95 ||||| Bellvitge o

o_ a; "ﬁﬁj‘}}ri |l ambtu
(@) ICO™ Hosp|ta| Uruversutan
=" Institut Catala d'Oncologia

The Role of Inmunotherapy in the Treatment
of Lymphomas

Anna Sureda
Clinical Hematology Division
Institut Catala d’Oncologia — Hospitalet, Barcelona, Spain

3 ‘\f/" Inmunoterapia

= \\- &Hemopatias

Tercera edicion Institut Catala d’Oncologia




Disclosures

Honoraria: Takeda, BMS/Celgene, MSD, Janssen, Amgen, Novartis, Gilead

Kite, Sanofi, Roche, Alexion

Consultancy: Takeda, BMS/Celgene, Novartis, Janssen, Gilead, Sanofi

Speaker’s Bureau: Takeda

Research support: Takeda, BMS/Celgene

- Institut Catala d’Oncologia



Treatment Strategies in Hematological Malignancies °

Adoptive cell transfer

Unmodified T cells Genetically modified T cells
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receptor (e.g., PD-1
ligands, PD-L1, PD-L2)

Blocking mAb for
the receptor (e.g.,

anti-PD-1)
D Bispecific antibodies E Checkpoint inhibitors Blocking mAb for
}k the ligand (e.g.,
Antibody therapy anti-PD-L1)

HouoR et al, CancenmundRes2015
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New Drugs in the Treatment of Classical Hodgkin’s%
Lymphoma

cHL frequently harbors
alterations at 9p24.1 (including
amplification), leading to
overexpression of PD-L1 and
. _ PD-L2, on malighant Reed-
S L eesssssss Sternberg cells and on
\ A inflammatory cells in the
tumor microenvironment -2
( - HL may have a genetically
_dpie (8 driven vulnerability to PD-1
== blockade
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CheckMate 205 (Cohorts A, B, and C): ‘O
nivolumab in R/R cHL - overall study design

NCT02181738"2: A noncomparative, multicohort, single-arm, open-label, phase 2 study of nivolumab in patients with cHL

Key inclusion criteria Cohort Aa,s, n=63 Nivolumab Until disease progression, toxicity, or allo-SCT
* > 18 years of age BV-naive, failure of auto-SCT 3 mg/kg IV q2w
« ECOGPS <1
* Received prior high-dose - . L
conditioning Chemotherapy Cohort Bh'3, n = 80 Nivolumab Until disease progression, toxicity, or a(lo-SCT)
followed by auto-SCT? Failure of auto-SCT and BV 3 mg/kg IV q2w
May be BV-naive or may
have had prior BV Cohort C*. n = 100 Until disease progression, toxicity,
e T - of’BV et Nivolumab persistent CR for 1 year, or allo-SCT >
No prior allo-SCT after auto-SCT 3 mg/kg IV q2w
Start Date: July 2014 Primary endpoints: IRRC-assessed ORR
Actual Primary Completion Date: August 2017 Secondary endpoints: DOR, CRR, CR duration, PRR,
Estimated Study Completion Date: October 2020 PR duration, investigator-assessed ORR and DOR

Sponsor: BMS
Status: Ongoing, but not recruiting participants

aPrimary disclosure at ASH 2016, with minimum follow-up of 9 menths. "Update at ASH 2016, with minimum follow-up of 12 months.

AE, adverse event; allo-SCT, allogeneic stem cell transplant; auto-SCT, autologous stem cell transplant; BV, brentuximab vedotin; cHL, classical Hodgkin lymphoma; CR, complete response; CRR, complete remission rate;
DOR, duration of response; ECOG PS, ECOG performance status; IRRC, independent radiologic review committee; ORR, objective response rate; PR, partial remission, PRR, partial remission rate; R/R, relapsed/refractory.
1. Clinicaltrials.gov. NCT02181738. 2. BMS Internal Data. HL 205 Overview. 3. Timmerman J et al. Presentation at ASH 2016. Abstract 1110. 4. Zinzani PL et al. Presentation at ISHL 2016. Abstract T022.
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CheckMate 205. 5 Years Follow Up

(A) Progression-free survival by best overall response per IRRC

100 4 BOR CR PR sD PD
90 — Median PFS, mo 37.4 15.2 8.3 241
95% Cl 26.7-NA  116-198 57-11.3 18-22
80 -
70
60 —
o 50 <
¥ m 2
40 -
30 - 30 -
BOR CR PR sD PD
20 20 - -
Median OS, mo NA NA NA 288
10 10 - 95% Cl 10.0-NA
PD
i R i (NN N O R S TR W R Iy G (O CEE TN RN S T M v [y (iR Ch cm et I S T N [ FR TR i [ (N S RN (NT) N N P G TR TR S ST T P (|
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 ©0 63 66 69 72 75
Months
No. at risk antise, No. at risk
CR 52 52 44 42 38 36 33 32 28 25 18 17 16 15 12 11 10 10 10 9 7 6 2 1 1 0 CR 52 52 52 52 52 51 50 49 49 48 47 46 45 45 45 43 41 41 41 41 39 34 20 15 8 ©
PR 121118 81 68 53 40 34 27 24 24 18 17 11 11 9 © 7 7 6 6 4 4 2 2 0 0 PR 121121 119 116 111 105 100 94 92 90 85 83 77 77 71 67 67 65 62 61 52 41 20 21 6 O
SD 40 39 21 14 6 6 6 4 3 3 3 3 3 3 1 1 0 0 0 0 0 0O 0 O O O SD 40 39 39 38 37 36 35 34 34 32 30 30 29 26 24 24 23 22 21 20 17 15 13 10 3 ©
PD 26 1 0 0 0 0 0 0 0 O 0 O O O O O O 0 0 0 0 O O O O O PD 26 24 20 18 16 14 13 12 12 10 9 © 9 8 7 7 7 7 7 7 & 5 3 2 2 0
BOR, best overall response; CR, complete remission; NA, not available, minimum follow-up not reached; PD, progressive disease;

(B) Overall survival by best overall response per IRRC

PR, partial remission; SD, stable disease

AnselBM et al, ICML 2021
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KEYNOTE-O87: 2-Year Follow-Up

Patients enrolled in 3 cohorts:

* Cohort 1: HL progression PFS by Cohort PFS by CR/PR
after auto-SCT and

Events, PFS,* median  24-mo PF5,*

SUbsequent BV New  0skchmo * nG  (95%Chmo %

All patients  120(57.1)  13.7{11.1-17.0) N3

. Cohort 2: Salvage 122- Cohort 2 5'!I63U] 11..1[75-1331 18.2 1$: 53(57.0) 138(12.0-22.1)
. = fad
chemotherapy and BV, with T ol i
ineligibility forauto-SCTdue £ &1 £ ]
to chemorefractory disease % = 2 ]
g 20 4 g 20
* Cohort 3: progression after S b I
aUtO SCT Without 4] 3 & *] 12 15 18 21 24 27 30 33 0 3 & 9 12 15 18 21 24 27 30 33
- Time, months Time, months
subsequent BV Tmwmm s gm0 s T mow s s w0
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KEYNOTE 204: Pembrolizumab vs

Brentuximab Vedotin in R/R HL

Progression-free survival (%)

Number at risk
(number censored)
Pembrolizumab
Brentuximab vedotin

1004~
w
o A,
70
6o~ |
50
40
30
20

10~

PFS

—— Pembrolizumab
Brentuximab vedotin
HR 0-65 (95% C10-48-0-88); p=0-0027

151(0) 116(9) 96(13) 74(22)
153(0) 103(22) 63(30) 41(38)

T T T T T T T T T 1

12 15 18 21 24 7 30 33 36 39

65(23) 55(26) 44(33) 35(37) 18(52) 15(55) 9(61) 4(66) 1(69) o(7O)
32(42) 26(44) 19(48) 14(52) 10(56) 7(59) S(61) 2(63) 1(B4) 0(65)

Kuruvilla J, et al. Lancet Oncol. 2021;22:512-524.

Response
(%)

ORR

CR
PR
SD
PD

NE

Not
assessed

Brentuximab
Pembrolizumab Vedotin
(n=151) QEELY))
65.6 54.2
25 24
41 30
14 24
17 18
1 1
3 3

29
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Post-auto-HCT Consolidation with Pembrolizumab
Resulted in Promising PFS

Baseline patient characteristics

Total
Age, years
Sex Male
Female
A(B)VD*
Brentuximab vedotin-A(B)VD
Frontline therapy ABVE-PC
BEACOPP*
RCHOP/REPOCH

Prior exposure to brentuximab vedotin / nivolumab or
pembrolizumab / radiotherapy
Conditioning regimen - BEAM

Primary refractory disease
Relapse within 12 months
Extranodal disease at relapse
At least 1 of above 3 factors

Residual disease after salvage
B symptoms at relapse
>1 salvage therapy

At least 1 of above 6 factors

At least 2 of above 6 factors

Risk factors

Partial remission
Complete remission

Disease status at study
entry (post-ASCT)

TWith rituximab in 1 patient; *Given after ABVD in 1 additional patient.

n (%) or
median (range)
30 (100)
33 (20-69)
16 (53)
14 (47)
24 (77)
1(3)
1(3)
2(7)
2(7)

6(20)/6(20)/ 7 (23)
30(100)

17 (57)
5(17)
8 (27)
26 (87)
3(10)
2(7)
5(17)
27 (90)
12 (40)

2(7)
28 (93)

Progression-free

Progression-free

survival (%)

survival (%)

100 _—-!'—-l—.
50 4 . b —H —Hy
All patients
60
40 A
20
0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
012 3456 7 8 910111213141516171819
Months from transplantation
100 ——_!'_-‘—‘
20 b —H ——HiHH-
60 - Patients with at least 1 risk factor:
* Primary refractory/short 1st complete remission
404 . PET avid residual disease
o0 4 * Extranodal disease
* Bsymptoms
0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
012 3456 7 8 910111213141516171819

Months from transplantation

Armand P et al. Blood 2019
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Brentuximab Vedotin Plus Nivolumab as

Consolidation
What about combining brentuximab vedotin N
and nivolumab as a consolidation strategy e
after auto-HCT? .
: 3 PFS (ITT)
Patients underwentauto-HCT and had ol 19-month PFS (n=s9): 920 (95%
> 1 risk factor: Cl: 79-97)
— Primaryrefractory disease
— Relapse within 1 year after completion of [ S S T T B S
frontline therapy )
— Extranodal disease or B symptoms at [
relapse yo .
— >1salvage treatment before auto-HCT £ PFSby Number of Risk Factors
— Lackof aCR by PET after auto-HCT
Herrera AF, et al. ASH 2020. Abstract472. o ‘ 2 ﬂmﬁmm " " "
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Brentuximab Vedotin Plus Nivolumab as
Consolidation

Most common grade = 3 AEs:
* Neutropenia: 31%

Attributable AEs in = 20% Patients

Peripheral sensory | D

. cer th

Pneumonitis: 7% Neutrophil coun?ﬁgrc?egsez _L]:-
* ALT elevation: 5% Fatigue |
Immune-related AEs requiring systemic Diarrhea 77T
corticosteroids: 27% (all grade < 3) White blood cell decreased | [}
Patient disposition: Nausea [

Arthralgia

* 4,9% completed all 8 cycles of both BV and gia ]

nivolumab AST increased | I
» 76% completed all 8 cycles of either BV or myalgia L1

. 4] € 0 L] 1 H Ll )

nivolumab Frequney (%
* 10% discontinued BV and nivolumab due to an AE MEGIME e Grae ] e GroN ] mm Cre ] ot &
Herrera AF, et al. ASH 2020. Abstract 472. 21
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Phase Il Study of Pembrolizumab + GVD as Second Line Therapy for
Relapsed or Refractory Classical Hodgkin’s Lymphoma

TABLE 3. Efficacy

Characteristic Pembro-GVD % 2 (n = 38)° Pembro-GVD x 4 (n = 7) Pembro-GVD Overall (n = 38
ORR, % (95% ClI) 100 (91 to 100) 100 (59 to 100) 100 (91 to 100)
CR, % (95% CI) 92 (79 to 98) 71 (29 to 96) 95 (82 to 99)

PR, % (95% CI) 8 (210 21) 29 (4to 71) 5(1to 18)
Best response, No. (%)

CR 35 (92) 5(71) 36 (95)

PR 3(7.9) 2(29) 2(5.3)

Moscowitx et al, ClinOncok021
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Chemo-Free Strategies Before Auto-HCT

>
=

36-month PFS  95% ClI

Percent of patients
free of PD or death
coRR885833&88

N Events (%) (%)
—+— Al patients 9 16 77 (65, 86)
—+— ASCTpostBV+N 67 5 91 (79, 96)
0 2 4 6 8 10 12 14 16 18 20 2 24 26 28 30 32 34 36 38 40 42
Time (Months)
Nat Rsk (Events)
Nl mtmrts 9P) 891) 658) SAW) A1) 61(R) W) (W) SD) WW) W) WH) WG B1G M1 AN K1) 41N AN) AM) AN) oW

Perprtacd ASCT  &70) 6W0) 6%0) &%) 6&Q1) 582) SW2) 552) S0 M9 9 D9 B9 2 MY ) 85 &) %) X)) 25 of)

Advani R et al, Blood 2021
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New Therapies in B-NHL

Oral therapies / small molecule inhibitors
- BTK
- PI3K
- Syk
= Others
Monoclonal antibodies
- CD19
-« CD47
« BIiTE's
Antibody-drug conjugates
« CD19
« CD79b

Cellular therapies
« CAR-T
- Antibody-coupled T-cell receptor

Cohen et al, ASH 2H@ucation&rogramn
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Wang et al.HematdDnco(2020) 13:175nstitut Catala d’Oncologia
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Features of T-cell bispecific Antibodies (e.g.BiTEs, DARTs, TCBs)

Highly potent molecules leading to
T cell-mediated killing of tumor cells
by simultaneous binding to tumor
antigen and CD3e chain of TCR;

recruitment of endogenous T cells:
4 x 10 in the circulation

olten non-functional

Fc domain, Extended hall life

50 - 60 kDa ca, 150 kDa

* T cell engagement, activation and killing of tumor cells by cytotoxic granules
* T cell proliferation (expansion) at site of activation

* Cytokine, chemokine release leading to recruitment of additional T-cells

* Very high potency with EC50 values in the fM to pM range

* Serial killing of tumor cells, activity at low effector-to-target (E:T) ratio

* T cell killing independent of specificity, activation and differentiation status

Institut Catala d’Oncologia



Bi-Specific Antibodies currently studied in DLBCL: Promising Efficacy

Mosunetuzumab

CD20/cD3

Glofitamab

Epcoritamab

REGN1979

Plamotamab

CD19/cD3

Blinatumomab

e [T N Y Y ¥
Manufacturl Genentech Roche GenMab Regeneron Xencor Amgen
Phase 1/1b 1 1, RP2D 1 1 1 2
N 124 98 14 58 68 53 110
. DLBCL, TFL, FL, DLBCL, FL, DLBCL, FL, WM, DLBCL, FL, RT, .
Histology sthen FL,DLBCL,tFL, other MCL, MZL, SLL MICL MZL MW, CLL Aggressive NHL
li.2) 3(1-14) 3(1-13) 3(1-18) 3(1-11) Second sal
Therapies econd salvage
) DLBCL: e 68 %;
ORR DLB?’C?LB::tFL' >10mg: 55% aN1H1L/;1748/3 at 48 mg: DLBCL: 60% DLBCL: 39 % 37%
° (21/38) 88 %
DLBCL: 12 - 60 mg:
DLBCL/TFL: aNHL: 71.4 % 28%
CR \ >10mg: 49% 45%; at 45 mg: DLBCL: 20% 22%
19% (24/124) e (10/14) ok (5/18)

1. Hutchings M, et al. ASH 2018, Abstract #226. Lancet 2021, 1CO 2021, 2. Budde LE, et al. ASH 2018. Abstract #399. 3. Banerji R, et al. ASH 2018, Abstract #1690. 4. Coyle L, et al. ASH 2018. Abstract #400

Institut Catala d’Oncologia
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Mosunetuzumab for Treatment of heavily pretreated patients with B-cell Lymphoma

T-cell activation
* Mosunetuzumab v -

— Full-length, fully humanized IgG1 bispecific antibody! Y Granzyme & o
) Perforin - w
— Redirects T cells to engage and eliminate B cells; CD3 D e l. " <
(Hernandez et al. ASH 2019 P-1585) — 2 e, & ]1 '

— No ex-vivo T cell manipulation required
(‘off-the-shelf” and no delay in treatment)

Target + |
\lurnor cell

Tumor cell death

* GO29781

— 270 R/R B-cell NHL pts, included Phase I/Ib dose-escalation and expansion study in heavily pre-
treated R/R B-cell NHL, including 30 pts with prior CART

— Cycle 1 step-up dosing: mitigates CRS, allowing dose escalation to maximize therapeutic potential23

1. Sun et al. Sci Transl Med 2015; 2. Budde et al. ASH 2018; 3. Bartlett et al. ASCO 2019
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Trial Design: Cycle 1 Ramp up dosing; if CR achieved 8 cycles

Mosunetuzumab regimen

D1 D8 D15 D1 D1

v b }

(om o o)

e
21 daly

* |V administration in outpatient setting
* Cycle 1 step-up dosing then fixed dosing
in subsequent cycles
* Initial treatment = 8 cycles; if CR achieved,

treatment discontinued; if PR or SD,
treatment continued for up to 17 cycles

* Retreatment allowed for CR patients who
relapse after initial treatment

Primary objectives
* Safety, tolerability, MTD, best objective response
(per Cheson 2007 criteria)

- Safety: C1D1/D8/D15 dose levels: 0.4/1.0/2.8 — 1.0/2.0/60.0mg
- Efficacy: C1D1/D8/D15 dose levels: 0.4/1.0/2.8 — 1.0/2.0/40.5mg*

Key inclusion criteria
* R/R B-cell NHL after 21 prior
regimen(s), ECOG PS0-1

* No available therapy expected to improve survival
(e.g. standard chemotherapy, autologous SCT)

Key exclusion criteria

e Prior CAR-T therapy within 30 days,
prior allogeneic SCT

Schuster et al, ASH 2019
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Mosunetuzumab Response Rates in Aggressive B-cell Lymphomas (n=124), Phase |

Investigator-assessed best objective response (pooled data from 2.8mg to 40,5mg cohorts)

» Greater efficacy observed
with higher exposure to Mosu

Aggressive NHL 124 46 (37.1%) 24' (19.4%)
| All 3L+ DLBCL/trFL 98 37 (37.8%) 20 (20.4%) s Patients achiev]ng CR with
Refractory to prior anti-CD20 88/98 32 (36.4%) 18 (20.5%) continuing remission
> 16 months off treatment:
With prior auto SCT 32/98 17 (53.1%) 11 (34.3%) n=17(70.8%)

0o

'17/24 patients remain in CR (up to 16 months off initial treatment)

*elficacy-evaluable pls: pls who were enrolled for at least 3 months, or had response dala
available at any time, or discontinued treatment for any cause

Schuster. ASH 2019
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Update of GO29781 Phase 1/1b Study of °
Mosunetuzumab in RR FL

Best objective response= in patients with FL

grouped based on prior therapies
Characteristic (n=862)

100 - = Complete response  ® Partial response 100
Median age (range), years 59 (27-85)
80 4
Median prior therapies, n (range) 3(2-11) w |
Refrgctory to prior therapy, n {‘3{6) 70 -
MI]—?DQD therapy and alkylating 33 (53) o0 -
CART 4(9)
cell therapy 50 -

8 8

Proportion of patients with response (%)

-
=1

Al patients with FL  Double refractory POD24 PI3Ki refractory  Prior CAR-T thorapy
n=2 n=33 n=30 n=9 ne=4

Assoulin€E et al. ASH202Bstr623
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Glofitamab: A bivalent CD3 x CD20 Bispecific in indolent & aggressive B-cell ymphoma

Patient Demographics and Baseline Disease Characteristics in Patients
Who Received Glofitamab at Any Dose and at the RP2D (Safety-Evaluable Patients)

RP2D Glofitamab

Treatment schedule

C2D1 up to C12D1

feti All Glofitamab Cohorts
Characteristics (N=171) Cohort 2.5/10/30 mg + Gpt1000mg - Glofitamab + Gilofitamab 10ma . Goftamab 16
(n = 35) 25my or 30mg

Age, years
Median 64 66
Range 2285 4485 RP2D Glofitamab

— o . Py All Glofitamab
Male sex, No. (%) 100 (58.5) 17 (48.6) Characteristics = Cohort 2.5110/30
Cohorts (N =171) =35
[COG performance status, No. (%) mg (n = 35)
0 87 (51.2) 19 (54.3) Prior lines of therapy, No.
1 83 (48.8) 16 (45.7) Median 3 3
Ann Arbor staging, No. (%) Range
! 10(5.8) 0 Refractory to any prior therapy, No. (%,
L 28(16:4) 3(8.6) Refractory 155 (90.6) 29 (82.9)
n 38 (22.2) 10 (28.6)
- - Relapsed 16 (9.4) 6(17.1)
v 95 (55.6) 22 (62.9) - -
: Refractory to any line of prior C020 therapy,
Bulky disease> 5 cm, No. (%) 86 (50.3) 12 (34.3) No. (%)

Sum of products of lesion diameters (mm’) Refractory 144 (84.2) 25(71.4)
No. of evaluable patients 171 35 Relapsed 27 (15.8) 10 (28.6)
Median 2,996 2,788 Time since last prior therapy to first study
Range 256-20,635 256-10,816 treatment (months

Histology subtype, No. (%) No. of evaluable patients 161 34
DLBCL 73 (42.7) 5(14.3) Median 24 4.6
FL grades 1-3A 44 (25.7) 21 (60.0) Range 0.6-128.8 0.9-53.2
DLBCL arising from FL 29(17.0) 3(8.6) Time since last anti-CD20 therapy to first study

~ tr (months)
Richter's transformation 10 (5.8) 2(5.7) .
No. of evaluable patients 157 34
PMBClL 3(1.8) 0 - =
Others 12 (7.0) 4(11.4) Medisn 2.5 e
Prior autologous stem-cell transplant, No. (%) 41 (24.0) 9(25.7) Range 0.6-146.7 2.2-82.8
Prior CAR-T therapy, No. (%) 3(1.8) 1(2.9) Hutching et al, 1CO 2021

Institut Catala d’Oncologia
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Glofitamab: Dose Dependent Increase in Response Rate; Time to CR was short

0o

Improved Response was obhserved at the RP2D Majority achieve a CR within

the first 3 cycles
A) Aggressive NHL

100 - m Partial metabolic response

>

90 + m Complete metabolic response g go, . .
80 - -
70 64.3%
60 -
50 A
40
30 -
20
10 -

50.0%

Cumulative Incidence Rate to CR

Response rate (%)

0.00 T T T
Day11 2 3 4 667 B 9101121314151 1718

Time to Response (months)

o ot risk
SNHL 127 T4 S0 33 B 6 12 5 4 & 3 3 2 201 1 1 %1
WHL &6 X W8 9 9 9 5 S 5 5 4 4 4 43222

All patients 2.5/10/16mg cohort 2.5/10/30mg cohort
(N=28) (n=14) (n=14)

Hutchings M, et al. I Clin Oncol 2021

Institut Catala d’Oncologia



Glofitamab: Plateau in Responders; DLBCL 34/42 (81.0%) pts remain in CR; FU 27.4 months <

Time from first Treatment (months) Time from first Response (months)
— ] e >
we g — @ >
w — e e - 100 A Histology
INHL (N = 61)
2| woren o —] A ’
E — [NHL N = 31)
DLBCL
L [ a1 A 80
S| werremf A
b Ll — Y =
&l owoc, TR ES
DLBCL 3 "E‘ 60 4
: | a2 s | | £
E ™ — & 2 =
— UL
Bt — . 1 A t ] 2 4p 4
5 e 7 ST &> ] e
E ninn [ — —— > E o
g wosen TS SRR ) @ > £
& S e e > . 20
= e @ >
£ w e————— ]~ > Active in follow-up
@ o Complete response
=3 [P— ? @ Complele meponas rrrrrrr1rrrrrrrrrrrrrrrrrrr1r 11171
S —] i
ia Y e P -|fariialmspocs 01234567 891011121314151617 1819202122 23 24 25 26 27 262930
Progressit .
b P . ~— oy s o at isk
mBCL IA _‘:TPL':& l; IUHY aNHL 61 585132302217 1615151515 1513 1312 17 11 10 7 4 4 3 3 1 1 1 1 1 NENE
“":: OT!‘E;[:I:;dd:VZT\OH iNHL 3124221511 10 % 9 9 8 87T 7 6 65§65 5 5 4 3 3 3 3 2 21111 1NE
MCL r -
— oect ]
1 I I I 1
0 3 6 9 12 15

Hutchings M, et a_J Clin Oncol 2021

Institut Catala d’Oncologia




EPCORE NHL-1 Study Design: Epcoritamab in Treatment of r/r B-cell Lymphoma

0o

Flat-dose epcoritamab administered in 28-day cycles

Objectives until disease progression or unacceptable toxicity

Primary Inclusion criteriat DLpe N=ap
» Maximum tolerated « Aduits with R/R CD20+

dose B-NHL Ak N=12
» Recommended « Prior treatment with

Phase 2 dose anti-CD20 mAbs MCL N=4

(RP2D) * ECOG PS 0-2

» Measurable disease by

Secondary CT, MRI, or PET/CT scan
+ Safety/tolerability + Adequate renal, liver, and
+ Anti-tumor activity hematologic function

0.0128-3 mg!
N=73 pts enrolled; 68 received at least one (n=27)
dose; no dose-limiting toxic effects

observed; Max. tolerated dose not reached;

full dose of 48 mg was identified as the RP2D

Data cut-off: January 31, 2021
Median follow-up: 14.1 months

Hutchings M, et al. Lancet 2021
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Epcoritmab (CD3xCD20): Dose Escalation s.c., Responses seen across B-NHL histologies

Relapsed or refractory diffuse large B-cell ymphoma*

Relapsed or refractory follicular

Relapsed or refractory mantle cell

Institut Catala d’Oncologia

lymphomat lymphomai
12-60 mg 48 mg 60 mg 0-76-48 mg 48 mg 0-76-48 mg 48 mg
(n=22) (n=8) (n=3) (n=10) (n=1) (n=4)§ (n=1)
Overall response, n =~ 15 7 3 9 0 “ 1 h
(%, 95% Cl) (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%) 0
response
Partial response 5(23%) 4(50%) 4 (40%) 0 1(25%) 1(100%)
Stable disease 1(5%) 0 0 0 1(25%) 0
Progressive disease 5 (23%) 0 1(10%) 1(100%) 0 0
Time to response, 1-4 (1:3-2-6) 14 (1:3-2:6) 1:3(11-1-4) 1.9(1.5-35)  NA 1.4 (1-3-1.5) 13 (1:3-13)
months
Follow-up duration,  9-3 (8-2-14-8) 82 (7-4-9-9) 92 (9-2-9-3) 13:6 (10-4-16-5)  6-6 (6:6-6-6) 10-2 (7-7-10-5) 77 (7-7-77)
months
Hutchings M, et al. Lancet 2021



Anti-tumor activity of Epcoritamab across major Lymphoma subtypes

0o

A Diffuse large B-cell lymphomat Follicular Iymphoma'f[} Mantle cell
12-60 mg 0-76-48 mg lymphoma$§
12-48 mg
150 1 012mg Jo076mg ; [J112mg
_ = 24mg ! M| 12mg = 24mg
e m [ 48mg | E3mg B 48 mg
£ o004 M 60mg ! E6mg
§ ' W 24mg |
2 757 B 48mg
£ : !
2 507 : :
= H :
g 251
3 : :
= Gk L BN = 4.0 . s
fz °7°PD PD PD PD PD TPD I 5
S -25 : :
v H ‘
g 50+ 5 :
£ : ;
g 75 PROPR bR 5 PR
£ RR R R PR oy : PR PR CR CR PR ;
-100 A R ® @R R PR R o i
* Still on treatment € Previous CAR-T therapy

Hutchings M, et al. Lancet 2021
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Bi-Specific Antibodies currently studied in DLBCL: Safety

D20 D D B
e [N N N N
Manufacturer Genentech Roche GenMab Regeneron Xencor Amgen
N 131 64 (> 600 ug) 68 68 53 a1
DLTs Not reported 1 at 220 ug (MI) None None Not reported N/A
MTD Not reached Not reached Not reached Not reached Not reached N/A
Grade > 3AEs 55% (26% related) 56% (27% related) 75% 9.1% 71%
Grade 5 2% 0 4% (1% related) it 22%
CRS any 23% 39% 59% 47% 50.0% 2%
CRS >3 0% 0% 0% 6% 9.1% 2%
NT any 49% 30% (6% related) 6.0% 41% 49% 56%
NT >3 2% 5% 3.0% 3% 5% 24%

CRS, cytokine release syndrome; NT, neurotoxicity; MTD, maximum tolerated dose; DLT, dose limiting toxicity

1. Hutchings M, et al. ASH 2018. Abstract #226. 2. Budde LE, et al. ASH 2018. Abstract #399. 3. Banerji R, et al. ASH 2018. Abstract #1690. 4. Coyle L, et al. ASH 2018. Abstract #400
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Mosunetuzumab in 1% Line in the Elderly: High Tolerability; No Grade Ill CRS or ICANS

Phase I/1l: pts unable to receive full-dose Chemoimmunotherapy;

Eligible pts > 80 years or 60 — 79 with impairment in > 1 activity of daily living or organ impairment

AEs occurring in 22 (25 %) patients
All AEs AEs related to Mosunetuzumab

Rash/rash maculo-papular -
Cytokine release syndrome'
Fatigue —
Abdominal pain -
Infusion related reaction |
Decreased appetite —{
Dry mouth —
Arthralgia <
Back pain -
Diarrhea —
Headache |
Hypomagnesemia —
Hypotension -
Muscle spasms —
Nausea/vomiting | Grade
Neutropenia - - - 1
Pain - = g
Pain in extremity - =4
Upper respir_atory tract ir_\fgctiqn/ -

Summary of CRS 1(|r:lD=LZB§)L
Any grade, n (%) ‘ 6(21)

Grade 1 5(17)

Grade 2 1(3)

Hypotension related to CRS, n (%) ‘ 1(3)

Hypoxia related to CRS, n (%) 0

Use of tocilizumab for CRS, n (%) 0

Median onset of first CRS event,

hours from start of infusion (range) 18 (15-25) hours

Viral upper resp y tract T T T T f T T T T T
25 20 15 10 5 00 5 10 15 20 25
Frequency (%) Frequency (%)

Median duration of CRS event,

days (range) 1.5 (1-2) days

Resolved by clinical cut-off date, n (%) 6 (100)

Olszewski A et al, ASH 2020
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Glofitamab: CRS the most common AE, mainly Cycle 1, Step-up dosing to mitigate CRS

0o

Adverse Events with an Incidence of > 10% Step-up Dosing of Glofitmab allowed
or an NCI-CTCAE grade of 5 the administration of a high target dose (30mg),
low rate of higher Grade CRS
All AEs AEs related to Glofitamab
CRS <03 12.5/10/ 2.5/10/‘[
Neutropenia — mg 06mg 1mg 18mg 5S5mg 10mg 16mg 25mg 16mg 30mg ‘
Pyrexia - 100 100.0 [
Anemia Lee Grade
Thrombocytopenia | B
Hypomagnesemia — 2 5 : ;
Fatigue c
o L T
Constipation = "
Diarrhea - g g
Infused Related Reaction — ‘s 27 &
Hypokalemia —| g’o 3
Nausea = 8
Headache - g 40 o
Hypophosphatemia — e ud
Cough ) g 8
Asthenia = : ; 040 . - 3 -
Back pain - e Ny 3 - h b
Hypovolemic Shock ms h
Septic Shock 04 l
50 40 30 20 10 00 10 20 30 40 50 Oy Oy Odgr OOy Oy OO Oy OO | OO
Patients (%) Patients (%) Cycle of Treatment

Hutchings M, et a. J Clin Oncol 2021

Institut Catala d’Oncologia




Epcoritamab: No Grade I1l CRS observed o

Epcoritamab distinguishing features Adverse events of special interest: CRS

Adverse events of special All histologies « Most CRS events occurred

* Subcutaneous administration el (N=68)

incycle 1

‘ Rapid’ low-volume (1 mL) CRS, n (%) 40 (59) + No CRS event with second
administration Grade 1 20 (29) full dose at RP2D
+ More gradual increase and lower Giade2 - e 2i23] * Median time (range)
H H 2 0, o H
peak in plasma cytokine levels Symgtoms oF RS 210%, 1 (%) to resolution was 2
o Pyrexia 40 (59) (1.0-9.0) days
compared with intravenous -
o ] Hypotension 16 (24) *+ Despite dose escalating to
* administration Hypoxia 12 (18) RP2D, no CRS events were
. ; Grade 23
* Long plasma half-life ~ Tachycardia | 10(15)
Chills 7 (10)

* Favorable safety profile

There have been no Grade 23 CRS events.
Majority of events occurred and resolved in Cycle 1

Institut Catala d’Oncologia



The Future: Combination Therapy, e.g. CD20xCD3 Bispecifics + Anti-CD79b ADC

0o

GO040516 (NCT03671018): M-Pola dosing schedule’
M-Pola
Dose finding (R/R B-NHL)

« Step-up doses of M in Cycle 1 1mg /2mg/ C1 D15 target dose (9, 20, 40 or 60/30mg)

(C1)day (D) 1,8 and 15to

mitigate CRS.? /;5 D1 D1
+ C1D15 dose of M given on D1 ; D8

from C2 onwards. l

« Pola (1.8mg/kg) given on D1 of l l

each 21-day cycle for six cycles. u n n n

* Response rates are based on the m m m
Lugano criteria.? s

* Primary endpoint: to determine the
RP2D.

- Biomarkers were evaluated using In pts Aachieving C'R, mosunAetu‘zumab is continqed

for eight cycles; in pts achieving PR or SD, M is

whole blood flow cytometry, a
plasma cytokine ELISA, and ex-
vivo single-cell cytokine assay of
PBMC. For the biomarker analyses, blood samples were obtained at various
timepoints before and during administration of M-Pola.

continued for a total of 17 cycles.

\ VN

Premedication with steroids (20mg IV dexamethasone or 80mg IV methylprednisolone) required C1-2 and optional
C3+ B-NHL, B-cell non-Hodgkin's lymphoma; M, mosunetuzumab; Pola, polatuzumab vedotin

Diefenbach et al, ICML 2021
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Glofitamab in Combination with Polatuzumab Vedotin: Phase Ib/ll Preliminary Data Support
Manageable Safety and Encouraging Efficacy in Relapsed/Refractory (R/R) Diffuse Large B-cell

Lymphoma (DLBCL)

Authors: Martin Hutchings* * Anna Sureda,® Maria Jose Terol,® Francesc Bosch,* Paolo Corradini,?

Thomas Stauffer Larsen,® Antonio Rueda Dominguez,” Anesh Panchal, ® Alessia Bottos,® Yanjie

Wang,*® Audrey Filézac de L'Etang,® Maneesh Tandon 2 Gila Sellam,® Giuseppe Gritti*

Hutching® et al, Or&lommunicatiohSH202
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Mosunetuzumab in Combination with CHOP in r/r NHL & 15t Line o

M-CHOP (Cycle 1: Mosun day 1,8,15, Cycle: d1 Mosun dose of day 15; 7 pt with r/r NHL, 36 pts 1L

M-CHOP
R/R NHL 1L DLBCL
Best objective response* — No. (%) (n=7) (n=27)
Overall response 6 (85.7) 26 (96.3)
Complete response 5(71.4) 23 (85.2)
Partial response 1(14.3) 3(11.1)
Stable disease - -
Progressive disease 1(14.3) -
Data not available (discontinued) - 1(3.7)
*Best objective response investigator-assessed and determined using PET-CT scans, with the exception of one
patient with R/R NHL whereby their response was based upon CT scan alone (partial response).

Phillips et al, ASH 2020
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Moving to 1st Line: Mosunetuzumab in Pts 2 80 years old

E—
Patient population

Of eight patients <80 years old:

Median age, years (range) 82 (67-100)
?9 el‘derly/unﬁt patients with 1L DLBCL enrolled Age >80, n (%) 21(72)
in this study:
Age <80 n (%) 8(28)
* n =8 atdose level: Img - 2mg 13.5mg Female, n (%) 21(72)
* n=21atdose level: Img > 2mg - 30mg IPI score 23, n (%) ‘ 15 (52)
* n =7, safety cohort; n = 14 expansion cohort*® ECOG PS, n (%) 0 5(17)
1 | 15 (52)
2 9(31)
|

. . . . i . Ann Arbor Stage, n (%) 3 (10)

* Five patients had impairment in renal function | 8(28)

with or without ADL/IADL impairment ‘ )

1l 4 (14

* One patient had impairment in cardiac function v 14 (45)

* Two patients had 21 ADL/IADL impairment Elevated LDH, n (%) ‘ 15 (52)

Cell of arigin, n (%) GCB 13 (45)

CCOD September 25, 2020, "One patient was discontinued prior to 1 Locally assessed (by IHC) Non GCB 18 (55)

Mosunetuzumab dose due to an AL DHL double-hit lymphoma GCB, WHO subtype, n (%) DLBCL 24 (83)
germinal cantre B-cel IP1 International Prognostic Index, LDH, lactate

dehydrogenase, THL, triple-hit lymphoma DHL / THL 5(17)

Olszewski A et al, ASH 2020
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Encouraging efficacy was observed with mosunetuzumab monotherapy

0o

- Best overall response CRS rate: 21%, no G3

0 1 M Partial response

80 4 75% B Complete response
T 70 4
2 60 - 57%
e
o 50 1
c
8 40 ;
(7]
¢ 30 4

20 1

10 +

0
All efficacy-evaluable patients Mosunetuzumab 13.5mg Mosunetuzumab 30mg
(n=22) (n=8) (n=14)
PD=8 (36%) PD=2 (25%) PD=6 (43%)

Olszewski A et al, ASH 2020
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Conclusions

= Checkpoint inhibitors very effective and well tolerated drugs in patients with

classical HL.
= AlreadwapproveththerelapsedgettingMighbeanoptionnthefutre inthe

frontinelandscape
= CD20/CD3 BiEsp MoAb are off-the-shelf products also very effective but with
short follow up, good toxicity profile, being moved to earlier lines of therapy,

none of them EMA approved so far
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