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R/R DLBCL

= Decreasing role of cytotoxic therapy
* Chemorefractory
* Impact on cell health and marrow function

= Bispecific antibodies, CAR-T cell therapy

= CRS, ICANS

* Multispecialty teams
* |Inpatient monitoring
* Prompt management of acute toxicity
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Alternative approach to R/R DLBCL

= Polatuzumab vedotin

* ADC to CD79b delivering monomethyl auristatin E (MMAE)
* Bendamustine, rituximab

= Tafasitamab

* anti-CD 19 Fc-enhanced monoclonal antibody
* Lenalidomide

" Loncastuximab tesirine
* humanized anti-CD19 ab conjugated to a pyrrolobenzodiazepine dimer toxin (PBD)
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Polatuzumab vedotin




Polatuzumab + BR — phase 2
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Polatuzumab + BR — phase 2

100
— Pola + BR (N=40)
80 — BR (N=40)
+ Censored
Pola + BR vs BR:
= 60 Median PFS 9.5 vs 3.7 months
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Polatuzumab + BR — phase 2
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Polatuzumab + BR — phase 2
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Polatuzumab + BR — phase 2

Pola-BR (n = 39)*

BR (n = 39)*

Adverse Event All Grades, No. (%) 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) 7 117:2)

Neutropenia 21 (53.8) 18 (46.2) 15 (38.5) 113} ((BEL.2Y,

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 L3841 8) 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

Peripheral neuropathyf 17 (43.6) 0 377 0

ASCO 2018 abstr 7507
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Polatuzumab + BR — phase 2
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100

80

60

40

20

91%
10/11

67%
6/9

BR
Pola + BR

60%
6/10

20%
1/5

ABC

GCB

1.00 -
0.75 {
0.50 -

0.25 -+

Progression-Free Survival (probability)

Pola-BR

~—+— BR, ABC
==$== BR, GCB

—+— Pola-BR, ABC
==4== Pola-BR, GCB

Median PFS (INV), months (95% CI)

ABC 10.76 (.34 to NA} 1.97 {1.50 to 5.03)
GCB 2.50 (1.91 to NA)  1.87 {0.95 to 4.53)

HR (GCB), 0.49; 95% Cl, 0.23 t0 1.05
HR {ABC), 0.20; 95% CI, 0.09 to 0.45

0
No. at risk:
ABC ——— 18 4
GCB ---- 17 2
ABC —— 17 13
GCB === 15

Time (months)

1 0
1 1
9 6
4 3

N = o

25

o o o o

1.00 4 ~4— BR,ABC  —}— Pola-BR, ABC
il -=4== BR,GCB ==4== Pola-BR, GCB
—_ H i
] Median 08, months (95% C1)
il |
o i Pola-BR BR
=] . ';
g 07540 " Tay ABC 15.38 (10.45 10 NE) 4.73 (3.68 to 14.95)
=] L7 [ - GCB7.23(4.17to NE) 381 (1.87 to NE)
=4 N | HR (GCB, 0.57; 95% Cl, 0.25 t0 1.31
— i | HR (ABC), 0.21; 85% CI, 0.08 to 0.51
© " +
= 0.50 - R
c L
= :
w
© 0.25 1
[T}
>
O -
T T T T T
0 5 10 15 20 25
Time (months)
No. at risk:
ABC —— 18 6 2 1 0 ]
GCB =--- 17 5 2 2 0
ABC — 17 14 12 8 6 1
GCB === 15 10 3 2 0

ASCO 2018 abstr 7507; J Clin Oncol 38:155, 2020

1 JSYIVESTER

'COMPREHENSIVE CANCER CENTER

UNIVERSITY OF MIAMI HEALTH SYSTEM

IN PURSUIT OF YOUR CURE.



Polatuzumab in POLARIX

A Randomized, Controlled Trials for Previously Untreated DLBCL

2002: R-CHOP superior 2022: Pola-R-CHP
to CHOP superior to R-CHOP

R-CHOP [ 399 Patients
R-CHOP+RTX maintenance [ 632 Patients
R-CHOP+ASCT [ 397 Patients
R-mini-CEOP I 224 Patients
R-CHOP-14 I 602 Patients
R-CHOP-14 N 1080 Patients
R-CHOP+ASCT [ 249 Patients
Dose-adjusted EPOCH-R [N 524 Patients
R-CHOP+enzastaurin maintenance [ 758 Patients
P Value R-CHOP+RTX maintenance [ 683 Patients
<0.05 R-CHOP+bevacizumab [ 787 Patients
R-CHOP+everolimus maintenance [ 742 Patients
R-CHOP+lenalidomide maintenance [N 650 Patients
R-CHOP+bortezomib I 1132 Patients
G-CHOP I 1418 Patients
R-CHOP+ibritumomab tiuxetan [l 81 Patients
RTX+chemotherapy vs. obinutuzumab+chemotherapy [N 670 Patients
R-CHOP+ibrutinib [ 838 Patients

>0.20

R-CHOP+lenalidomide [ 570 Patients NCT02285062 -
Pola-R-CHP [ 879 Patients  POLARIXAH

GELA LNH-98.5
NCT00003150
NCT00004031
NCTO01148446
NCT00144755
N0016185981
NCT00355199
NCT00118209
NCT00332202
NCT00400478
NCT00486759
NCT00790036
NCT01122472
NCT01324596-
NCT01287741-
NCT01510184-
NCT01659099-
NCT01855750-
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N EnglJ Med 2023; 389:764-766
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Polatuzumab in POLARIX

B Cell of Origin and Response to Polatuzumab Vedotin in DLBCL
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(2019) B PostMktg Israel
Morschhauser
ot ol (2010) MM EmEmE——— Phase2  US/CA/EU
Tsai et al. )
(2020) | PostMktg Taiwan
Terui et al.
(2021) EEE—— T Phese?  Japan
Combined
Trials U] Jp<0.001
Probability
Density

0 25 50 75 100

Percentage of Patients with a Response

C Cell of Origin and Response to Polatuzumab Vedotin Combined

with Rituximab

GCB [ ABC [ Not available

I
P=0.002

T

100
Q
[-1]
c
£ o 50
= £
T
ga
U m
(-9

£
ES
ET  _soq
=
©
s

~100-

|

Morschhauser et al. L

(2019)

M Unclassified

D Cell of Origin and Benefit of Polatuzumab Vedotin in DLBCL
HR for Disease Progression, HR for Death

Relapse, or Death (95% Cl) (95% CI)
GO29365 trial
Overall —e— —a—
GCB
ABC —e— —e—
POLARIX trial
Overall e 4
GCB
ABC —— ——h
Combined triaIfS:F .
Difference Difference
Il
Overa by factor of - by factor of iy
GEB  38inHR———="§ 5.0in HRi———
ABC P<0.001 —e— ’ P<0.001 ——
T T T T T 711 T T T TTTT 11
0.1 03 1.0 3.0 01 03 10 3.0

E RAS and Cetuximab Benefit in Metastatic Colorectal Cancer

OPUS trial
Overall
RAS mutant
RAS wild type
CRYSTAL trial
Overall
RAS mutant
RAS wild type
Combined trials
Overall
RAS mutant
RAS wild type

HR for Disease Progression

or Death (95% Cl) (95% ClI)
(5 ol
—e—
—o—
9
-
[
Difference o Difference
by factor of by factor of
2.2in HRy——= I L5in HR;
P<0.001 laal P=0.004 re4
T T T
01 03 1.0 3.0 01 03 1.0 3.0

HR for Death
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Bendamustine and CAR-T

A B

P<.01

100 A 100
90 90 1
80 80 1
=z, i = 70
=0 =
5 60+ W soFp % o0 W so-P0
E 50 R E 50 [
2 a0 MR £ w0 i
©
a 30 o 30
20 4 20 4
10 10
0 0
c Group No. Median, Months (95% Cl) HR (95% C1) P D Group No. M.dlln“ Months (95% CI) MN.‘ (95% CI) P
= No bendamustine 355 6.21(4.171t0 11.27) Ref. - = No bendamustine 355 3.91(2.86t04.67) Ref. -
= Bendamustine<9 m 42 1.26(1.02t0 2.76) 2.46(1.73103.49) <01 —— Bendamustine <9 m 42 1.26(1.02t0 2.76) 1.82(1.22102.73) <.01
1.00
£ £ o7
= =
3 2
[=] o 0.50
e e
Q. =9
Se—— = l
T L o2 1
a [ H
1 1
H L
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 4 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48
Time (months) Time (months)
No. at risk: No. at risk:
— 4213 7 5 55 5 3 221100000 — 42137 5 656 5 65 3 221100000
—_— 355216168137114 98 89 71 55 39 28 20 12 6 3 1 0 —_— 4424 15131211119 7 5 4 21 1110
E Group No. Median, Months (95% Cl) HR (95% CI) P F Group No. Madiln.‘ Months (95% CI) Nﬂ_‘ (95% CI) P
= No bendamustine 359 23.49(15.97 t0 32.79) Ref. — = No bendamustine 359 13.96 (9.49 to NR) Ref. —
= Bendamustine <9 m 42 4.63(2.53t0 10.25) 2.64(1.81103.85 <01 =~ Bendamustine <9 m 42 4.63(2.531t0 10.25) 211(1.29t03.44) <01
2 2
3 ]
= o
S [
= =
w
v
o o
L S e s s s s e e ey e e T —TTTT
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48
Time (months) Time (months)
No. at risk: No. at risk:
— 42251712 8 8 8 5 4 4 3 2 1 100 0 —_— 422517128 8 85 4 43 211000
—_— 359296246200168139122 96 73 51 36 24 16 6 3 1 0 —_— 44 35 30 25 24 1918151311 9 3 2 1 1 1 0

J Clin Oncol. 2024 Jan 10;42(2):205-217

1 JSYLVESTER

UNIVERSITY OF MIAMI HEALTH SYSTEM

IN PURSUIT OF YOUR CURE.



Tafasitamab




study (NCT02399085)

L-MIND — Tafasitamab + Lenalidomide

L-MIND: Study Design

phase 2, single-arm, open-label, multicenter

\ B g Y
e . Cycle 1-3 Cycle 4 -12 Cycle 12+
R-R DLBCL Tafasitamab Tafasitamab Tafasitamab
m 1-3 prior 12 mg/kg 12 mg/kg 12 mg/kg
regimens gdw; d 1, 8, 15, 22* gdw; d1, 15 d1,15
m not eligible for * & )
HDCT and ASCT ﬁ
m primary refractory Lenalidomide until progression
patients were to 25 mg/d p.o.
be excluded d1-21
\, > \ J L < -~ -~
Sex Fogle 7039)
I Age [years]* median (range) 72 (41-86) I
Risk (IP1)* (3’2523 2? :?ﬁ}
Ann Arbor Stage* ||]|-|[|V é? :%g}
Elevated LDH* Yes 45 (56)
No 36 (44)
median 2
e 1 40 (49;
Prior Lines* 2 35 (43
3 5 (6)
4 1(1)
Primary Refractory L%S gz :;g;
Refractory to last prior therapy* YNe(;c, zg 5‘5‘2; lJ SYLVES’I‘ER
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L-MIND — Tafasitamab + Lenalidomide

Primary analysis 3-year follow-up Final 5-year data 5-year data in patients 5-year data in patients with
with 1 PLOT (n = 40) 22 PLOT (n = 40)

Data cut-off date 30-Nov-18 30-Oct-20 14-Nov-22 14-Nov-22 14-Nov-22
Best ORR, n (%) 48 (60.0) 46 (57.5) 46 (57.5) 27 (67.5) 19 (47.5)
[95% ClI] [48.4-70.9] [45.9-68.5] [45.9-68.5] [50.9-81.4] [31.5-63.9]
CR rate, n (%) 34 (42.5) 32 (40.0) 33 (41.3) 21 (52.5) 12 (30.0)
[95% Cl] [32.0-54.0] [29.2-51.6] [30.4-52.8] [36.1-68.5] [16.6—46.5]
PR rate, n (%) 14 (17.5) 14 (17.5) 13 (16.3) 6 (15.0) 7 (17.5)
[95% Cl] [10.0-28.0] [9.9-27.6] [8.9-26.2] [5.7-29.8] [7.3-32.8]
Median DOR, months 21.7 43.9 NR NR NR
[95% Cl] [21.7-NR] [26.1-NR] [33.8-NR] [9.1-NR] [26.1-NR]
Median PFS, months 12.1 11.6 11.6 23.5 7.6
[95% Cl] [5.7-NR] [6.3-45.7] [5.7—45.7] [7.4-NR] [2.7-45.5]
Median OS, months NR 33.5 33.5 NR 15.5
[95% CI] [18.3-NR] [18.3-NR] [18.3-NR] [24.6-NR] [8.6-45.5]
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L-MIND — Tafasitamab + Lenalidomide
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L-MIND — Tafasitamab + Lenalidomide

c ] 1 ]

E ' i | Key mFU, months [95% CI]
| + Overall 65.6 [59.9-70.3]

2 | i i | 4+ 1pLoT 67.0 [59.6-72.1]

¥, : : : 22 pLoT 65.6 [57.9-70.3]

o ! : E
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Anaivel Primary 3-year 5-year final: 14 Nov 2022
i 30 Nov2018 | 30 Oct 2020 Overall 1 pLoT 22 pLoT

o _mOS, months [95% Cl] | NR[18.3-NR] | 33.5[18.3-NR] | 33.5[18.3-NR] | NR [24.6-NR] | 15.5 [8.6-45.5]

T T T T T T T T T 1
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Time in months
Number at risk:
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1 pLoT 40 36 32 28 25 22 21 20 18 18 14 1 7 1
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L-MIND — Tafasitamab + Lenalidomide

Hematologic TEAEs in >10% of patients

Neutropenia
Anaemia
Thrombocytopenia
Leukopenia

Febrile neutropenia

Non-hematologic TEAEs in 210% of patients -

Diarrhoea

Asthenia

Cough

Oedema peripheral
Pyrexia

Rash

Decreased apetite
Hypokalemia
Fatigue

Urinary tract infection
Back pain
Constipation
Nausea

Muscle spasms
Bronchitis
Vomiting
Dyspnoea

® Grade 2
M Grade 3
» Grade 4

37 patients (43%) required LEN dose reduction
62/80 patients (78%) were able to stay at dose >20mg/d

o
[ary
o
N
(=]

30 40 50 60 70 80 90 100
Incidence (%)
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L-MIND — Tafasitamab + Lenalidomide

30 month
C nR/nE/ 0S rate (%)
Characteristics nC/N# (95% ClI)
IPI score E
Intermediate-High Risk and High Risk @ ! 10/25/5/40  30.4 (16.2-45.9)
Low Risk and Low-Intermediate Risk ! ® 27/11/2/40  71.2 (54.0-82.9)
Gender |
Female & 19/15/3/37  57.5 (39.6-71.9)
Male — 18/21/4/43  46.6 (30.5-61.1)
Rituximab refractoriness !
Yes © : 14/18/1/33  44.1 (26.8-60.2)
No —® 23/18/5/46  56.7 (40.4-70.2)
Refractoriness to last prior treatment line E
Yes O . 15/18/2/35  46.6 (29.2-62.2)
No : ® 22/18/5/45  55.6 (39.1-69.3)
Primary refractoriness E
Yes 4 0 5/9/1/15 38.1 (14.6-61.6)
No _f'.—' 32/27/6/65  54.9 (41.5-66.5)
Prior autologous stem cell transplantation E
Yes . @ 5/3/1/9 62.5 (22.9-86.1)
No _.— 32/33/6/71  50.2 (37.6-61.5)
Number of prior treatment lines E
1 — 22/15/3/40  59.7 (42.3-73.5)
>2 & 15/21/4/40  43.4 (27.2-58.6)
Age group E
<70 years —Q 18/13/4/35  59.5 (40.6-74.2)
>70 years >— 19/23/3/45  45.4 (30.1-59.5)
0 20 40 60 80 100

30 month OS rate (%) (95% Cl)
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Tafasitamab and CAR-T

Interference Between the CD19-Targeting Monoclonal Antibody

Tafasitamab and CART19 Treatment in Preclinical Models

Conventional
tafasitamab and CART19

CART19 cell therapy

CD19”
., tumor cell

[ Sequential therapy of ]

(\ tafasitamab
9
'9"

a2 0N _ 0 Q¥ e
@ . " o > X "7’;/ S S
& R B —_— .: —_ "‘;"[ 3 o , Better
y ) N e A\ P e
“ o0 / N\ Lhas U S ?{_\ o g . P Response
s s
3 Over activation ® CART cell Relapse

“Moderate initial » Less CART cell

&) o of CART19 apoptosis activation of apoptosis
X Tumor cell ¢ Low CART cell CART19 e Long-term CART
] pyroptosis persistence LLess tumor cell cell persistence
o pyroptosis ¢ Enhanced CART

cell anti-tumor
° Less activity
: —> CRS

Conclusion: Sequential therapy of tafasitamab followed by CART19 increases the

therapeutic index of CART19 cell therapy. Blood
Sakemura et al. DOI: 10.1182/blood.2022018905 A‘;‘S“a'
stract
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Loncastuximab tesirine




Loncastuximab — phase 2
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Loncastuximab — phase 2

Non-hematological TEAEs

(reported in 220% patients)

100 -
90 - (N=52)
;\? 80 - Preferred term, n (%) Grade 1-2 Grade 23
~ 70 -
3 60 A GGT increased 14 (26.9) 13 (25.0)
c 4 i -
g- ig 1 ORR (CR+PR): Pyrexia 18 (34.6)
o 30 4 46.2% (24/52) Cough 15 (28.8) -
w 20 A Hypokalemia 12 (23.1) 3(5.8)
13 | Nausea 15 (28.8) =
Lonca (150 pg/kg) ALP increased 13 (25.0) 1(1.9)
Median (95% CI) months Fatigue 12 (23.1) 2(3.8)
104 + CR: not reached »
Sor Iq_‘_l-l | PR: 5.68 (1.25, 6.87) Vomiting 11 (21.2) -
0.8 4 ] . CR+PR: 5.68 (3.22, NE)
: A A
> ' Ll - Hematological TEAEs
2 0s5- ' ' ‘ : (reported in 220% patients)
§ 04 - (N=52)
E 0.3 A
o 02 = Preferred term, n (%) Grade 1-2 Grade 23
0.1 -
0.0 4 Platelet count decreased* 26 (50.0) 11 (21.2)
Atrisk: CR| 10 10 10 10 il 4 2 1 0
eRiEE %; ;,8 1':4 1?3 1?0 % % ? 8 Neutrophil count decreased* 12 (23.1) 17 (32.7)
9 ! = 2 A 2 6 7 8 Anemia 8 (15.4) 6 (11.5)
Time (months)
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Loncastuximab — LOTIS-2

= N= 145
* Median f/u 7.8 months [range, 0.3-42.6]
= ORR 70 of 145 (48.3%)
* CR36(24.8%)
= median OS 9.5 months
= median PFS 4.9 months
= Gr3+ AE

* neutropenia 26%
* thrombocytopenia 18%
* incr GGTP 17%

= SAE 39%

A
Number of events: 6
Median (95% Cl) months: NR
& i
= 064 Y
= W
© B U
2 05 gy Y
o
a 04 :
a W Number of events: 73
03 - ' — Median (95% Cl) months: 4,93 (2.89-8.31)
+ Censored i ¥ + +
0.2 1 All-treated population
014  — Subset of patients with CR
0.0 — T

Patients at risk
All-treated population 145 124 85 56

P A B R ER G R TR S | L R S, I . ST, L . T . . . I ..
0 12 3 45 6 7 8 91011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40

Time, months

15 11 11 1111y

Subset of patients with CR 36 36 35 32 31 25 23 20 20 19 17 17 16 16 16 14 14 14 14 14 11 11 11 11 11 1111111110 7 7 4 4 3 3 3 3 1 1 0

1.0+
B
0.9 4
0.8 Number of events: 12
Median (95% C1) months: NR
0.7
B 1
£ 06 i
= .
8 o054 .
g 0.4 Number of events: 97
= = Median (95% Cl) months: 9.53 (6.74-11.47)
031 + Censored + + - HHH— 4
024 All-treated population
- — Subset of patients with CR
W+ 7T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0123456 7 8 9 1011121314151617 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Time, months
Patients at risk

All-treated population 145 135126115110 98 89 78 72 68 63 56 51 4 a5 44

Subset of patients with CR 36 36 36 36 36 35 35 33 31 29 27 27 26 26 26 25 2!

Haematologica. 2024 Apr 1;109(4):1184-1193
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Loncastuximab — LOTIS-2

>

Responders, %

Subjects

Overall response rate Time to response
1007 W CR W HGBL-DH/TH
80 A
60 33.3%
(95% ClI: Time to first CR EEREVEN(EUEHEE P )]
40 11.8,61.6)
207 33.3%
O 1 T T
HGBL-DH/TH 0 20 40 60
(n=15) Median time to response, days
All-treated population for high grade B-cell lymphoma, with MYC and BCL2
and/or BCL6 rearrangements
I + -
A + -+
A A o —
A + -
n + x
g Response status:
+ 3 B Responders M Nonresponders
B 4 Complete response start
] 4 Partial response start
5% = Stable disease start
o * Progressive disease or death
+ Last infusion
i Go to transplant
b = =+ Ongoing
s Each bar represents one patient in the study.
Response is determined by independent reviewer.
J

0123456 78 91011121314151617 181920212223 2425262728293
Months since first dose
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Summary

= “easier” agents may provide some disease control

Polatuzumab
* May have decreasing role in R/R
* Question of COO
* Good bridging
* Avoid benda

Tafasitamab
* Likely better in lower risk presentations
* Well tolerated

= Loncastuximab
* Activity even in higher risk
* Well tolerated
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Thank you
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