 1 and 8 of cycle 1, with the target dose on
day 15 and on day 1 of subsequent 21-day cycles.




Efficacy

Mosunetuzumab
NCT02500407
Ph 1/1b (dose escalation / expansion)
Patients 129 aNHL 68 iINHL
Prior LoT, median
J 3 (1-14) 3 (1-11)

EZ?:CWW telast 106 (82%) 43 (63%)

B p:yg R Tcall theraoy | 15.(12%) 4 (6%)
ORR/CR | 34.9%/19.4% | 66.2% / 48.5%

Prior CART ORR /CR

36.8% / 26.3%

Median duration of response (95% Cl)

iNHL: 16.8 (11.7 to NE) months

aNHL: 7.6 (5.6 to 22.8) months

— iNHL (n = 45)

— aNHL (n = 45)
+ Censored

Probability of Response (%)
3

0

No. at risk:

aNHL

1.00 1

0.75 4

0.50 4

0.25 1

Probability of PFS

iNHL 45 44 38 32 27 22 16 10 9
45 41 20 20 10 8 6 6 3

T Ll | I I I 1 Ll | B ] 1 I | I I I I

2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34
Time Since the First Response (months)

B 32 % 13 % 1.3
8 33 %4

Median progression-free survival (95% CI)

iNHL: 11.8 (8.4 to NE) months

aNHL: 1.4 (1.4 to 2.9) months

— iNHL (n - 68)

— aNHL (n = 128)

+ Censored

=

o

No. at risk:

iNHL 68 59 40
aNHL 12068 36 20 20 1

T T T T T T T T T T T T T T T

6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time Since the First Dose (months)

2 4

51 42 2 2% 108 28 2% 1 411
ne 7 4 83 32 2200



Cytokine release syndrome
Hypophosphatemia
Fatigue

Meutropenia

Diarrhea

Anemia

Headache

Back pain

Nausea

Pyrexia

Canstipation

Cough

Upper respiratory tract infection
Hypokalemia

Malignant neoplasm progression
Oedema peripheral
Hypomagnesemia

Rash

Insomnia

Chills

Decreased appelite
Dizziness

Pneumonia

Sepsis

Candida sepsis

ICAN grade 1-2: Headache 18%, insomnia 11%, dizziness 10%; grade 3: 4.1%

PRIMARY OBJECTIVE: MTD and SAFETY

All AEs

AEs related to mosunetuzumab

T
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T
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Frequency (%)
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T
5 10

T
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1
30

Grade
m1
H:2
ms3
4
H>5



Glofitamab, a Novel, Bivalent CD20-Targeting
T-Cell-Engaging Bispecific Antibody, Induces
Durable Complete Remissions in Relapsed or
Refractory B-Cell Lymphoma: A Phase | Trial

Martin Hutchings, PhD?'; Franck Morschhauser, MD, PhD?; Gloria lacoboni, MD*%; Carmelo Carlo-Stella, MD?; Fritz C. Offner, MD, PhDS;
Anna Sureda, MD, PhD7; Gilles Salles, MD?; Joaquin Martinez-Lopez, MD, PhD, MBA®; Michael Crump, MD°; Denise N. Thomas, MSc!?;
Peter N. Morcos, PharmD?'; Cristiano Ferlini, MD''; Ann-Marie E. Broske, PhD'2; Anton Belousov, PhD'®; Marina Bacac, PhD'3;
Natalie Dimier, PhD'4; David J. Carlile, PhD'%; Linda Lundberg, PhD'>; David Perez-Callejo, MD, PhD'%; Pablo Umana, PhD?3;

Tom Moore, MD'2; Martin Weisser, MD'2?; and Michael J. Dickinson, MBBS, DMedSci'®

J Clin Oncol 2021;39:1959-1970

<o,

4
S * humanized mouse IgG1l-based antibody
glofitamab (CD20), x CD3 » bivalent CD20 and monovalent CD3¢ binding

= modified Fc devoid of FcyR and complement binding

Glofitamab was given 21-day cycles up to 12 cycles.
Dose escalation was guided by a Bayesian-modified continuous reassessment method with overdose control

2.5 mg (C1D1), 10 mg (C1D8), and 30 mg (C2D1)
Seven days before 1,000 mg obinutuzumab to deplete peripheral and tissue based B cells and mitigate serious AE.




TABLE 1. Patient Demographics and Baseline Disease Characteristics in Patients Who Received Glofitamab at Any Dose and at the RP2D
[Safety-Evaluable Patiznts)
Characteristic All Glofitamab Cohorts (N = 171) RP2D Glofittmab Cohort 2.5/10/30 mg (n = 35)
Agie years
Medan
Rangs 2285 4485
Male sex, Mo, (%) 100k (58.5) 1/ [48.6)
Histakogy sublype, Mo, (%)
OLBCL FA(42.4) o (14.3)
FL grades 1-34 44 (25.7) 21 (60u0)
DLBCL ansing from FL 29 (17 00) 3 (85.6)
Richler's ramsmation 10{a8) 21{2.1)
PMBCL (18 o
ihers® 12700 4(11.4)
41 (2400 9231

Prior autolgous sem-cell rarsplant, Mo, (%)

Prior CAR-T therpy, Mo (%)

Priar lines of therapy, Mo,

M esdin

Hange

Refractary o army pnor herpy, Na. (%)

Refracto

Relapsed 16(9.4) o(1/1)



Efficacy
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E
=
S
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IPMR .CMR Day11 2 2 4 B 6 7 & 9 10 11 12 12 14 15 16 77 18 012 2456 7 B G107 127314 15 16 17 18 19 20 21 22 73 24 75 26 27 74 29 20
90 A 78.6% Time to Response (months) Time From First Response (months)
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70 - MEL 44 X IE ¥ 9 3 9 5 5 5 5 4 4 4 4 I 2 2 2 IneL MM2IENMWI B S B ETTESESE 5 433332211101 1NE
B0 - 53.7% 50.0% (o] DoCR D PFS
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30 4 =
20 4 429 = ¥ = o
= P
10 - Z . £ a0
0- &
All patients (n=28) 2.5/10/16mg cohort 2.5M10/30mg cohort 0 20
(n=14) (n=14)
01 % 3 45 67 38 858 1M0MMNIIZ1IIMWIBIEITIAIS 02122232436 262723 9122456567885 1WMIZ1341516171E1892021 222224252627 2829 30 31
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FIG 3. (A) Represents the cumulative incidence of time to CR. Kaplan-Mesier cuwves for (B) DOR (PR and CR), (C} duration of CR, and (D} PFS
aMHL, aggressive non-Hodgkin lymphoma; CR, complete response; DOR, duration of response; iINHL, indolent non-Hodgkin lymphoma; NE, not es-
timable; PFS, progression-free survival; PR, partial responss.



PRIMARY OBJECTIVE: MTD and SAFETY

All AES AEs Related to Glofitamalk

Cytokine Releass Syndrome o
Meutropania -

Pyrexia -

Anemia
Thrombooytopania -
Hypomagnesemia -
Fatigus |

Constipation -

Diarrhaa

Infused Related Reaction -
Hypokalemia o

Maussa -

Headachs -
Hypophosphatermia —

Cough S
Asthenia o
Back pain -
CRS events set pam
mwolemic Shock
2 506 2 SFI0R0 Septic Shock -
FS ma ma Ll T T t T T 1T T T T T T
B0 40 30 20 10 oo 10 20 30 40 =t
Patients (%) Patients (%)
ICAN:

e 8/171(4.8%), grade 3: 2 (1.8%); no grade 4-5
* All transient 3-72h

Percentage of Patients




Dose escalation of subcutaneous epcoritamab in patients
with relapsed or refractory B-cell non-Hodgkin lymphoma:

an open-label, phase 1/2 study

Martin Hutchings, Rogier Mous, Michael Roost Clausen, Peter Johnson, Kim M Linton, Martine E D Chamuleau, David John Lewis,
Anna Sureda Balari, David Cunningham, Roberto S Oliveri, Brian Elliott, Dena DeMarco, Ada Azaryan, Christopher Chiu, Tommy Li, Kuo-mei Chen,

Tahamtan Ahmadi, Pieternella J Lugtenburg

Lancet 2021; 398: 1157-69

epcoritamab CD20 x CD3 * 1gG1 Fc modified to minimize Fe-dependent effector functions

and to contrel Fab-arm exchange of mAb half-molecules,

Sk cb?o * humanized mouse IgG1l-based heterodimeric antibody
. * monovalent CD20 and monovalent CD3 binding
resulting in high bispecific product yield

Subcutaneous epcoritamab (1 mL) was administered in 28-day cycles until disease progression or unacceptable toxicity

Weekly dosing in cycles 1 and 2 (days 1, 8, 15, 22)
Every 2 weeks in cycles 3—6 (days 1, 15)
Every 4 weeks from cycle 7 onward




Female
Male
ECOG performance status
]
1
2
37
Ann Arbor stage
|
n
m
n
Extranodal disease
Time since diagnosis, months

Time since relapse or progression,

NMumber of lines of previous therapy
Frevious therapies
Anti-CD20 monodonal antibody
Anthracyclines
Alkylating agents

Last line of systemic therapy

Alkylating agents

Last anti-CD20 monoclonal antibody

Relapsed or

refractory diffuse

large B-cell
68 (55-74)

16 (35%)
30 (65%)

23 (50%)
21 (46%)
2 (4%)

(8]

3(7%)
5 (11%)

12 (26%)

26 (57%)

29 (63%)

25-4 (11-0-54-6)
1.5 (1-1-2-3)

3-0 (2-0-4-0)

46 (100%)
46 (100%)
46 (1009%)

41 (899%)
40 (87 %)
41 (89%)

Relapsed or
refractory
follicular

73 (63-76)

4 (33%)
8 (679%)

5 (50%)
4 (33%)
1 (89e)

1 (89%)t

o
4(33%)
4(33%)
4(33%)
6 (50%)

615 (24-3-153-1)
1.6 (1.2-2-6)

4-5 (2-5-8-0)

12 (100%)
9 (F5%)
12 (100%)

10 (83%)
9 (75%)
10 (83%)

All patients
(n=68)"

68 (57-75)

23 {34'}6}
45 (66%)

35 (51%)
20 (43%)
3 (4%)
1 (1%)%

3 (49%)

12 (18%)

16 (24%)

37 (54%)

42 (62%)

297 (13.7-66-8)
1-6 (1-1-2-3)

3-0(2-0-4-5)

68 (100%)
62 (91%)
67 (99%)

58 (85%)
G (B2%)
59 (B7%)




Relapsed or refractory diffuse large B-cell ymphoma

*

Relapsed or refractory follicular

Relapsed or refractory mantle cell

Bestchange from baseline in turmour siee (%)

lymphomat lymphomat
12-60 mg 48 mg 60 mg 0-76-48 mg 48 mg 0-76-48 mg 48 mg
(n=8) (n=3) (n=10) (n=1) (n=4)§ (n=1)

Overall response, n 7 3 q 0 2 1
(%, 95% CI) (68%, 45-86) (88%, 47-100) (100%, 29-100) (90%, 55-100) (0, 0-98) (50%, 7-93) (100%, 3-100)

Complete 10 (45%) 3 (38%) 3 (100%) 5 (50%) 0 1(25%) o}

response

Partial response 5(23%) 4 (50%) 0 4 (40%) 0 1(25%) 1 (100%)
Stable disease 1(5%) 0 0 0 0 1(25%) 0
Progressive disease 5(23%) 0 0 1(10%) 1 (100%) 0 0
Time to response, 1.4 (1-3-2-6) 1.4 (1-3-2-6) 1.3 (1-1-1-4) 1.9 (1-5-3-5) NA 1-4 (1-3-1-5) 1-3 (1-3-1-3)
months
Follow-up duration,  9-3(8-2-14-8) 2 (7-4-9-9) 9.2 (9-2-9-3) 13-6 (10-4-16-5)  6-6 (6-6-6-6) 10-2 (7-7-10:5) 77 77-77)
months

Results - Efficacy
A Diffuse large B-cell kmphomat Progression-free survival in patients with R/R DLBCL
1260 Mg
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[ 12mg
= 24 mg
B 48 mg
S0 mg
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PRIMARY OBJECTIVE: MTD and SAFETY

Grade 1-2 Grade 2 Grade 4
Pyrexia® 43 (63% 4 (6% o]
Cytokine release 40 (59%)
syndrome
Injection site reaction 32 (47%) 0 0
Fatigue 26 (38%) 4 (69%) 0
Diarrhoea 18 (26%) 0] 0]
Hypotension™ 17 (25%) 4 (6%) 0]
Dyspnoea 16 (24%) 0] 1 (1%)
Tachycardia™ 14 (21%) 0] 0]
Anaemia 7 (10%) 9 (13%) 0

*Most pyrexia, hypotension, and tachycardia events were associated with
cytokine release syndrome.

Table 2: Treatment-emergent adverse events that occurred in at least
20% of the full analysis population (n=68)

ICAN: 4 (8%), grade 3: 2 (4%), no grade 4-5, all transient, median duration 3 days
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Figure 1. Proposed algorithm for the treatment of R/R DLBCL
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