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Medical Learning Institute, Inc and Research To Practice. Medical Learning Institute, Inc is
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Disclosure of Unlabeled Use

This educational activity may contain discussions of published and/or investigational uses
of agents that are not indicated by the FDA. The planners of this CE activity do not
recommend the use of any agent outside of the labeled indications. The opinions expressed
in the CE activity are those of the presenters and do not necessarily represent the views of
the planners. Please refer to the official prescribing information for each product for
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Disclaimer

Participants have an implied responsibility to use the newly acquired information to
enhance patient outcomes and their own professional development. The information
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patient’s conditions and possible contraindications and/or dangers in use, review of any
applicable manufacturer’s product information, and comparison with recommendations
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Clinicians in the Meeting Room

Access program slides using the URL included in the program syllabus.

Please take a moment to complete the pre- and postmeeting surveys.
Instructions are included in the handout with the syllabus.

To ask a question, please email DrNeilLove@ResearchToPractice.com. We will
aim to address as many questions as possible throughout the meeting.

To complete your course evaluation and receive CME credit, please follow the
instructions included in the program syllabus.




Clinicians Attending via Zoom

Review Program Slides: A link to the program slides will be posted in the chat
room at the start of the program.

Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Submit a challenging case or question for discussion using the
Zoom chat room.

Get CME Credit: A CME credit link will be provided in the chat room at the
conclusion of the program.




About the Enduring Program

* The live meeting is being video
and audio recorded.

* The proceedings from today will
be edited and developed into
an enduring web-based
video/PowerPoint program.

An email will be sent to all attendees when the activity is
available.

* To learn more about our education programs, visit our website,
www.ResearchToPractice.com
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Agenda

Module 1 — Up-Front Management of Diffuse Large B-Cell
Lymphoma (DLBCL) — Dr Flowers

Module 2 — Selection and Sequencing of Therapy for
Relapsed/Refractory (R/R) DLBCL — Dr Lunning

Module 3 — Role of CD20 x CD3 Bispecific Antibodies in
the Management of DLBCL — Dr Sehn
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Module 3 — Role of CD20 x CD3 Bispecific Antibodies in
the Management of DLBCL — Dr Sehn
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33-year-old woman:
Pelvic pain, high CA-125;

43-year-old woman:
Extensive-stage DLBCL

T-cell/histiocyte-rich
— 1 DLBCL; polatuzumab
vedotin/R-CHP

(GCB: MYC and Bcl-2
rearrangements)

|

Wi

Spencer Henick Bachow, MD Kimberly Ku, MD

Questions for the Faculty

Have you observed elevated CA-125 in DLBCL? (? Peritoneal involvement or compression
from adenopathy)

Role of polatuzumab vedotin/R-CHP in extensive-stage disease based on disease subtype?
- GCB vs ABC
— Double-hit
— T-cell rich

Indications for CNS prophylaxis? What method do you generally use?
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Shams Bufalino, MD Erik Rupard, MD
Park Ridge, lllinois West Reading, Pennsylvania
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70-year-old man:

52-year-old man: Wobbly teeth due to

Stage Il GCB-type
DLBCL

DLBCL in jaw; R-CHOP
X 6 cycles

Shams Bufalino, MD Erik Rupard, MD

Questions for the Faculty

Duration of R-chemotherapy in limited-stage disease? Role of radiation therapy?
Do you have any experience with mandibular DLBCL?

What trials are ongoing in limited-stage disease?
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/ 'Up Front Management of ‘lefuse. Large B- CeII
. Lymphoma (DLBCL)

Christopher Flowers, MD, MS, FASCO  MD Anderson

Chair, Professor Department of Lymphoma/Myeloma Cancer Center
Division Head, Division of Cancer Medicine Making Cancer History



Trial

GOYA

CALGB 50303

PYRAMID
(non-GCB)

REMoDL-B

LYM-2034
(non-GCB)

PHOENIX
(ABC)

ECOG 1412

ROBUST
(non-GCB)

Comparison

R-CHOP vs. G-CHOP
(n=1,418)

R-CHOP vs.
(n=524)

R-DA-EPOCH

R-CHOP vs.
(n=206)

Bortezomib+R-CHOP

R-CHOP vs.
(n=1,085)

Bortezomib+R-CHOP

R-CHOP vs.
(n=164)

Bortezomib+R-CHP

R-CHOP vs.
(n=838)

|brutinib+R-CHOP

R-CHOP vs.
(n=345)

R-CHOP vs.
(n=570)

Lenalidomide+R-CHOP

Lenalidomide+R-CHOP
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B-cell receptor

" Polatuzumab °

vedotin

CD79a

Patients

Previously untreated DLBCL
Age 18-80 years

IPI 2-5

ECOG PS 0-2

Stratification factors

IPI score (2 vs 3-5)
Bulky disease (<7.5 vs 27.5cm)

Geographic region

(Western Europe, US, Canada,
& Australia vs Asia vs rest

of world)

POLARIX: 1L DLBCL Phase 3 /oo sy

Pola-R-CHP

Polatuzumab vedotin (1.8mg/kg)* +
R-CHP + vincristine placebo

Cycles 1-6
(1 cycle=21 days)

R-CHOP? +
polatuzumab vedotin placebo

ORIGINAL ARTICLE

Polatuzumab Vedotin in Previously
Untreated Diffuse Large B-Cell Lymphoma

H. Tilly, F. Morschhauser, L.H. Sehn, .W. Friedberg, M. Trnény, J.P. Sharman,
C. Herbaux, J.M. Burke, M. Matasar, S. Rai, K. Izutsu, N. Mehta-Shah, L. Oberic,
A. Chauchet, W. Jurczak, Y. Song, R. Greil, L. Mykhalska, ].M. Bergua-Burgués,
M.C. Cheung, A. Pinto, H.-J. Shin, G. Hapgood, E. Munhoz, P. Abrisqueta,
J.-P. Gau, ). Hirata, Y. Jiang, M. Yan, C. Lee, C.R. Flowers, and G. Salles

Primary endpoint

Progression-free survival
(Investigator-assessed)

Secondary endpoints

* Event-free survival
Rituximab + Complete response rate
375mg/m? at end of treatment
(PET/CT, IRC-assessed)
* Disease-free survival

Cycles 7 & 8 * Overall survival

Safety endpoints
Incidence, nature, and
severity of adverse events

Tilly et al. NEJM 2022



Primary endpoint: Progression-free survival
Pola-R-CHP significantly improved PFS vs R-CHOP

100 = — Pola-R-CHP (N=440)
— R-CHOP (N=439)
4+ Censored
80 =
— 60 = ——
S
(2]
LL
A 40 -
20 =
0 | | | | | | |
0 6 12 18 24 30 36 42
No. of patients at risk Time (months)
Pola-R-CHP 440 404 353 327 246 78 NE NE
R-CHOP 439 389 330 296 220 78 3 NE

HR 0.73 (P=0.02)

95% CI: 0.57, 0.95

* Pola-R-CHP demonstrated a 27%

reduction in the relative risk of
disease progression, relapse,
or death vs R-CHOP

e 24-month PFS:

76.7% with Pola-R-CHP vs 70.2%
with R-CHOP (A=6.5%)

Tilly et al. NEJM 2022



Safety summary
Safety profiles were similar with Pola-R-CHP and R-CHOP

Pola-R-CHP  R-CHOP Common adverse events
(N=435) (N=438)
Peripheral neuropathy* = | | Grade
Any-grade adverse events 426 (97.9) 431 (98.4) Nausea | | 1
Diarrhoea = | ] 2
Neutropaenia o 3E N
Grade 3-4 251 (57.7) 252 (57.5) o ———— i
Constipation = | |
Grade 5 13 (3.0) 10 (2.3) Fatigue = | ]
Alopecia = |
Serious adverse events 148 (34.0) 134 (30.6) Decreased appetite = | |
Pyrexia = |
Adverse events leading to: Vomiting = | |
Febrile neutropaenia = -.
Discontinuation of any Cough -+
e 27 (6.2) 29 (6.6) Headache | |
) Decreased weight = | |
Polatuzumab vedotin / 19 (4.4) 22 (5.0) Asthenia o
vincristine Dysgeusia. - [ |
Dose reduction of any r T ' ' v ' ' ' '
40 (9.2) o7 (13.0) -100 -75 -50 -25 0 25 50 75 100
study drug Frequency (%)

ITT population. Data cut-off: June 28, 2021; median 28.2 months’ follow-up. .
Cl, confidence interval; HR, hazard ratio; NE, not evaluable; PFS, progression-free survival. Tllly et al . NEJM 2022



Forest Plot by Subtypes
PFS: Pola-R-CHP vs R-CHOP

Pola-R-CHP R-CHOP

(N=440) (N=439)
Total 2-year 2-year Hazard 95% Wald Pola-R-CHP R-CHOP

Baseline Risk Factors N n Rate n Rate Ratio Cl Better Better
Age group )_l_‘

<60 271 140 741 131 719 09 (0-6 to 1-5)

>60 608 300 779 308 695 07 (05 to 0-9) ——
Sex

Male 473 239 759 234 659 07 (05 to 0-9) ——

Female 406 201 777 205 752 09 (06 to 1-4)
ECOG PS

0-1 737 374 784 363 712 08 (06 to 1-0) —il—

2 141 66 672 75 650 08 (0-5to 1-4) a1
IP| score

1Pl 2 334 167 793 167 785 1-0 (0-6 to 1-6) ——

IPI 3-5 5451 273 75:2 272 651 07 (0:5 to 0-9) ——
Bulky disease

Absent 494 247 827 247 707 06 (04 to 0-8) —a—

Present 385 193 690 192 697 1-0 (07 to 1-5) —a—
Geographic region

Western Europe, United States, 603 302 786 301 720 08 (06to11) —

Canada, and Australia

Asia 160 81 743 79 65.6 0.6 (04 to 1-5) —a—

Rest of world 116 57 708 59 673 09 (06to15) S
Ann Arbor stage

Sl 99 47 891 52 855 06 (0-2t0 1-8) - i

1 232 124 807 108 736 08 (05t0 13 —a——

v 548 269 726 279 661 08 (06 to 1~1; ——{
Baseline LDH

<ULN 300 146 789 154 756 0:8 (0-5to 1-3) a1

>ULN 575 291 754 284 672 07 (0-5 to 1-0) —E—
No. of extranodal sites

0-1 453 227 802 226 745 08  (05to11) ——

22 426 213 730 213 658 07 (0-5t0 1-0) ——f
Cell-of-origin

GCB 352 184 751 168 769 1:0 (07 to 1-5) —a—

ABC 221 102 839 119 588 04 (0-2t0 0-6) <« ®#—

Unclassified 95 44 730 51 862 1-9 0-8 to 4-5) I

Unknown 211 110 738 101 643 07 20~4 to 1:2) —a—
Double expressor by IHC

DEL 290 139 755 151 631 06 (04 to 1-0) ]

Non DEL 438 223 777 215 757 09 (0-6 to 1-3) —a—

Unknown 151 78 760 73 698 08 (0+4 to 1-5) i
Double- or triple-hit lymphoma

Yes 45 26 690 19 889 38 (0:8to17:6) I

No 620 305 768 315 703 07 50-5 to 1-0 —l—

Unknown 214 109 785 105 664 06 04 to 11 —a—

I

Tilly et al. NEJM 2022



POLAR BEAR Study Design: Adding Polatuzumab Vedotin to
R-Mini-CHOP as Initial Therapy for Older Patients with DLBCL

* Previously untreated DLBCL
» 280 years, or frail 275 years

« ECOG PS 0-3 Primary endpoint: PFS

ArmB
R-mini-CHOP + pola placebo
Q21D x 6 cycles

N =200

RESEARCH

www.clinicaltrials.gov. NCT04332822. Accessed August 2022.



POLAR BEAR: Phase Ill Trial in Older or Frail Patients with DLBCL
Comparing R-POLA-MINI-CHP to R-MINI-CHOP

B Grade 1

Anemia B Grade2

Neutropenia Grade 3
Thrombocytopenia Il Grade4

Other hematological toxicity B Grade 5

Infection
Gastrointestinal tract
Cardiovascular

1 | Unknown grade

) Respiratory

4]

= Renal

2 Liver/Hepatic

l&':J Rash
Other skin

Osteoarticular/Muscular
Central nervous system
Peripheral nervous system
Behavioral

Other | [
Unknown organ

80 60 40 20 0 20 40 60 80

R-mini-CHOP Pola-R-mini-CHP
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Polatuzumab Vedotin Efficacy in DLBCL Subtypes

Cell of Origin and Response to Polatuzumab Vedotin in DLBCL

Type Sites
Pfelfe(rzeotlzl)- Phase 1  US/CA/EU
Segman et al.
(2019) 1 —————— PostMktg Israel
Morschhauser Phase2  US/CA/EU

et al. (2019) {H_=-E— I

Tsai et al.

(2020 B PostMktg  Taiwan

Terui et al. e s
(2021) I | ase Japan
Combined
Trials ARNARNAERREONRRARRRARRRRARRARERAN) 1P<0.001
Probability
Density | |

0 29 50 75 100

Percentage of Patients with a Response

Cell of Origin and Benefit of Polatuzumab Vedotin in DLBCL

HR for Disease Progression, HR for Death
Relapse, or Death (95% ClI) (95% Cl)
G0O29365 trial
Overall ——i —o—
GCB
ABC —— ——
POLARIX trial
Overall o~
GCB T
ABC —— : @
Combined trials _
ol Do | e
GCB  3.8inHR; 5.0 in HR;—————_,
ABC P<0.001 —— P<0.001 ——
701 03 10 3.0 701 03 10 30

Palmer et al. NEJM 2023



Evolving Molecular Classification with Technology

A
)
>
© HGBL
; Targeted Studies,
> PMBCL i.e. FISH
Q) GEP Subtypes,
@) i.e.ABC/GCB mBL
o
-
i e T- vs B-NHL
(& Mophologic Subtypes,
() i.e. TCHRBCL, PCNSL
- Hodgkin vs
Non-Hodgkin I

Genetic Subtypes

NGS, Liquid biopsies
Data integration

Upcoming

Multi-Omics Integration
(Genes, Transcripts, Proteins,
LME, Function)

Genetic Evolution Studies

(bulk and single cell)

Al

Past Present

- MD Anderson | Department of Lymphoma/Myeloma

Future



DLBCL
Genomic Subtype
DLBCL
Gene
Expression
Subgroup

MCD

£ -

Unclassified

S—

‘vv
,a‘f:!:“lllii:::::::: ST2

‘\

Myc*

MYC™
Wright Cancer Cell 2020

=MD Anderson | Department of Lymphoma/Myeloma

Prevalence

8.7%

1.7%

5.8%

13.3%

6.4%

5.9% (MYC")

5-yr
overall
survival

40% (All)
37% (ABC)

27% (All)
22% (ABC)

63% (All)
33% (ABC)
100% (GCB)

67% (All)

76% (ABC)
100% (GCB)
38% (UC)

84% (All)
81% (GCB)

48% (MYC*)

176% (MYC) 82% (MYC))

40.6%

Unclassified

MCD (N=71)
1% 3%

BN2 (N=98)

96%

ABC
B GCB
B Unclassified

N1 (N=19) EZB (N=69)
5% 3%
95%
Schmitz NEJM 2018



Heat map of the activity scores of 25 FGES (x-axis) denoting four major LME
clusters termed as GC-like, mesenchymal, inflammatory and depleted

Tl GC-like inflammatory Depleted
dataset _—__
|

LEL |H\|I||H7|||l|| Il U

one 18 qmlw L AT mm IHHM I ] | ||” u I ‘| ‘[‘ll Wi}ﬂ!ll || llnllll(hllllllilll
WMMMMillmﬂi*{m“ m ‘L M]I l" «‘# H" d h ]ul:hl:lﬂ;l:l ,i“lan [ |‘th" lJ i ” Iml ﬂl{ll y
| HIM M MW' Mml R A LA I’ iy

’li I I’ ll W l\i l‘ ul M
FDC lIHIlIIIllllHIl!IH\ U N \ k M [T INIIII'H Il Iillll\lllll ll|||I||H !Illllllllllllll il ’ '
(T HHI]H \I IIIII

T vl Nl"
A v mn!r m [l W I Ml )“

e B "H'M | ]|||n il M |
Tce"n:nlt-r:_?:jl_ M’:} jv l_“ H [ AHIII Lji]ﬁlllf H l “ l ’ll}lllllylllﬂllillll ]W"' |||1 llll:llllhlulllllllll: !:“ I” | llll II*
TFH l||| l||||"|.! H‘ ‘ HI" |||l Ill | 'I’H \ I| HI [1f |‘ I H’ Ib ||l| {lll
u .m“* R
H" ‘ " in ||(|

TlL Il”ll l,uillllllml i H‘I\ I ”W II
g i H i ['l
ll j k I “ ‘ll |||| ll\HIlll ill\]l ||HH|\ lll H‘lll lHI‘lH
- ot g o R T ‘Hh

ll
Boell li ||\|l]ll| Iﬂ }ﬂl || ,Illnlllllwl E ||
NF-kB 1A N { IIHIHI IHI HIHHIHHIIN A8 A IR TR NIRRT W VN TR
PI3K - L |y.,l Il \ Il IIHIIH fl | IIII IHI A0 T i
p53 IR :r I 1L l AN AT T
4655 DLBCLs >
MD Anderson | Department of Lymphoma/Myeloma Kotlov N e al. Cancer Discov. 2021

FRC |

ECM remod I g
gran Iocyt trafﬁ

#




PFS at 24 months (PFS24) in DLBCL patients according to the LME category
Kaplan-Meier models of PFS according to LME category in ABC- and GCB DLBCL

ABC-DLBCL

P value = 6x10"° 10

100 7
event B 2 0l s GC-like
50 no event M [ Wegh T K MS
206 % .
> g, TERER IN
60 - 2 Comparison  Pvalue =+ DP
047 4-way 6x10°
40 GC-like vs. P 0.02
1 2 {MSvs.IN 0.004
MS vs. DP 3x10°¢
20 . 0olMNwsDP o004
0 10 20 30 40 50 6
0L : — No. at risk Months

o
N

PFS 24 (%)
Probability of progression-free

GC MS IN DP GC-like 105 88 66 51 35 26 21
MS 224 178 148 108 87 69 50
LME IN 326 234 186 142 98 71 57

DP 258 176 126 93 69 50 31

- MD Anderson | Department of Lymphoma/Myeloma

o GCB-DLBCL

& 1.0

c e

3 08" e GC-like

i MS

5 O iIN

D S 06

g 12 DP

e a Comparison P value

2 0.4 | g-way 2109

;E' GC-likevs.MS  0.05

o 0.2 | GC-like vs. IN 0.01

.g GC-like vs. DP 8x10%

& 0o MSvsDP 00008

0 10 20 30 40 50 60

No. at risk Months

GC-like 224 218 214 207 203 203 200
MS 558 525 489 473 464 457 451

IN
DP

206 193 176 172 165 154 146
300 259 227 214 211 205 199

Kotlov N e al. Cancer Discov. 2021



Feasibility of Genomics/Transcriptomics for Patients With Lymphoma

Protocol: 2022-0396; ClinicalTrials.gov Identifier: NCT05464823

Study Design:

DLBCL
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Target:
>65% results

Yes

Results
available

(<7 days) from

submission?
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Smart Start: Results

[INE

60 n = 58
21 (36%)
40 -
%) 42 (75%)
—
=
qJ 0,
g 52 (94.5%)
(a8
“—
[S)
=)
<= 29 (50%)
20 -
12 (25%)
3 (5%) -
4 (7%)
O 4
|l I l
RLI 2 RLI 2 + RLI-Chemotherapy 2 End of Therapy
Response Response Response

- MD Anderson | Department of Lymphoma/Myeloma

0.6 -

PFS

2-year PFS: 91.3% (95% Cl, 84.3 to 98.9)
0.4

0.2

1 Ll T I 1 1 I 1

0 6 12 18 24 30 36 42 48 54 60

Time (months)
No. at risk: 58 56 54 51 46 31 19 16 12 4

1.0 |

0.8 - D N B

0.6 -
2-year OS: 96.6% (95% Cl, 92 to 100)

0S

0.4 -

0.2

T 1 T |l 1 T |l 1 T T

0 6 12 18 24 30 36 42 48 54 60

Time (months)
No. at risk: 58 56 56 55 49 33 21 17 13 5 1

Westin et al. J Clin Oncol. 2022



A Phase Il trial of Rituximab, Lenalidomide, Acalabrutinib, Tafasitamab prior to
and with standard chemotherapy for patients with newly diagnosed DLBCL

ISmart Stop I Cohor 1
Projected CRR p uLTRA4: 75% m .

m CHOP!CHOP T T

TTLDNLLO,,.LWT QR s e |

T Tafasitamab
R = Rituximab
A = Acalabrutinib

ctDNA monitgring

Cohort 2
Projected CRR p uLTRA4: 75% m .

TT[tDNT‘kInomtcT)rmg T T PD -

Jason Westin, MD MS FACP




POLARIX: A randomized
double-blind study

Pola-R-CHP

" Polatuzumab vedotin (1.8mg/kg)*
R-CHP + vincristine placebo
Patients
* Previously
untreated DLBCL Cycles 1-6 Rituximab Regular follow-up until
> 5 ; .
. Aged 18-80 years (1 cycle days) 375mg/m disease progression
 IPI2-5 Cycles 7 & 8
R-CHOP? +
polatuzumab vedotin placebo
ctDNA collection Baseline C2D1 C5D1 EOT Follow-up: Months 6, 12, 18, 24
schedule ﬁ ﬁ

- MD Anderson | Department of Lymphoma/Myeloma

Tilly H, et al. N Engl J Med 2022;386:351-63



EOT ctDNA prognostic for R-CHOP & Pola-R-CHP

PFS oS
1.00 o 1.00 T
- = r——
) = -
0.75 - L
5 s 0759 R | S
[ o
é """ e e = = - g-
lc_) 0.50 1 g 0.50 -
1] o .
£ == Pola-R-CHP: ctDNA- w == Pola-R-CHP: ctDNA-
o Pola-R-CHP: ctDNA+ g Pola-R-CHP: ctDNA+
:’; 0.25 - = R-CHOP: ctDNA- = 0.25 4 = R-CHOP: ctDNA-
w o e R-CHOP: ctDNA+ [72] o R-CHOP: ctDNA+
o Pola-R-CHP: HR 0.25 (95% CI: 0.14-0.46) 4 Censored o Pola-R-CHP: HR 0.12 (95% CI: 0.05-0.28) 4 Censored
R-CHOP: HR 0.43 (95% CI: 0.25-0.74) R-CHOP: HR 0.21 (95% CI: 0.10-0.45)
0.00 = r r r r r r 0.00 T T T r r r r r
0 6 12 18 24 30 36 0 6 12 18 24 30 36 42 48
Time (months) Time (months)
Number at risk Number at risk
Pola-R-CHP: ctDNA- 169 156 152 147 94 48 18 Pola-R-CHP: ctDNA- 172 172 168 167 167 167 150 54 3
75 55 55 40 30 19 8 88 86 75 69 67 62 58 25 4
R-CHOP: ctDNA- 169 155 148 144 90 41 16 R-CHOP: ctDNA- 171 171 170 166 165 163 146 55 8
R-CHOP: ctDNA+ 62 46 37 37 27 15 6 R-CHOP: ctDNA+ 80 77 73 68 63 60 56 25 3

Longer PFS was observed in patients with ctDNA- treated with Pola-R-CHP versus R-CHOP;
HR 0.56 (95% CI: 0.32—-0.98)

=== MD Anderson | Department of Lymphoma/Myeloma



Combined use of ctDNA levels and PET CR may improve
risk stratification with Pola-R-CHP

PFS in patients with PET CR (Pola-R-CHP)

1.00-
_ R e NN o ~ Pola-R-CHP OS HR: 0.20 (95% Cl: 0.07—-
= N X 0)!
% 0.75- — not observed with R-CHOP:
'§ + PFS HR 0.74 (95% ClI: 0.34-1.63)
2 + OS HR 1.11 (95% Cl: 0.30—4.16).
5  0.50-
o = —Pola-R-CHP: ctDNA-
= Pola-R-CHP: ctDNA+
) + Censored
"u') 0.25+
o
HR 0.30 (95% CI: 0.14—-0.66)
OOO 1 1 1 1 1 1
0 6 12 18 24 30 36
Number at risk Time (months)
Pola-R-CHP: ctDNA- 147 140 137 133 86 46 16
61 53 53 48 29 18 8

- MD Anderson | Department of Lymphoma/Myeloma



* Pola-R-CHP provides a novel 1L therapy with 1 PFS

- Testable hypothesis on ABC specificity
- Additional subtype data (e.g. LymphGen/LME) needed and coming

* Molecularly targeted therapy for DLBCL?

- Novel testing approaches
- Novel trial designs

« CtDNA predicts outcomes

« Strategies to tailor therapy?

=== MD Anderson | Department of Lymphoma/Myeloma



Agenda

Module 1 — Up-Front Management of Diffuse Large B-Cell
Lymphoma (DLBCL) — Dr Flowers

Module 2 — Selection and Sequencing of Therapy for

Relapsed/Refractory (R/R) DLBCL — Dr Lunning

Module 3 — Role of CD20 x CD3 Bispecific Antibodies in
the Management of DLBCL — Dr Sehn




Shaachi Gupta, MD, MPH Neil Morganstein, MD
Lake Worth, Florida Summit, New Jersey

RTP

RESEARCH
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68-year-old man: 70-year-old man:

s/p R-CHOP, now with [l (CIERSNE S (BRRE A7) CHF, renal

recurrent DLBCL, = - 4§ dysfunction;
ischemic heart disease 1 s’ e s/p R-GCVP

Shaachi Gupta, MD, MPH Neil Morganstein, MD

Questions for the Faculty

Use of CAR T-cell therapy and/or bispecific antibodies in patients with cardiovascular disease?

Sequence of therapies in patients who are and are not candidates for CAR T-cell therapy or
bispecific antibodies?

How do you approach the sequencing of loncastuximab tesirine, tafasitamab/lenalidomide,
polatuzumab vedotin/BR?

Bispecifics in the community setting?

RESEARCH
TO PRACTICE




How Do We Trap Deep Blue:
Shifting Strategies in Relapsed/Refractory DLBCL

Matthew Lunning, DO, FACP
Associate Professor

University of Nebraska Medicine
WY uNmC



SCHOLAR-1: Needing A New Strategy

SCHOLAR-1: Retrospective analysis of outcomes in patients with R/R DLBCL (N = 636)

Median overall survival , Median overall survival by subgroup

100 =
80 = — Primary refractory
Relapse €12 months post-ASCT
s 60 =
3
O 404 §
X
20— w Ll TN |
O —
I I I I I I I

0

12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 0 20 40 60 80 100 120 140

Time from start of salvage therapy (months)

Time from start of salvage therapy (months)

Median OS 2-yr
Median OS  2-yr (months) | survival
(months) survival Primary refractory 71 24%
All 6.3 20%
Relapse €12 months post-ASCT 6.2 19%

Crump et al. Blood 2017.

T T
160 180

WY uNmC



R/R DLBCL: 2010 Traps

s R-DHAP
O-DHAP

HR, 0-90
95% Cl, 0-70 to 1-15
P=-38

T T 1 1 I T

6 12 18 24 30 36

Time Since Random Assignment (months)

155 103 62 41 28 21

Q o o o o —
= B = il s © 1-0 1-0 A
= - | s g = R-DHAP
) & A > | O-DHAP
Cycle 1 Cycle 2 Cycle 3 =" 081 © 0-8
R R P R 0 = 2=
n a & ', c =
. | £5 g ™
DLBCL g RDHAP [l R-DHAP | | R-DHAP | & o = =
R-anthracyline/ ¥ E O 0 fo) A o -l = i 22 04 2 o 044
anthracenedione 8 & 8 & HDT ol IS w o T B
refractory g = § S AsCT § E it 0-2 HR, 1-12 o 0-2
@ 2 4 ’ oD ]
rela(:)rsed e ‘S M o DHAP [ o = =2 95% Cl, 0-89 to 1-42
= ok P=.33
A Q- 1 1 I I 1 1
: 0 6 12 18 24 30 36 0
(U] : L2 A Time Since Random Assignment (months)
+ *Response to first-line therapy ! . .
+sAAIPI 3 ' ! No. at risk No. at risk
o \d ¥ - 223 54 40 29 18 13 12 — 223
R = rituximab x 4 No further protocol treatment 222 50 24 25 19 14 1 222

O = ofatumumab x 4
Cycle = 21 days

van Imhoff et al. JCO 2017

155 106 75 54 40 27

WY uNmC



R/R DLBCL: 2017 The Danish Gambit

Are they CAR-T eligible for third line and beyond?

7 LA

Yes Maybe

WY uNmC



R/R DLBCL: 2017 The Danish Gambit

ZUMA-1: 5-year Outcomes with Axi-Cel

100 +
80 4
ERCE
= 40
4
o
20 -
Median OS (95% CI), months
0 - 25.8 (12.8-NE)
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
Months
No. atrisk 101 93 74 &1 54 53 51 50 50 47 47 44 44 42 41 41 14 1
{censored) @ @ @ © @ © (© O © @ © (@ @ ) @ (2 (28 (41

WY uNmC

Neelapu et al. Blood 2023



R/R DLBCL: The Queens Gambit

Are they CAR-T eligible for second line?

7 LA

Yes Maybe

WY uNmC



ZUMA-7 (Axi-cel)

Event-Free Survival (%)
S
o
|

N
o
]

HR 0.398 (95% CI: 0.308-0.514); P <.0001

Median EFS 24-mo EFS rate
(95°/o Cl), mo (95°/o Cl), %
Axi-cel 0
(N = 180) 8.3 (4.5-15.8) 40.5% (33.2-47.7)
SOC (N =179) 2.0 (1.6-2.8) 16.3% (11.1-22.2)

e

—s em0-5%

4

+—t H_"_‘-’«/I6:.3OA) =i+

|
Median follow-up: 24.9 mo :
|
1

No. at Risk
Axi-cel 180
SOC 179

Locke et al. NEJM 2022

163
86

106
54

92
45

91
38

10

87
32

1 1 1 1 I 1 1 1 1 1

12 14 16 18 20 22 24 26 28 30 32
Months

85 82 74 67 52 40 26 12 12 6
29 27 25 24 20 12 9 7 6 3 1



ZUMA-7 (Axi-cel)

Median Overall  Stratified Hazard Stratified
Survival (95% ClI)  Ratio (95%Cl) P Value Overall Survival Estimate

1-Yr 2-Yr 3.Yr 4-Yr

100+ months percent
90+ Axicel NR (28.6-NE) 76 60 56 55
20- Standard Care 31.1 (17.1-NE) i v noneees) s 63 51 48 46
= 704
&
-§ 60" __-‘ﬁ———‘\-\ LA 2 2 A!i.cel
§ % ' LW
wv
T 40-
§ Standard care
O 304
20
10~
0 1 ] | 1 ] 1 1 ] | 1 ] | 1 ] 1 1 ] I 1 ] | 1 | | 1 ] | 1 ] ] 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 S0 52 54 56 58 60 62
Months
No. at Risk
Axi-cel 180 177 170 161 157 147 136 125 117 116 114 111 108 105 105 100 100 100 100 100 96 80 67 54 41 29 20 14 4 2 0

1
Standard care 179 176 163 149 134 121 111 106 101 98 91 89 88 87 87 85 83 81 79 78 73 63 51 41 31 19 14 7 4 1 O

Westin et al. NEJM 2023.



TRANSFORM (Liso-cel)

100 7 Median follow-up in both arms: 6.2 months
90
80 T + Censored
2 4
© i
% 60 - (n=92)
= Patients with events, n 35 63
D B AT
S L Stratified HR (95% Cl) 0:349 (0.225-0.530)
< 407 s e :
S 6-month EFS rate, % (SE) 63.3 (5.77) 33.4 (5.30)
o 307 2-sided 95% Cl 52.0-74.7 23.0-43.8
20 A T | 12-month EFS rate, % (SE) 44.5(7.72) 23.7 (5.28)
SOC median EFS: Liso-cel median EFS: 2-sided 95% Cl 29.4-59.6 13.4-34.1
10 7 2.3 months 10.1 months
0 95% CI: 2.24.3 95% CI: 6.1-NR
01 2 3 45 6 7 8 9 10 1 12 13 14 15 16 17 18 19
No. atrisk Time from randomization, months
Liso-celarm 92 89 86 66 62 43 36 27 26 21 19 17 9 9 7 6 6 4 0
SOCarm 92 83 66 35 32 23 21 16 16 12 11 10 6 4 4 4 4 2 2 0
WY uNmC
Kamdar et al. ASH 2021 Abs 91; Kamdar et al. Lancet 2022.



TRANSFORM (Liso-cel)

1.0 - + Censored
0.9 - Stratified HR, 0.724; 95% Cl, 0.443-1.183;
: P=.0987
0.8 Liso-cel: median (95% CI), NR (29.5-NR)
=07 =
=
0.6 -
= ey
= 0.5 4
k=] Pials:
‘é 0.4 - SOC: median (95% Cl), 29.9 mo (17.9-NR)
o
5 0.3 -
0.2 4
0.1 «
0.0 4
1 1 1 1 1 | 1 1 | 1 1 L} 1 | | | | | |
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36
Time from randomization, months
No. at risk

SOC 92 88 8179 74 66 62 60 58 413021151210 5 3 1 1
Liso-cel 92 92 88 84 81 78 74 68 63 433430161310 7 5 1 0

Abramson et al. Blood 2023.



Rel/Ref DLBCL 2022: Resetting the Board

Algorithm for Second-line Therapy of LBCL

Time from 1L therapy

<1 year: ~75% >1 year: ~25%
v v
Eligible for CAR T-cell? Eligible for ASCT?
Yes No No Yes
~70% ~30% ~50% ~50%
v v
2L CAR T-cell (axi-cel or liso-cel) 2 or 3L+ therapy options 2L Salvage +/- ASCT
' e Investigational agent/regimen
T ¢ Immunochemotherapy -

e CAR T-cell (if not given in 2L)
e Polatuzumab vedotin + BR
~30-40% e Selinexor ~40-50%
e Tafasitamab + lenalidomide
e Loncastuximab tesirine
o Best supportive care or XRT

v v
Projected Cure Cure
(~20% of all 2L LBCL) (~5% of all 2L LBCL)

WY uNmC

Westin et al. Blood 2022.



2022: Resetting the Board

Westin et al. Blood 2022.

Algorithm for Second-line Therapy of LBCL

Time from 1L therapy

<1 year: ~75% >1 year: ~25% )
v v
Eligible for CAR T-cell? Eligible for ASCT?
Yes No No Yes
~70% ~30% ~50% ~50%
v v
2L CAR T-cell (axi-cel or liso-cel) 2 or 3L+ therapy options 2L Salvage +/- ASCT

¢ Investigational agent/regimen
e Immunochemotherapy

e Tafasitamab + lenalidomide
¢ Loncastuximab tesirine
o Best supportive care or XRT

e CAR T-cell (if not given in 2L T
. | e Polatuzumab vedotin + BR .

v v
Projected Cure Cure
(~20% of all 2L LBCL) (~5% of all 2L LBCL)

WY uNmC



Knights: Polatuzumab +/- B +/-R

Patients (%)

Seven patients have ongoing response durations of 220 months at data cut-off

100
90
80
70
60
50
40
30
20
10

Sehn et al. JCO 2020.

Response at EOT (IRC)"

m BR
| Pola + BR

HR, 0.36; 95% CI, 0.21 to 0.63
P (log-rank) < .001

Pola-BR (n =~ 40)
w= BR (n = 40)
<4 Censored

= 1.00
=

r=

=

o 0.80 -
i

£

. E 0.60 -
—

w

D

D 0.40 -
t

=

—

2

A 0.20 -
D

et

fe=p)

o

e

D

No. at risk:

I 1 L I I ] 1 I 1 L 1 1 J

2 4 6 8 10 12 14 16 18 20 22 24 26

Time (months)

Pola-BR(Phll) 4038332929252321212119181614121111 8 7 7 7 6 5 1 1
BR(Phil) 40302418129 7 6 6 5 4 4 4 4 4 2 3 3 3 3 2111 11

Toxicities: hematologic, infectious, neurologic

WY uNmC



Knights: Polatuzumab +/- B +/-R

Pola + BR vs BR:

median OS 12.4 vs 4.7 months — Pola + BR (n = 40)
HR 0.42, 95% Cl: 0.27-0.75; P = .0023 — BR (n =40)
(/)]
o
(T
o
>
E
S 04+
o
o
0.2 T + —+
0.0 | | | | | | | | | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26
No. at risk Time (months)
BR 40 3327 251715111010 7 7 7 7 7 7 6 6 6 6 5 5 4 4 3 3 1 1
9 9 5 3 2 1

Pola+BR 40 38 36 34 33 30 30 27 25 24 22 21 19 17 16 16 16 15 15 13 12

Sehn et al. JCO 2020.

Median follow-up: 22.3 months

WY uNmC



Knights: Polatuzumab +/- B +/-R

PFS rate (%)

N
o

Randomized

Median PFS (95% CI)

— Pola + BR (N = 40): 9.2 months (6.0-13.9)
— BR (N = 40): 3.7 months (2.1-4.5)

—_

1
0 2 4

No. of patients at risk

Pola + BR 40 32 28 25 20 18 16 13 12 10
BR 402413 6 6 6 5 5 4 4

OS rate (%)

1
6 8

rrrrirrrrrrJrrrrrrrrrrnriril
10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54

Time (months)

9 999966544 443311
4 2 2 1

Median OS (95% CI)

—— Pola + BR (N = 40): 12.4 months (9.0-32.0)
— BR (N =40): 4.7 months (3.7-8.3)

1
0 2 4

No. of patients at risk

Pola + BR 40 36 33 30 25 22 1916 16 15 12 11 11 11 11 10 10
BR 40 27171110 7 7 7 6 6 5 5 5 4 3 3 3

« The significant survival benefit with Pola + BR persists with longer follow-up

1
6 8

rrrrirrrrrrJrrrrrrrrrrnriril
10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54

Time (months)
9 999988752
2 2 222 2 2 21

Extension cohort

PFS rate (%)

N
o

No. of patients at risk
Pola + BR 106

OS rate (%)

No. of patients at risk
Pola + BR 106

- Median PFS (95% CI)
- — Pola + BR (N = 106): 6.6 months (5.1-9.2)

| | | | | | | | | | | | | 1

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Time (months)
82 69 49 37 271 17 12 9 4 3 2

Median OS (95% CI)
— Pola + BR (N = 106): 12.5 months (8.3-23.1)

0

I I I I I I I I I I |
2 4 6 8 10 12 14 16 18 20 22 24 26 28

Time (months)
93 83 68 58 51 45 39 20 10 10 9 7 4

« 11 patients (28%) from the randomized Pola + BR cohort are long-term survivors with OS >24 months (range: 28.0-52.5 months)

Sehn et al. ASH 2020. Abs 3020. Sehn et al. Blood Adv 2022.
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2022: Resetting the Board

Westin et al. Blood 2022.

Algorithm for Second-line Therapy of LBCL

Time from 1L therapy

<1 year: ~75% >1 year: ~25% )
v v
Eligible for CAR T-cell? Eligible for ASCT?
Yes No No Yes
~70% ~30% ~50% ~50%
v v
2L CAR T-cell (axi-cel or liso-cel) 2 or 3L+ therapy options 2L Salvage +/- ASCT

¢ Investigational agent/regimen
e Immunochemotherapy
e CAR T-cell (if not given in 2L)

. e Polatuzumab vedotin + BR o
~30-40% o Selinexor =050

l e Tafasitamab + lenalidomide I
L]

o Best supportive care or XRT

v v
Projected Cure Cure
(~20% of all 2L LBCL) (~5% of all 2L LBCL)

WY uNmC



Rooks: Tafasitamab + Lenalidomide

Tafasitamab (Fc-enhanced, anti-CD19 mAb)

Affinity-matured
CD19 binding site |

Enhanced Fc
® ADCP 1 S ———
® Direct cell death

Direct cytotoxicity
A (CD19 binding site)

*  Malignant
w A—
&) Enhanced ADCC CD19
(Fc portion) Enhanced ADCP (Fc portion)

WY uNmC
Duell et al. Haematologica 2021.



Rooks: Tafasitamab + Lenalidomide

ORR
100% o
NE: 10% (N=8) b
T 08
T o6
& os
SD:13,75% (N=11) =
2 04
§ 0.3
~% \ o
S0%  PR:A7,5% (N=14) £ or mamos e
i - ' " 0.1 4 CR: NR (95% CI; 45.7-NR)
‘ SD/PD/NE: 10.1 (95% CI: 3.6-14.9) W ® A Cernored
0.0 - ‘ - ,
0 4 ] 12 ® 20 24 28 2 % 40 “ 48 2 56
Time (months)
Number of patients still at risk
PR 14 1% " o . A 1 ° 4 A )
R 2 5 i i it 29 29 28 27 22 18 14 9 4 0
SD/PD/NE 34 0 1% 14 7 7 7 5 5 2 1 0 0 0 0

0%
Y unmc

Salles et al. Lancet 2020; Duell et al. Haematologica 2021



Rooks: Tafasitamab + Lenalidomide

N =157

L-MIND Eligible: 11%

Reasons for L-MIND ineligibility:

* EGFR < 60 ml/min 33%
* Prior anti-CD19 therapy 28%
= >3 prior lincs of therapy 23%
* ECOGPS 3-4 18%
* High-grade B cell lymphoma 15%
Best Response
TLOC L-MIND2
~100% —
NE: 8% (N =13) NE: 10% (N=8)

Qualls D ASH 2022. Abs # 323

SD:13,75% (N=11)

PR:17,5% (N=14

Median PFS was 2.1 mo

1.0

04 0.6 08
1

Proportion progression-free

0.2

0.0

Months from start of Tala

Median OS was 7.3 mo

1.0

08

06
1

Proportion alive
0.4
1

0.2

0.0

Months from start of Tafa

Y unmc



Rel/Ref DLBCL 2022: Resetting the Board

Algorithm for Second-line Therapy of LBCL

Time from 1L therapy

<1 year: ~75% >1 year: ~25%
v v
Eligible for CAR T-cell? Eligible for ASCT?
Yes No No Yes
~70% ~30% ~50% ~50%
v v
2L CAR T-cell (axi-cel or liso-cel) 2 or 3L+ therapy options 2L Salvage +/- ASCT

e Investigational agent/regimen
¢ Immunochemotherapy
e CAR T-cell (if not given in 2L)

. e Polatuzumab vedotin + BR o
~30-40% o Selinexor =050

I . I_.oncastuximab tesirine I

* Best supportive care or XRT

v v
Projected Cure Cure
(~20% of all 2L LBCL) (~5% of all 2L LBCL)

WY uNmC

Westin et al. Blood 2022.



Bishops: Loncastuximab Tesirine (Lonca-T) + Dex

ADCT-402 binds to

the CD19 antigen on
the tumor cell surface

Following internalization of the ADC,
the protease-sensitive linker is
cleaved and the cytotoxic PBD
dimer is released inside the cell

G A T C

The free PBD dimers bind ,,‘N,.H D D D

in the minor groove of the H A °-o,’ . 2 z

cell DNA and form potent LWW -0’.% 3
° CAiy®

cytotoxic DNA cross-linksin 2

a sequence-selective fashion. G G E] .
"" C T A G

The cross-links result in a Cytotoxic cross-links

stalled DNA replication fork,
blocking cell division and
causing cancer cell death

Stalled DNA replication fork

1. Hartley JA. The development of pyrrolobenzodiazepines as antitumour agents. Expert Opin Investig Drugs 2011;20(6):733-744. 7 w UNMC



Response (%)

Bishops: Lonca-T + Dex

IV loncastivamab tesinne + Dex g3w for <1 year
150 pg/kg 75 pg/kg

100

90
80
70
60
50
40
30
20
10

T
2 cycles

48.3
(70/145)

All patients (N =
145)

50.4
(64/127)

DLBCL-NOS (n =
127)

= Complete response
m Partial response

45.5
(5/11)

HGBCL (n = 11)

PMBCL (n =7)

Median DOR: 10.25 months (95% CI: 5.98-NR)

Caimi et al. Lancet Oncol 2021; Caimi et al. EHA 2023 Abs #P1132.

Probability

At risk

1.0
0.9
0.8
0.7
0.6
085
0.4+
035
025
0.14
0.0

Median PFS:4.93 months (95% CI: 2.89, 8.31)

+ Censored

Number
of events

Median
(95% Cl) months

73

4.93 (2.89, 8.31)

145124 85 S6 46 37 34 29 27 24 21 20 18 18 17 15 14 13 11 10 6 4

3

3 2 2 1 1 0

T T T T
01 2 3 45

T T T T T T T T T T T T T T T T T T T T T°1
6 7 8 9 1011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28

Time (months)

Probability

Al Pex

Duration of response

Response of events (95% ClI) months

- R

not reached

|

1 18 7 17 %% % 4 13 11 W B 5 4 d

Rl

M ' N

I8 1 5 14 12 1 )-8 : i 3
] L] L] I I T L) ] BPR ! 5 7 I I T | TR S [

é ll 1011 12 13
Time (months)

14 15 16 17 18 19 20 21
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Bishops: Lonca-T + Dex

Lonca-T after CAR T-
cell therapy, n (%)

CAR T-cell after
Lonca-T, n (%)

Caimi et al. Clin Lymphoma Myeloma Leuk 2022; Thapa et al. Blood Adv 2020.

CR
PR
SD
PD

CR
PR
Refractory

WY uNmC



2023: The Next Piece and Play

Algorithm for Second-line Therapy of LBCL

Time from 1L therapy

<1 year: ~75% >1 year: ~25% )
v v
Eligible for CAR T-cell? Eligible for ASCT?
Yes No No Yes
~70% ~30% ~50% ~50%
v v
2L CAR T-cell (axi-cel or liso-cel) 2 or 3L+ therapy options 2L Salvage +/- ASCT
' e Investigational agent/regimen '
T e Immunochemotherapy -

e CAR T-cell (if not given in 2L)
e Polatuzumab vedotin + BR
~30-40% e Selinexor ~40-50%
e Tafasitamab + lenalidomide
e Loncastuximab tesirine
o Best supportive care or XRT

v v
Projected Cure . L Cure
(~20% of all 2L LBCL) BISpeCIfI cs? (~5% of all 2L LBCL)

WY uNmC

Westin et al. Blood 2022.



Agenda

Module 1 — Up-Front Management of Diffuse Large B-Cell
Lymphoma (DLBCL) — Dr Flowers

Module 2 — Selection and Sequencing of Therapy for
Relapsed/Refractory (R/R) DLBCL — Dr Lunning

Module 3 — Role of CD20 x CD3 Bispecific Antibodies in

the Management of DLBCL — Dr Sehn




Priya Rudolph, MD Warren S Brenner, MD
Athens, Georgia Boca Raton, Florida

RESEARCH
TO PRACTICE



73-year-old woman:
Recurrent DLBCL, NASH,

81-year-old man:
Recurrent non-GCB

DLBCL with ECOG PS 2
primarily from tumor

portal hypertension,
thrombocytopenia

Priya Rudolph, MD Warren S Brenner, MD

Questions for the Faculty

Choice of systemic therapy for DLBCL in patients with liver disease, portal hypertension and
thrombocytopenia?

What is your approach for elderly, frail patients with recurrent DLBCL and poor PS (eg, ECOG 2)?

RESEARCH
TO PRACTICE




Role of CD20 x CD3 Bispecific Antibodies in
the Management of DLBCL

Laurie H. Sehn, MD, MPH
Chair, Lymphoma Tumour Group

BC Cancer Centre for Lymphoid Cancer
Vancouver, Canada




Bispecific Antibodies in B-NHL

=% ¥

Blinatumomab

CD3xCD19 Mosunetuzumab Glofitamab

HLE-BITE
é7 CD20

W e L
) @ Knob-into-hole
éﬂ f éﬂ Dipeptide substitution in FC portion
ab?at?ng Protein A affinity g
E =

B Single matched point mutations in
u] the CH3 domains

Odronextamab Epcoritamab Plamotamab

Lussana F, Gritti G; Rambaldi A. J Clin Oncol 2021



Mechanism of Action and Administration

B-Cell

Lymphoma Cytotoxic T-Cell - Redirect native T-cells to eliminate
Granules malignant B-cells

- Various delivery schedules under
evaluation
- Step-up dosing cycle 1
- Weekly to every 4 weeks
- IV or SC formulations
- Finite therapy (9 months) to
indefinite (to progression)

Bispecific
Antibody



Phase 1 Studies of CD3xCD20 Bispecific Antibodies in B-NHL

A ive B-NHL | | B-NHL
Bispecific

antibody

No ORR CRR

No ORR CRR

Mosunetuzumab 129 35% 19% 68 66% 49%
Glofitamab 69 61% 49% 29 69% 59%
Odronextamab 45 40% 36% 32 91% 72%
Epcoritamab 22 68% 45% 10 90% 50%

Budde E, et al. J Clin Oncol 2022;
Hutchings M, et al. J Clin Oncol. 2021
Bannerji R, et al. Lancet Haematol 2022
Hutchings M, et al. Lancet 2021



Glofitamab: Pivotal Phase Il Study in Aggressive B-Cell Lymphoma

Pivotal phase Il expansion in patients with R/R DLBCL and 22 prior

therapies (NP30179)

High avidity binding

to CD20 on B cells Key inclusion criteria Glofitamab IV administration
Fixed-duration treatment
++ transformed FL or ®* max. 12 cycles
PMBCL CRS mitigation
CD3 T-cell = ECOGPSO-1 = Obinutuzumab D8: 2.5 mg
U " =2 prior therapies, f{itrl%agg‘;”t) D1: Obinu
Silent Fc region including: & _ Pretx
extends half-life ~ ANti-CD20 Ab " Clstep-up dosing | || !
and reduces - Anthracycline " Monitoring after c1 c2 wesp C12

first dose (2.5 mg)

toxicity

21-day cycles

= Primary: CR (best response) rate by IRC

= Key secondary: ORR rate, DoR, DoCR, PFS, and OS
Dickinson M et al. NEJM 2022



http://www.clinicaloptions.com/

Characteristic

Median age, yr (range)
Male, n (%)

Ann Arbor stage, n (%)
u |

u I

u 1

= \Y)

NHL subtype

u DLBCL

»  Transformed from FL
. HGBCL

u PMBCL

Bulky disease, n (%)
= >6cm
= >10cm

Glofitamab

(N = 154)

66.0 (21-90)

100 (64.9)

10 (6.5)
25 (16.2)
31(20.1)
85 (55.2)

110 (71.4)
27 (17.5)
11 (7.1)

6(3.9)

64 (41.6)
18 (11.7)

Glofitamab Phase Il Study: Baseline Characteristics

Characteristic

Glofitamab

(N = 154)

Prior lines of therapy, median (range) 3(2-7)

= 2 priorlines, n (%) 62 (40.3)
= >3 prior lines, n (%) 92 (59.7)
Prior therapy received, n (%)

=  Anti-CD20 antibody 154 (100)
=  Anthracycline 149 (96.8)
=  CAR T-cell therapy 51 (33.1)
= ASCT 281(18.2)
Refractory disease, n (%)

=  To any prior therapy 139 (90.3)
=  To last prior therapy 132 (85.7)
=  Primary refractory 90 (58.4)
=  To prior CAR T-cell therapy 46 (29.9)
=  To any prior anti-CD20 antibody 128 (83.1)

Dickinson M et al. NEJM 2022



http://www.clinicaloptions.com/

Glofitamab Phase Il Study: Efficacy

Median follow-up:

Progression-free Survival Duration of Complete Response
12.6 mo
100- 100-
90 90
— v
Best response g 2] g 5 :g:
= ORR 51.6 - £
= CR 39.4 = S g
' 2 40 %=  40-
s 30 g E 30
Subgroup CR rate E 4 Y 20
= PostCART- 35 S oo 10-
ceIItherapy 0 T T T T T T T T L S S s S S N S S S R S S S S S S N
" Relapsed 20 0 3 6 9 12 15 18 21 24 012345678 9101112131415161718192021
= Refractory 34 Months Months
No.atRisk 155 92 47 35 29 18 13 1 0 No. at Risk 61 57 55 46 45 36 3433 2826 2523 21161413 121010 3 1 0
Median PFS 4.9 12-month PFS: 37% 12-month DOR: 78%
Median OS 11.5

Dickinson M et al. NEJM 2022



http://www.clinicaloptions.com/

Glofitamab Phase Il Study: Safety Profile

n (%)
Median no. of cycles received (range)

Median relative dose intensity, %
(range)

AE
Related AE
Grade 3—4 AE
Related AE
Serious AE
Related AE
Grade 5 (fatal AE)
Related AE
AE leading to treatment discontinuation
Related AE

N=154
5 (1-13)

100 (94-100)

152 (98.7)
140 (90.9)
87 (56.5)
64 (41.6)
73 (47.4)
46 (29.9)
8 (5.2)
0
14 (9.1)
5(3.2)

AEs (215%) by grade and relationship with glofitamab

CRS 63.0 . . 62.3

Neutropenia

Anemia

Thrombocytopenia

Pyrexia

Hypophosphatemia

Any AE Related AE

100 80

60 40 20 0 20 40 60 80 100

Rate (%)

Grade 23 CRS: 4%:; Grade =23 Neuro events: 3%

Dickinson M et al. NEJM 2022



Glofitamab Phase Il Study: CRS

Glofitamab

CRS Parameter (N = 154) CRS by Cycle and Grade

100 -
Any-grade CRS, n (%) 97 (63.0) O Grade 1
= Gradel 73 (47.4) B Grade 2
= Grade?2 18 (11.7) | W Grade 3
= Grade3 4 (2.6) < B Grade 4
= Grade4 2 (1.3) S 601 !sa.5% !

t |

Median time to CRS onset from cycle 13.6 g 40 -
1 Day 8 dose, hr (range) (6.2-51.8) O 30.4% 26.8%
Corticosteroids given, n/N (%) 27/97 (27.8) 20 -
Tocilizumab given, n/N (%) 31/97 (32.0) 0 0.9% 2.0%
Any ICANS 12 (7.8) C1D8-14 C1D15-21 C2 C3 Ca+
* Grade >3 4 (2.6) 25mg 10mg 30 mg 30 mg 30 mg

Dickinson M et al. NEJM 2022



http://www.clinicaloptions.com/

Pivotal Phase 2 Trial:
Subcutaneous Epcoritamab in R/R LBCL

Dose expansion data cutoff: January 31, 2022
Median follow-up: 10.7 mo

Dose escalation

B-NHL: Key inclusion criteria: o i .

v" NoDLTs « R/R CD20* mature S RP2D 48 mg PDb.< or N=157

v MTD not B-cell neoplasm Q QW C1-3 DLBCL, HGBCL

: unacceptable : ’
reached . ECOG PS 0-2 Y Q2W C4-9, toxigty PMBCL, and
Q

v RP2D « 2 prior lines of & Qw0 FLOGB
identified antineoplastic

v Manageable therapy, including
safety profile 21 anti-CD20 mAb « To ensure patient safety and better characterize CRS, inpatient

v Encouraging » FDG PET-avid monitoring was required at first full dose for 24 h in this part of the study
antitumor and measurable . . Lo - - -
actviy disease by CT/MRI Primary endpoint: ORR by independent review committee (IRC)

e Prior CAR T dllcwod « Key secondary endpoints: DOR, TTR, PFS, OS, CR rate, and
safety/tolerability

Thieblemont et al, EHA 2022; Thieblemont et al, J Clin Oncol 2022

Epcoritamab dose expansion | EHA 2022 | June 2022



Epcoritamab in R/R LBCL: Patients

Demographics LBCL, N=157 Prior Treatments LBCL, N=157

Median age (range), y 64 (20-83) Median time from initial diagnosis to first 16
<65y, n (%) 80 (51) dose, y '
65 to <75y, n (%) 48 (31) Median time from end of last therapy to first -
>75Y, n (%) 29 (18) dose, mo '
ECOG PS, n (%) ) .
5 74 (47) Median prior lines of therapy (range) 3 (2-11)
1 78 (50) >3 Lines of therapy, n (%) 1M1 (71)
2 9 (3)

Primary refractory® disease, n (%) 96 (61)

SR Sl Refractory® to last systemic therapy, n (%) 130 (83)

Disease type, n (%)

Refractory® to 22 consecutive lines of

DLBCL 139 (89) , 119 (76)
De novo 97/139 (70) therapy, n (%)
Transformed 40/139 (29) Prior ASCT, n (%) 31 (20)
Unknown 2/139 (1) Prior CAR T therapy, n (%) 61(39)
IRGEGL 9 (6) Progressed within 6 mo of CAR T therapy ~ 46/61 (75)
PMBCL 4(3)
FL Gr3B 5 (3)

Median follow-up: 10.7 m

Thieblemont et al, EHA 2022; Thieblemont et al, J Clin Oncol 2022
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Epcoritamab in R/R LBCL.: Efficacy

Best Response Rates
" ORR: 63.0%
= CR:39.0%

Subgroup CR rate

= Post CAR T-cell: 34%
= Refractory 30%
Survival

= PFS:4.4mo

= 0OS:57%at 12 mo

PFS by Best Response per IRC

R s .
< 1 l...
(%]
w
a .
k)
=
= 1 =t CR (61/157; 39%)
_§ PR (38/157; 24%)
a . == No response (58/157; 37%)
- eaTdssTsTEd]l/T Tl
Time (months)
Patients at risk

61

58

60 43 24 B

N
o o

1 1 1 1

| (-o

Kaplan—Meier Estimate

Median PFS for complete responders Not reached
Complete responders remaining in complete response at 9 mo 89%
Median PFS, mo (95% CI) 44(3.0-79)
PFS at 6 mo, % (95% ClI) 439 (35.7-51.7)

Thieblemont et al, EHA 2022; Thieblemont et al, J Clin Oncol 2022



Epcoritamab in R/R LBCL.: Safety

Treatment-Emergent Adverse Events (215%) by Grade

100 -
90 - + Most AEs were low grade and occurred early in treatment (C1-3);
incidence of AEs declined after 12 weeks
80 - + Ten (6.4%) patients experienced ICANS; 9 were Gr1-2 and resolved
70 - — 1 patient had ICANS Gr3, confounded by multiple factors Grade 1
X 60 - mGrade 2
2 25
S 90 - mGrade 3
E 40 - 15.3 Grade 4
30 - ‘o
102 ' 1.3 1.3
20 - m —
10 - 318 108 102 o= m
17.8 - 127 159 185 121
0 45
CRS Pyrexia Neutropenia  Anemia Fatigue Diarrhea Injection site Nausea

reaction

Thieblemont et al, EHA 2022; Thieblemont et al, J Clin Oncol 2022
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Epcoritamab in R/R LBCL: CRS

LBCL
CRS (N = 157)
CRS events,* n (%) 78 (49.7)
= Gradel 50 (31.8)
= Grade2 24 (15.3)
= Grade3 4 (2.5)
CRS resolution, n (%) 77 (98.7)
Median time to CRS onset from first full dose, 0.8
days ’
Median time to CRS resolution from first full 5
dose, days
CRS treatment
=  Tocilizumab 22 (14.0)
= Corticosteroids 16 (10.2)
CRS leading to treatment discontinuation, n (%) 1 (0.6)

= |CANS: 6.4%

— All grade 1/2 except 1 case of grade 5

Patients (%)

(with multiple confounders)

CRS Events by Dosing Period

2.7

Priming Intermediate First full

CiD1 C1D8 C1D15 C1D22
0.16 mg 0.8 mg 48 mg 48 mg
n=157 n=153 n =147 n=144

Cycle 1

™ Grade 1
1 Grade 2
' |Grade 3

Second full Third full+
C2D1+
48 mg
n=136

Thieblemont et al, EHA 2022; Thieblemont et al, J Clin Oncol 2022



Odronextamab ELM-2 Study: R/R DLBCL Cohort

Odronextamab administration:

« |V, 21-day cycles

* Cycle 1 Step-up

» Cycles 2-4 160mg Days 1, 8,15

* Median follow-up: 21.3 months * Cycle 5 onwards 320mg Q2W
« Treatment until disease progression

* Relapsed/Refractory DLBCL
after =2 prior lines of therapy

Best Overall IRC Investigator
Response N=130 N=130
Objective response 49.2% 50.0%

rate (ORR)" [95% CI 40.4%—58.1%] [95% Cl 41.1%—58.9%]
Complete response 30.8% 36.2%

Partial response 18.5% 13.8%

Stable disease 3.8% 3.1%
Progressive disease 22.3% 21.5%

Kim WS et al. ASH 2022



Odronextamab ELM-2 Study: Duration of Response

Duration of response - Independent central review
1.0 1
0.9 4
0.8

Probability
0 0 0 0 0
N W & O OO N
| L (Nl [ [ OSSN

o
-

Median DOR: 10.2 months (95% CI 3.7-NE)

o
o
1

0 3 6 9 12 15 18 21

Month
Number of patients at risk, n
64 38 27 21 16 14 9 4

Kim WS et al. ASH 2022

24

Duration of complete response - Independent central review
1.0 1
0.9 4
0.8 -
0.7 4
0.6 4
0.5 4
0.4 -
0.3 -
0.24

0.19  Median DOCR: 17.9 months (35% CI 10.2-NE)
0.0 -

Probability

I 1 I I 1 1 I 1 I

0 3 6 9 12 15 18 21 24

Month
Number of patients at risk, n
40 29 24 19 14 12 7 3 2



Odronextamab phase 2 DLBCL expansion cohort — adverse events

Patients
N=140

Treatment-emergent Treatment-
adverse events, n (%) Any event related
Any TEAE 139 (99.3%) 123 (87.9%)
Grade 23 TEAE 110 (78.6%) 74 (52.9%)
Serious AE 85 (60.7%) 64 (45.7%)
Grade 5 TEAE 20 (14.3%) 5 (3.6%)

Related to COVID-19 5 (3.6%) 1 (0.7%)

Other grade 5 events 15 (10.7%) 4 (2.9%)
TEAE leading to treatment
discontinuation 14(10.0%) eSS

Kim WS, et al. ASH annual meeting 2022, abstract #444.



Odronextamab phase 2 DLBCL expansion cohort — CRS

AEs (215% any grade) and treatment related AEs

Any AE Treatment-related AE
. . CRS 0% I . 5439
1/20 regimen 0.7/4/20 regimen — MSH
N=67 N=73 Anemia 42.1% I . 20.0%
CRS any Grade 38 (56.7%) 39 (53.4%) Pyrexia 39.3% NI . 22.1%
Grade 1 21 (31.3%) 28 (38.4%) Neut ; & =
Grade 2 12 (17.9%) 10 (13.7%) NI TSR N N Z0.T°%
Grade 3 3 (7.5%) 1(1.4%) Hypokalemia 20.0% Wl W 7.9%
g:g: g g g Diarrhea 19.3% MNE|WN 7.9%
Thrombocytopenia 19.3% NN NN 16.4%
Received corticosteroids 13 (19.4%) 15 (20.5%) S
IRR ] e 17.1%
Received tocilizumab 10 (14.9%) 19 (26.0%) i : Grade
Received vasopressors 5 (7.5%) 1 (1.4%) Cogh 15.7% WEmW 5.7% :;
Constipation 15.7% W\ 2.1% =
Fatigue 15.0% pom/mm 10.7% m4
Insomnia 15.0% mmm(§ 2.9% A

100 80 60 40 20 0 20 40 60 80 100
Patients, % Patients, %

Kim WS, et al. ASH annual meeting 2022, abstract #444.



Duration of CR for Bispecifics with Longer Follow-up

. Glofitamab | 00—y Epcoritamab
— Al patients (N=62) -
+ Censored o X 80-
) il QO -_‘;“q_._‘_‘_‘_h‘% ) L
2 60— % s! €0- LLI-I
z _ 8 £ 407 =i~ LBCL (n=62)
§ = * g 207 DLBCL & HGBCL (n=57)
= 20+ o 0 T
2 0 IIS (IS S') 1l2 15 1l8 2'1 214
o 3 6 9 12 15 18 2 24 27 20 N Number at risk Time (months)
Mpg?:g ” 5 @ % - “’;;(mo'g:‘l) . 12 i 5 N LBCL 62 52 47 41 34 22 8 3 0
Median time on study 21.2 m :
. ' Median follow-up 20.0 m
Falchi et al, ASCO 2023 Karimi et al AgCO 2023
104 ’
22: Median DOCR: 17.9 months (95% C1 10.2-NE)
™
g 0.5
0.4
Odronextamab ¥
01. - 12-month DOCR: 66.4% (95% CI: 47.1-80.1) ]
po] - wmemoocRem ety  Median follow-up 21.3 m
poroe o BoE o om Walewski EHA 2023

Number of patents at risk, n
&0 20 24 19 W 12 7 3 2



Benefit Comparable in Post CAR T-cell Patients

Epcoritamab
100 - | Odronextamab
90 - l
50 | Al Prior CAR- T
| Independent central review
70 1 : Best overall response N=130* N1
= 60 1 ! Objective response rate (ORR)! [95% CI:?)..i://:—SBA% ] [95% cngg'.;@-se.s%l
E S0 1 : Complete response 30.8% i
E“ 40 A : Partial response 18.5% 16.1%
13 Stable disease 3.8% 6.5%
30 1 : Progressive disease 22.3% 9.7%
20 - :
28 [
10 S :
0 - !
AalBeL | CART-  CART-  CART- !
N=157 naive exposed refractory
n=96 n=61 subset
[ n=46 |
CART Glofitamab — Complete Response
Prior CAR-T therapy ;
Yes 52 (34%) 35% (22%, 49%) i *— |
No 103 (66%) 42% (32%, 52%) ! e |

Thieblemont C et al. EHA 2022;Abstract LB2364. Kim WS et al. ASH 2022;Abstract 444. Dickinson MJ et al. N Engl J Med 2022;387:2220-31.



Mosunetuzumab Plus Polatuzumab Vedotin
in R/R B-cell NHL

+ Phase Ib/ll dose-escalation and dose-expansion study in patients with R/R B-NHL

Key inclusion criteria

Phase Ib AND Phase Il
* FL Grade 1-3a: Phase |b only

Primary objectives

« DLBCL (de novo DLBCL, transformed FL, or Grade 3b FL): « Efficacy of M-Pola in patients with R/R B-NHL

- Safety and tolerability of M-Pola in patients
with R/R B-NHL

Mosunetuzumab

« Q3W intravenous infusions at RP2D (C1-8/17)t
+ C1 step-up dosing for CRS mitigation

* No mandatory hospitalization

Polatuzumab vedotin
* Q3W intravenous infusions (1.8mg/kg) (D1 C1-6)

M-Pola administration in Phase |l expansion*
D1

D1||D8||D15| |D1 D1

| M: 2mg i
&3] T

21 day cycles

Budde E et al, ASH 2021



Mosunetuzumab Plus Polatuzumab Vedotin:
Efficacy in DLBCL

Response in all DLBCL patients
receiving mosunetuzumab at the RP2D (1/2/60/30mg) (N=46)

mCR »PR

80
e ORR: 65.2% ORR: 65.0%
£ 60
= 174 20.0
S
§ 40

20

0

All Prior CAR-T

PFS in all DLBCL patients (N=60)

100
€ o
2
s
@ 60-
8
“r "
S 40
% L
2 Median PFS: 8.9 m
04
0 3 6 9 12 15 18 21
Time (months)
Natrisk 60 30 10 7 6 6 NE NE

Budde E et al, ASH 2021



Ongoing Combination Studies with CD3xCD20
Bispecific Antibodies in DLBCL

R/R DLBCL
Ph1  Ph2  Ph3
Mosun
Mosun SC
Glofit
Glofit + GemOx
Glofit +/- G

Epcor + R-DHAX/C
Epcor + GemOx
Mosun + Pola
Glofit + Pola
Mosun + Len

Epcoritamab vs SOC

1st Line DLBCL Elderly/Unfit DLBCL

Ph1 Ph2  Ph3 Phl Ph2  Ph3

Glofit + R-CHOP Mosun

Glofit + Pola + R-CHP Mosun + Pola

Mosun + CHOP Epcoritamab + R-CHOP

Mosun + Pola + CHP

Epcoritamab s.c.

Glofit + GemOx




EPCORE™ NHL-2 Arm 1: Epcoritamab + R-CHOP

A phase 1b/2, open-label trial evaluating the safety and antitumor activity of epcoritamab + R-CHOP

in adults with previously untreated DLBCL?

Key inclusion criteria Treatment regimen: Concomitant epcoritamab SC 48 mg + R-CHOP

? o OO Agent | ctce | csoo -

— DLBCL, NOS

— T-cell/histiocyte-rich DLBCL

_ Double-hit or triple-hit DLBCL® EpcoritamabiSC 43 mg Sl Up s year

— FL grade 3B - o
« IPI score >3 Rituximab IV 375 mg/m?
+ ECOG PS 0-2 o Cyclophosphamide IV 750 mg/m?

. o Q3W
* Measurable disease by CT or MRI (I_) Doxorubicin IV 50 mg/m?
« Adequate organ function d
Vincristined IV 1.4 mg/m?
Data cutoff: January 31, 2023 _ Prednisone IV or oral 100 mg/d D1-5 of each cycle
Median follow-up: 14.2 mo
ClinicalTrials.gov: NCT04663347 Primary objective: Antitumor activity®

aPatients received SC epcoritamab with 2 step-up doses (SUD) before the first full dose and corticosteroid prophylaxis to mitigate CRS. R-CHOP was given in 21-d cycles. Subsequent cycles of
epcoritamab were 28 d. PDe novo or histologically transformed from FL or nodal marginal zone lymphoma. °Classified as HGBCL, with MYC and BCL2 and/or BCL6 translocations. Recommended

maximum 2 mg. ®Tumor response was evaluated by PET-CT obtained at 6, 12, 18, 24, 36, and 48 wk, and every 24 wk thereafter, until disease progression.

Falchi et al, 1cmL 2023



Epcoritamab SC + R-CHOP in 1L DLBCL

High Rates of Complete Response Across Subgroups
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100 100% 100% 100% 100% 100% 100%
~~ 80 7
>
P 60 -
C
QD 40 -
©
O 20 -
0 -
Efficacy Double-hit/ P13 IP1 4-5 Patients who Patients who
evaluable triple-hit n=32 n=14 completed 6C completed 6C
n=46 n=11 R-CHOP with R-CHOP with
concomitant 1 year
epcoritamab epcoritamab
n=44 n=19

Data cutoff: January 31, 2023. Best response was based on modified response-evaluable population, defined as patients with =21 target lesion at baseline and 21 postbaseline response evaluation
and patients who died within 60 d of first trial treatment prior to first assessment. One patient was not considered response evaluable because this patient withdrew consent from the trial without
receiving a response evaluation.

Falchi et al, 1cmL 2023
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Thank you for joining us!
Your feedback is very important to us.
Clinicians in the Meeting Room:

Please complete the postevent survey by following the instructions
included on the handout with your program syllabus.

Attendees on Zoom:
The survey will remain open for 5 minutes after the meeting ends.

How to Obtain CME Credit
In-person attendees: Please refer to the program
syllabus for the CME credit link or QR code.
Online/Zoom attendees: The CME credit link
is posted in the chat room.




