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Pattern of Care in DLBCL
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SCT=stem-cell transplantation.
a Decisions Resource Group. DLBCL Epidemiology data; ® Sehn LH, Gascoyne RD. Blood. 2015;125:22-32;
¢ Friedberg JW, et al. Hematology Am Soc Hematol Educ Program. 2011;2011:498-505;



Phase 2 Study of Polatuzumab Vedotin + BR

Inclusion

R/R DLBCL
N=80

i

" Pola-BR BR Pola-BR

Age 218

Biopsy-confirmed R/R DLBCL?

2 1 prior line of therapy

ECOG PS 0-2

Grade < 1 peripheral neuropathy
Transplant ineligible or treatment
failure with prior ASCT

Stratification DOR €12 mo vs >12 mo DOR <12 mo vs >12 mo
High vs low disease burden

Schedule FL: 28-day cycles x 6 DLBCL: 21-day cycles x 6

Polatuzumab vedotin (1.8 mg/kg IV x 1 day); bendamustine (90 mg/m?2 IV x
2 days); rituximab (375 mg/mZ21V x 1 day)

Primary endpoint PET-CR* by IRC, 6-8 weeks post end of treatment (EOT)

Exclusion

*Modified Lugano 2014 criteria: PET-CR requires negative bone marrow; PET-PR required CT criteria be met.
DOR, duration of response; IRC, independent review committee

Prior allogeneic stem cell transplant

Autologous stem cell transplant within

el el kgl il A FDA Accelerated Approval - June 10, 2019 - in

History of transformation of indolent

disease to DLBCL combination with BR for DLBCL NOS after = 2
Current grade >1 peripheral neuropathy prior therapies

Eligible for autologous transplant if DLBCL

a. biopsy-confirmed R/R DLBCL (excluding transformed lymphoma)
ASCT, autologous stem cell transplant.

Sehn L, et al. ASCO 2018. Abstract 7507. Sehn L, et al. J Clin Oncol. 2020;38:155-165.



Phase 2 Study of Polatuzumab Vedotin + BR

Characteristic

Pola-BR (n=40)

BR (n=40)

Sex, % (M) 70 62.5
Median age (range), years 67 (33-86) 71 (30-84)
IPI risk score, % (0-2/3-5) 45/55 27.5/72.5
Ann Arbor Stage IlI-IV, % 85 90
Median prior LOT (range) 2 (1-7) 2 (1-5)
No. Prior Lines, % (1/2/>3) 27.5/27.5/45 30/22.5/47.5
DOR of last treatment <12 mo, % 80 82.5
Refractory to last prior therapy, % 75 85

Prior SCT, % (Y/N) 25 15
GCB, % 37.5 42.5

Median time to first response: 2 mo (range 1.8-5.3)

Sehn L, et al. ASCO 2018. Abstract 7507. Sehn L. et al. ASH 2019. Abstract 4081.

Sehn L, et al. J Clin Oncol. 2020;38(2):155-165.



IRC OBJECTIVE RESPONSE
PRIMARY ENDPOINT

ECR OPR @ESD mPD

IRC OR
~ 45%

IRC OR
17.5%

POLA-BR (N=40) BR (N=40)

Sehn L, et al. J Clin Oncol. 2020;38(2):155-165.



Phase 2 mDOR by IRC (Pola + BR vs BR):

12.6 movs 7.7 mo

PFS by IRC

HR, 0.36; 95% ClI, 0.21 to 0.63
P {log-rank) < .001
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BR{Phll) 4033272517151110107 7 7 7 7 7 6 6 6 6 56 5 4 4 3 3 1

Median follow-up, 22.3 mo

Sehn L, et al. J Clin Oncol. 2020;38(2):155-165. Sehn L, et al. ASH 2020. Abstract 3020.



Combination Tafasitamab and Lenalidomide

MOR208 : :
Fc-enhanced, anti-CD19 mAb + Lenalidomide
m ADCCT Q:(" §,}"" 31

m ADCP T Lenalidomide )
- Direct Ce[l Death ] "\ activation ADCC m DII’eCt Ce" Death

b
® Encouraging single agent

activity in NHL patients |

with long DoR in R/R DLBCL "8

m T and NK Cell
Activation/Expansion

D Natural

D ‘% Killer cell

antiproliferative ‘\& "L
>

m Demonstrated activity as an
anti-lymphoma agent, alone
or in combination

/ Engineered Fc portion

> Ennmoel A8 m Approved for treatment of
MCL and FL/MZL

Tumor cell

) wewee MOR208 |
g’ » :
Direct \ ? 3 “\
cytotoxicity | \J
. ADCP

Potentiation of activity by combining Tafasitamab & LEN in vivo and in vitro

Horton et al., 2008; Awan et al., 2010; Richter et al., 2013; MorphoSys data on file; Wu et al., 2008; Lapalombella et al., 2008; Zhang et al., 2013,
Wiernik et al., 2008; Witzig et al., 2011; Czuczman et al., 2017; Jurczak et al, 2018

FDA Accelerated Approval —July 31, 2020 — RR DLBCL NOS (including DLBCL arising from low-grade
lymphoma), and who are not eligible for autologous stem cell transplant.

ICML 2019 #124. Salles G, et al. L-MIND. June 22, 2019.



Phase 2 L-MIND: Tafasitamab plus Lenalidomide

phase 2, single-arm, open-label, multicenter study (NCT02399085)

il T ' =

Cycle 1-3 Cycle 4-12
R-R DLBCL Tafasitamab Tafasitamab
m 1-3 prior 12 mg/kg 12 mg/kg
regimens qd4w; d1, 8, 15, 22* gdw; d 1,15
m not eligible for
HDCT and ASCT

Lenalidomide
25 mg/d p.o.

m primary refractory
patients were to

be excluded d1-21
% ot L .-'I l\. o
* a loading dose of MORZ08 was administered on day 4 of cycle 1

m Sample size suitable to detect =15% absolute increase in ORR for
Tafasitamab/LEN combination vs. LEN monotherapy at 85% power,
2-sided alpha of 5%

® Mature Data: Primary Endpoint Analysis with data cut-off 30 Nov 2018; minimum
Follow-Up 12 months, median Follow-Up 17.3 months

-Primary refractory DLBCL was defined as no response to or progression/relapse during or within 6 months of frontline therapy.
-Response assessment (Cheson 2007 Criteria) was after cycles 2, 4, 6, 9 and 12, thereafter every 3 cycles.
-ASCT, autologous stem cell transplant; HDCT, high-dose chemotherapy; 5D, stable disease, p.o., per os.

Cycle 12+

Tafasitamab

12 mg/kg
d1,15

until progression l

Primary endpoint

®m ORR (Central read)

Secondary endpoints

m PFS

m DoR

=05

W Safety of the Tafasitamab
+ LEN combination

m Exploratory and
biomarker-based analyses

e,

o

ICML 2019 #124. Salles G, et al. L-MIND. June 22, 2019.
Salles G, et al. Lancet Oncol. 2020;21(7):978-988.



Phase 2 L-MIND: Baseline Characteristics

Characteristic Patients (n=81)
Median age (range), years 72 (41-86)
IPI risk score, % (0-2/3-5)2 49/51
Ann Arbor Stage, % (I-11/111-1V) 25/75
Elevated LDH, % (Y/N)? 56/44
Median prior LOT (range)? 2 (1-4)
No. Prior Lines, % (1/2/3/4)2 50/43/6/1
Primary refractory, % (Y/N) 19/81
Refractory to last prior therapy, % (Y/N)? 44/56
Prior SCT, % (Y/N) 11/89
Cell of Origin, % (GCB/non-GCB/other®)c 10/25/65

aAt study entry. ® Unclassified or unknown. ¢Centrally assessed, Hans algorithm.
Duell J, et al. Haematologica. 2021;106:2417-2426; Salles G, et al. Lancet Oncol. 2020;21(7):978-988.



Phase 2 L-MIND: Response

Best Response (2 35 Mo)

CR 40% (32)
PR 17.5% (14)
SD 16.3% (13)
PD 16.3% (13)
NE 10% (8)
ORR 57.5% (46)
Median DOR 43.9 mo

Median time to response was 2.1 months (range 1.7-34.7)

DOR, duration of response; OR, overall response rate; NE, not evaluable.

Data cutoff: Oct 30, 2020.

Salles G, et al. Lancet Oncol. 2020;21(7):978-988.
Duell J, et al. ASCO 2021. Abstract 7513; Duell J, et al. Haematologica. 2021;106:2417-2426.



Phase 2 L-MIND: Response by Subgroup

Ohjective
Subgroup N Ohjective responze rate (%) (95% CI) response rate 95%4 I
(%)
=70 years 45 - 58 42-T72
Age . ;
=70 vears 35 —i 63 45-19
AnnArbar LI 20 H 60 36-81
stage M-IV 60 o 60 4772
Yes u -— 57 41-T2
LDH elevated :
No 36 —m 64 46-79
Low risk and low-— : .
. Hate ridk 40 : = 70 5483
IFT score = _ : ;
termediate—tizh ! -
ik and high rick 40 - : 50 34-66
Cell of arizin, Mon-GCB 21 ! - 71 48-89
phenotype* GCB 37 " : 45 32-66
Rituximab Yes 33 - 58 3975
refractory No 45 :. 61 45-75
Eefractory to Yes 33 * &0 276
last line No 45 = &0 44 74
Primary Yes 15 - 60 3284
refractory Mo &5 - &0 47-72
1
Number of L 10 —= 70 54-83
prior lines =2 a0 = : 50 355
16‘3& IIDE!E ]Eﬁﬁ -+III|‘$ EIDEE E-IIII‘E- ]":Il‘i':- Etl}‘ilﬁ '?IIJ% 1:3035

Median follow-up, 13.2 mo; data cutoff on Nov 30, 2018.
Salles G, et al. Lancet Oncol. 2020;21:978-988.




Phase 2 L-MIND: PFS and OS

* Median PFS

* At median 33.9 mo follow up:
11.6 mo

12-mo PFS, 50%
18-mo PFS: 46%

e Median OS

* At median 42.7 mo follow up:
33.5mo

12-mo OS: 74%
18-mo OS: 64%
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a Full analysis set.

Duell J, et al. Haematologica. 2021;106:2417-2426. Duell J, et al. ASCO 2021. Abstract 7513.



Loncastuximab Tesirine: Novel Anti-CD19 Antibody-Drug

Conjugate
o™ Ve CD19-targeted ADC delivering SG3199, a cytotoxic
‘.. Cross-link DNA DNA minor groove interstrand crosslinking

pyrrolobenzodiazepine (PBD) dimer payload

Cancer
Cell Death

FDA Accelerated Approval — April 23,

Warhead released * PBD dimer creates interstrand

fteri li ) cross-links
ol ot s e « No DNAdistorion 2021 - DLBCL after 2 2 lines of systemic
groove of DNA * Avoids DNA repair mechanism

therapy (including DLBCL NOS, DLBCL
arising from low-grade lymphoma, and
high-grade BCL

* First-in-class PBD-based ADCs

* Improved preclinical therapeutic index

Zammarchi F, et al. Blood. 2018;131(10):1094-1105.



Single-Arm, Phase 2 LOTIS-2 Study of Loncastuximab Tesirine
for R/R DLBCL

Eligibility: Adults with R/R DLBCL after 2 or more lines of systemic therapy, CD19+ biopsy if prior anti-CD19 therapy
received, ECOG PS 0-2, ASCT 30+ days prior or alloSCT 60+ days prior permitted

v
-
o
o
5
c

©

Primary endpoint: ORR
Secondary endpoints: DOR, CR, RFS, PFS, OS, Safety, PK/PD, HRQoL

Primary antitumour activity/safety analyses done in as-treated population (patients who received = 1 dose of
loncastuximab tesirine), when all responding patients had = 6 mo follow-up after initial documented response.

Carlo-Stella C, et al. EHA Congress 2020. Abstract S233.
Caimi PF, et al. Lancet Oncol. 11 May 2021. DOI: 10.1016/51470-2045(21)00139-X



LOTIS-2 Trial: Baseline Characteristics

Treatment history Total (N = 145)

Female/Male, n (%) 60 (41)/85 (59)
Median age, y (IQR) 66 (56-71)
Histology
DLBCL 127 (88)
HGBCL 11 (8)
PMBCL 7 (5)
Double/triple hit, n (%) 15 (10)
Double/triple expressor, n (%) 20 (14)
Transformed disease, n (%) 29 (20)
Stage I-11 / HlI-IV, n (%) 33 (23) / 112 (77)
Cell of Origin, % (GCB/non-GCB/other 33/16/51

Treatment history Total (N = 145)

First-line systemic therapy response, n (%)®

Relapse

Refractory

99 (68)
29 (20)

Last-line systemic therapy response, n (%)°

Median no. prior systemic therapies (IQR) 3 (2-4)

Relapse 43 (30)

Refractory 84 (58)
Refractory to all prior therapies 25 (17)/
(Y/N), n (%) 115 (79)
Prior allogeneic SCT, n (%) 2 (1)
Prior autologous SCT 21 (14)
Prior allo + auto SCT 1(1)
Prior CAR T-cell therapy 13 9%)

No. Prior Lines, % (2/3/>3)2 43/24/32

a. Previous HSCT is included; for patients who received auto transplant, mobilization regimen was considered a LOT if it was chemotherapy-based and
distinct from the other previous LOT. B Other: 17 (12%). c. Other: 18 (13%)
Carlo-Stella C, et al. EHA Congress 2020. Abstract S233; Caimi PF, et al. Lancet Oncol. 2021;22:790-800.



LOTIS-2 Trial: Efficacy Results — ORR

100 | m Complete response Lonca ORR

90 “| m Partial response (0)
80" 48% ASCO 2021
X 707 (95% Cl, 39.9-56.7)
Q 60 Response
g 50 rates reported
Q. 40 from March 1,
é‘ 30 Median time to first response 2021 data cutoff

20 were consistent

10 41'0 days with earlier

0 (IQR, 38-44) reports.

All patients (N=145)

 Of 35 CRs, 57% were maintained at data cut off

* Most responders had a response after 2 cycles
 Mean Lonca cycles: 4.5 (Std: * 3.89) (Min, max: 1, 18)

ORR was assessed by independent reviewer. Data cut-off: 06 Apr 2020.

Carlo-Stella C, et al. EHA Congress 2020. Abstract S233.

1. Caimi PF, et al. Lancet Oncol. 11 May 2021. DOI: 10.1016/51470-2045(21)00139-X. Caimi PF, et Rlla ASCO72504261
stract .



LOTIS-2 Trial: Efficacy Results — DoR

A April 6, 2020 cut off
100 -+
bi H—+H
00 N s S s = e
LTy

80 | Yt

- 1
a —h

% 70 - Lye
5 B0+
=
=% 50
£ —
= 404
a_ Number
& 304 of events

204 Complete response 4

04 — Partial response 14

—— Complete or partial response 18
0 T T T T T T T T T T T T T T 1
0 1 2 3 kS 5 B 7 8 9 10 11 12 13 14 15
Timne since first decumentation of tumour response (months)
Number at risk

{number censored)

Completeresponse  35(0) 34(1) 28{7) 26(9) 21(13) 17(16) 14(19) 12(21) &(25) 5(28) 4(29) 3(29) 3(29) 3(29) 1(30) 031
Partial response  35(0) 28(7¥) 13(14) 10(16) &(17) 6(19)

Complete or partial response 70 (0)

4(19) 2{20) 1(20) 1(21) 0(21) O0{21) 0(21) 0(21) O0(21) 01

62(8) 41(21) 36(25) 29(30) 23(35) 18(38) 14(41) 9(46) 6{49) 4(50) 3(50) 3(50) 3(50) 1(51) O0(52)

mDoR (n = 70),
mo (95% ClI)

mDoR for
patients
with CR, mo
(95% Cl)

10.3 13.4
(6.9-NE) (NR)

13.4 Not

n=35 reached,

(10.3-NE) n =36
(NR)

mDoR comparable to whole study population in subgroups at high risk of poor prognosis; follow up for DOR continuing.

NE, not estimable; NR, not reported. a. Median followup, 7.8 mo (0.3-31 mo). b. mDoR for patients with a

PR: 5.7 mo (at both cutoffs).

1. Caimi PF, et al. Lancet Oncol. 11 May 2021. DOI: 10.1016/5S1470-2045(21)00139-X.

2. Caimi PF, et al. ASCO 2021 Abst 7546.



LOTIS-2 Trial: Efficacy Results — ORR by Subgroup

High-risk suhgrir::upianalv,rsis of ORR

Subgroup Patients (n/M)} ORR ORR [95% CI)

All 70/145 —— 48.3 (39.8,56.7) |
fAge ' i
<65 years 32/65 ——y 49.2 (36,6, 51.9) i

 zE5years 38/80 —— 475(36.2,59.0) :
Double/triple hit ' '
MNo 65,130 —— 500041.1,58.9) :
Ves 5/15 i 33.3 (118, 61.6) :
Transformed disease
Transformed 13/25 —_— 448 (264, 64.3) !
| Denmove T SHIIe T —_— T A971(39.7,58.6] :
I~ Call-of-origm ™~~~ """ """ T Tt |
GCB 26/48 ——t 54.2 (39.2, 68.6) 5
| ABC 11/23 —_ 478 (26.8,69.4) |
Double/triple expressor ; :
Mo 60/125 —— 48.0 (39.0, 57.1) i
Yes 10/20 —_— 50.0(27.2, 72.8) !

WHO classification . [

DLBCL NOS 64/127 - 50.4 (414, 59.4) :
C__PMBCL. . Y P I S 14.3 (0.4 57 |
|  HGBCL 5/11 - 455 (16.7, 76.6)

I

0.0 0.2 04 06 08 10

Subgroup

All
First-line response*
Relapse
Refractory’
Last-line response*
Relapse
Refractory’
Response to any prior ling*

Yes

Mo

Prior CAR-T therapy
Yes

Ma

Prior systemic therapies
2 prior lines

=3 prior lines

Patients (n/M} ORR
70/145 ——y
53,99 (I—
11/29 .
31/84 |
60115 ——
B T — . T
14/24 _
56121 ———
613 _—
B4/132 -
30/683 ——
-———— -11{35— ---------- - - - - - - - -
23/47 ——

0.0 0.2 04 06 08 1.0

ORR (953% Cl)
48.3 (38.9, 56.7)

535 (43.2, 63.6)
37.9(20.7,57.7)

7.4 (515, 80.9)
36.9 (26.6, 48.1)

522427, 6L6)
360(180,575)

58.3 [36.6, 77.9)
4653 (37.2, 55.6)

45.2 (1.2, 74.9)
48.5(39.7,57.3)

47.6 (34.9, 60.6)

48.6(31.4,66.0)
489 (34.1, 63.9)

ORR was assessed by independent reviewer. *Prior systemic therapies. "Refractory disease defined as no response to therapy. Data cut-off: 06 Aug,

2020.

Caimi PF, et al. ASH 2020. Abstract 1183.
Caimi PF, et al. Lancet Oncol. 11 May 2021. DOI: 10.1016/5S1470-2045(21)00139-X



LOTIS-2: PFS, OS, and Subsequent Treatment Results

Median PFS: Median OS:

Apr 6 2020 Cut Off: 4.9 mo (95% Cl, 2.9-8.3)! Apr 6 2020 Cut Off: 9.9 mo (95% Cl, 6.7-11.5)*
Aug 6 2020 Cut Off: 5.1 mo (95% Cl, 2.9-8.3)? Aug 6 2020 Cut Off: 9.5 mo (95% Cl, 6.9-11.3)?

100+ 00—

50+ 904

80+
g . 80
I _ 70
S 60 .
3 = 601
g 5o 5
£ 5 50+
5 a0 =
H & il
4 g d0q
& 204 2 30
&

204 MNumber Number

of events 20+ of events
10+
—— As-treated population 67 104 s treated population 77
o T T T T T T T T T T T T T T T T
0
A e S S T2 3 3§ 8 7 8 § 1o 11 2 B o1 15 1 17 18
Number at risk Time since first dose of loncastuximab tesirine (months) Nomber at risk Time since first dose of loncastuximab tesirine (months)
(number censored) (number censored)
As-treated population 145 (0) 124 (15) 85(23) 55(37) 44(45) 33(54) 29(57) 23(62) 20(63) 16(65) B(7/3) 675 4(0) 4¢5 3¢6) 1(7) 0{F8)

As-treated population 145 (0)136 (2)127 (2) 116 (2) 111(4) 95(9) 84(12) 68 (18) 60 (21) 49 (31) 41(37) 29 (44) 19.(50) 15(53) 9(59) B(60) 4(64) 2(66) 0(68)

15 patients received CD19-directed CAR-T therapy with an
investigator-assessed ORR of 46.7% (6 CR; 1 PR)

* 9 patients proceeded to SCT as consolidation after response to
lonca

1. Caimi PF, et al. Lancet Oncol. 11 May 2021. DOI: 10.1016/5S1470-2045(21)00139-X.
2. Caimi PF, et al. ASH 2020. Abstract 1183.



Transport of macromolecules between the nucleus
and the cytoplasm
‘Ca rgo protein

o &

GTP—@ ‘ . _,/ importine

CYTOPLASM

NUCLEUS

Nuclear pore complex

GTP—@ ‘

exportine

‘ Cargo protein

Sylvain et al. Expert Rev Hematol. 2022 Mar;15(3):195-201.



Change in sum of diameters of target lesions from baseline (%)
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SADAL Trial: Overall response rate

[ Complete response
[ Partial response
[ Stable disease

I Progressive disease

rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrirrrrrrrrrrrrrrrrrTrrrTrrirTrTrTrrTrTirrTrd Ka|ak0ndaeta|.LancetHaemat0|.2020]u|;7(7):e511-2522.

267 patients

175 allocated to the
60 mg selinexor
group and 92 to the
100 mg selinexor

group.

Overall response
rate was 28%

15 (12%) achieved a
complete response
and 21 (17%) a
partial response.



SADAL Trial: Overall response rate

n/N Overall 95% Cl
response
rate (%)

DLBCL Subtype

GCB 20/59 —— 34% (22-1-47-4)
Non-GCB 13/63 —I—-— 21% (11.5-32.7)
De novo or transformed :

De novo 23/94 ——— 24% (16-2-34-4)
Transformed 12/31 —:—l— 39% (21-8-57-8)
Refractory to last line

Yes 25/91 —i— 7% (186-378)
No 11/30 — 37% (19.9-56-1)
Previous ASCT therapy ;

Yes 16/38 S 42% (263-59:2)
No 20/89 —a 22% (143-32:6)
Gender

Female 17/52 ——— 33% (20.3-47-1)
Male 19/75 — 25% (16:0-36.7)
Age ;

=70 14/57 —— 25% (14-1-37-8)
<70 22/70 —— 31% (20-9-43-6)
Number of previous lines :

>2 16/52 — 31% (18-7-451)
2 20/75 + 27% (17-1-38-1)
Creatine clearance

30-60 mL/min 10/32 — 31% (16.1-50.0)
>60 mL/min 26/93 —i— 28% (19-1-38-2)
Overall 36/127 —— 28% (20.7-37.0)

I 1 l I | I |
0 20 40 60 80 100

Kalakonda et al. Lancet Haematol. 2020 Jul;7(7):e511-e522.



Duration of response
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Diffuse large B-cell lymphoma — Conclusions

Relapsed/refractory patients

Effective approved combinations/agents include polatuzumab vedotin +BR,
tafasitamab + lenalidomide and loncastuximab tesirine

Selinexor is also approved and effective

Bispecific antibodies and CAR T-cells are highly effective



