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We Encourage Clinicians in Practice to Submit Questions

Research

Feel free to submit questions now before the program
begins and throughout the program.
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CNS prophylaxis with high-dose methotrexate
significantly reduces the rate of CNS relapse for patients
with DLBCL.

Agree
Disagree

There are no data to support this

= > e -

| don’t know
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Ineffectiveness of IV High-Dose Methotrexate
for Prevention of CNS Relapse
in Patients with High-Risk DLBCL

Robert Puckrin, Haidar El Darsa, Sunita Ghosh, Anthea Peters, Douglas A. Stewart
University of Calgary & University of Alberta
Alberta, Canada




Predicting CNS relapse

CNS-IPI score: i
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Schmitz et al., ) Clin Oncol 2016; 34(26):3150
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Preventing CNS relapse

IT chemo * No convincing evidence of benefit ?

* I CNS relapse with R-CHOP vs. CHOP (4.1% vs. 6.9%) ?

AGHEEGEEE « ||, CNS relapse with CHOEP not replicated in rituximab era 34

1. Haematologica 2020;105(7):1914 2. Blood 2009;113(17):3896 3. Ann Oncol 2007;18(1):149 4. J Clin Oncol 2016;34(26):3150 5. Cancer 2010;116(18):4283

RTP

HD-MTX * May be associated with {, CNS relapse (3%) °

RESEARCH
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Conclusions

* CNS relapse affects 6% of DLBCL patients
* ALG high-risk criteria and CNS-IPI score are predictive of CNS relapse

* Risk of CNS relapse was similar with vs. without HD-MTX (11.2% vs.
12.2%) and similar to rates reported in prior publications (10-12%)

* Consolidative autotransplant or intensive chemoimmunotherapy
trended to reduce CNS relapse, a finding worthy of further study

RTP
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Pola potentiates Ven activity in NHL cell lines
by targeting MCL-1

* In NHL cell lines, the pro-survival MCL-1 protein WSU-DLCL2
confers resistance to Ven, a potent inhibitor & 3000 T B T
of BCL-21:2 g 2500 =
g 2000 =
» Preclinical studies show that concurrent 3 —
treatment with Pola promotes MCL-1 5
degradation and enhances anti-tumor efficacy 3 Aeeer B ven
in vivo, thus providing a strong rationale forthe 8 °%°7 % boleoven
o U | T 1 1 | 1 1

combination with Ven3
0 10 20 30 40 50 60

Study day

I » In preclinical studies, Pola+Ven improved anti-tumor activity compared with the single agents

1. Adams C, et al. Front Oncol 2018;8:636

BCL-2, B-cell ymphoma-2; MCL-1, myeloid cell leukaemia-1; NHL, non-Hodgkin lymphoma; 2. Phillips D, et al. Blood Cancer J 2016;6:e403
PO, by mouth; Pola, polatuzumab vedotin; Ven, venetoclax 3. Amin D, et al. AACR; Cancer Res 2020;80(16 Suppl):Abstract CT133
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Selinexor in Combination with R-CHOP for Frontline Treatment
of Non-Hodgkin Lymphoma: Results of a Phase 1b Study

Erlene K. Seymour?, Li Yi', Mahmoud Chaker!, Amro Aboukameel', Radhakrishanan Ramchandren?

Golbon Sterbis', Jay Yang!, Divaya Bhutani?, Ramzi M. Mohammad?, Asfar S. Azmi"", Jeffrey A. Zonder?

Department of Oncology, Wayne State University School of Medicine and Karmaneos Cancer Institute. Detroit, Mi; ‘Department of Oncology, University of Tennessee. Knoxville, TN
‘Department of Oncology, Columbia University, New York, NY

Presenting Author: Erlene K. Seymour, MD
Abstract #2109
December 6, 2020
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Selinexor has a novel mechanism of action: XPO-1 inhibitor

ﬁ,‘m CYTOSOL
S lrsssons XPO1 over-expressed in DLBCL and
':g' ‘ correlates with poor prognosis
& o jary:
’ ' AN
- "'f'\;f A\ Su Turr::srors“‘)
<& i e 53 Induces nuclear accumulation of
Sy tumor suppressors including p53,
PP2A
b p73, IkBk and FOXO
Nuclear Pore | 'g"’t i 3l p21
Complex 2 < .
Nuclear
Envelope
Decreases production of
oncoproteins including c-MYC,
BCL2, BCL6 and BCL-XL

= Kalakonda. Lancet Heme 2020

H“Q Dana-Farber cancer Institute Courtesy of Ann S LaCasce, MD, MMSc




Frontline Selinexor plus R-CHOP: Time on Study and
Recommended Phase Il Dose

KCI-O1 |

>

§ KCI-02 | W C - patient preference

2

| KCI-03 S \C —natient oreference

8 | KCI-05 I WC - noncompliance -

§ KCI-06 N WC - AE (fatigue) RP2D = 60mg

ol KC-07 I due to hlghel'
KCI-11 1§ WC-AE

> {fincpea) Rx D/C rate

§ KCI-12 S we = AE (nausea, fatigue) A

£ KCI-14 S WC- AE (nausea) WIth 80 mg dose

°§ KCI-15 N wC - AE (fatigue)

g KCI-16 I WC- noncompliance

©

KCI-18 —

0 100 200 300 400 500 600
B Time on RCHOP + selinexor (days) B Time on selinexor maintenance (days) g-Dose reduction

WC stands for withdrew consent; AE, adverse events
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Frontline Selinexor plus R-CHOP: Efficacy

Patient Diagnosis Days on Best
Selinexor Response
KCI-01 Transformed 514 CR
DLBCL ORR: 1000/0
2| KCI-02 Transformed 134 CR N 0
§§ DLBCL CR rate- 90 /0
Q
£ »| Kkci-03 DLBCL (non-GCB) 371 CR
(%4
8| kci-os DLBCL (non-GCB) 88 PR
KCI-06 DLBCL (non-GCB) 152 CR A" CRS ongomg
KCI-07 DLBCL (non-GCB) 461 CR M -
edian F/U: 476 days
-] KCI-12 FL 258 CR y
gg KCI-14 DLBCL (GCB) 164 CR
<
s £| KC-15  Transformed 84 CR
& DLBCL
KCI-18 DLBCL (non-GCB) 443 CR
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Long-Term Subgroup Analyses from L-MIND, a Phase Il Study of
Tafasitamab (MOR208) Combined with Lenalidomide in Patients with
Relapsed or Refractory Diffuse Large B-Cell Lymphoma
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‘Department of Hematology, Institut Catala d’'Oncologia (ICO), Hospital Duran i Reynals, IDIBELL, Universitat de Barcelona, Barcelona, Spain;
% Department of Clinical Oncology, Maria Sklodowska-Curie National Research Institute of Oncology, Krakow, Poland;
SUniversita degli Studi di Perugia, Azienda Ospedaliera Santa Maria di Terni, Terni, Italy,
SDepartment of Medicine, Ronald Reagan UCLA Medical Center, Santa Monica, CA;
"1st Department of Internal Medicine, Semmelweis Universily, Budapest, Hungary,
8Department of Hemato-Oncology, Palacky University and University Hospital, Olomouc, Czech Republic;
9Division of Hematology, Department of Translational Medicine, University of Piemonte Orientale Amedeo Avogadro, Novara, Italy;
""Department of Hematology, Vall d’Hebron Institute of Oncology (VHIO), Vall d’Hebron University Hospital, Barcelona, Spain;
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ASH, December 5-8, 2020. Abstract: 3021 1
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™~ o Dana-Farber cancer Institute

Tafasitamab (MOR208)

Affinity matured CD19 binding site
» Direct tumor cell killing

Engineered Fc portion
» Enhanced ADCC
» Enhanced ADCP

Tafasitamab

Direct
cytotoxicity

Tafasitamab

ADCC: Antibody-Dependent Cell-Mediated Cytotoxicity
ADCP: Antibody-Dependent Cell-Mediated Phagocytosis

Salles et al. Lancet Onc 2020

Lenalidomide enhances
NK function with
enhanced ADCC in vitro

Courtesy of Ann S LaCasce, MD, MMSc




L-MIND: Study Design

......................................................................................

« Sample size suitable to detect 215% absolute increase in ORR for tafasitamab/LEN
combination vs LEN monotherapy at 85% power, two-sided alpha of 5%

. = Safety of the tafasitamab +
+  LEN combination

« Safety data from the first six patients were evaluated in a safety run-in to determine b Exploratory and biomarker-based assays

the starting dose of LEN for the remainder of the study

R/R DLBCL f Cycles 1-3 Pl Cycles 4-12 Cycle 12+
Bosaligiie for E Tafasitamab E ; Tafasitamab ; Tafasitamab
HDC +ASCT 12 mg/kg b 12 mg/kg ; 12 mgl/kg
1-3 prior regimens ; qdw; d1, 8, 15, 22t ; ; qdw; d1, 15 : d1, 15
Primary refractory [ : :
patients were + b : , ‘
not eligible* : i ; i
ECOG PS 0-2 5 5 : Primary endpoint: ;
E 5 : « ORR (central read) :
; 25 mg/d orally : ; :
d1-21 | . Secondary endpoints: 5
‘ > i « PFS 5
: » DOR '
i « OS §

------------------------------------------------------
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A Phase |b, Open-Label, Randomized Study to Assess Safety and
Preliminary Efficacy of Tafasitamab (MOR208) or Tafasitamab +
Lenalidomide in Addition to R-CHOP in Patients with Newly Diagnosed
Diffuse Large B-cell Lymphoma (DLBCL): Preliminary Data

David Belada', Grzegorz Nowakowski?, Juan Miguel Bergua Burgues?, Marc André4, Katerina Kopeckova5, Don Stevens§,
Marek Trnény’, Ernesto Perez Persona®, Petra Pichler?, Pia Kiopfer'?, Bettina Brackertz!?, Emanuel Lohrmann?, Anirban Lahiry1?,
Neha Shah'?, Giinter Fingerle-Rowson'?, Wolfram Brugger'®, John Burke'

1. 4th Department of Internal Medicine — Hematology, University Hospital and Faculty of Medicine, Hradec Kralové, Czech Republic;
2. Division of Hematology, Mayo Clinic, Rochester, MN; 3. Hematology, Hospital San Pedro Alcantara, Caceres, Spain;
4. Department of Haematology, Université Catholique de Louvain, CHU UCL Namur, Yvoir, Belgium; 5. Fakultni nemocnice v Motole, Prague, Czech Republic,

6. Norton Cancer Institute - St Matthews Campus, Louisville, KY; 7. 15" Dept. of internal Medicine, First Medical Faculty, Charles University and General University
Hospital, Prague, Czech Republic; 8. Hospital Universitario de Alava, Vitoria-Gasteiz, Spain; 9. Department of Internal Medicine, University Hospital of St Polten, Karl
Landsteiner University of Health Sciences, Karl Landsteiner Institute for Nephrology and Hemato Oncology, St Pélten, Austria;

10. MorphoSys AG, Planegg, Germany; 11. US Oncology Hematology Research Program, US Oncology Research and Rocky Mountain Cancer Centers, Aurora, CO.

ASH, December 5-8, 2020. Abstract: 3028 1
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First-MIND: Study Design

* An open-label, prospective, randomized, Phase |b study designed to evaluate the safety and preliminary efficacy of
tafasitamab or tafasitamab + lenalidomide in addition to R-CHOP in patients with newly diagnosed DLBCL

N ~ 30 patients

Six 21-day cycles of
* Tafasitamab

(12 mg/kg IV, on Days 1, 8, and 15) 12 patients = +18 patients &8 >
Newly diagnosed, untreated DLBCL NOS * R-CHOP (Days 1-5) E
« Treatment naive * Mandatory G-CSF ) ) ) 2
« Histologically confirmed DLBCL NOS { Safety review i ;' Safety review E o
« IPI2-5 Auss N-:Opu:'om S st —— L SO Syt Ak — ; g

= ix 21-day cycles

N -~ 60 patients « Tafasitamab

(12 mg/kg IV, on Days 1, B, and 15) 12 patients — +18 pati 1Y

+ Lenalidomide

(25 mg orally, on Days 1-10)
+ R-CHOP (Days 1-5)
« Mandatory G-CSF

Primary endpoint: incidence and severity of TEAEs
Secondary endpoints: ORR, CR rate as assessed by Lugano 2014
classification,' long-term safety and efficacy, pharmacokinetics, immunogenicity

In the lenalidomide arm, prophylaxis with either low-molecular weight heparins or aspirin is mandatory.

RTP
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First-MIND: Treatment Emergent Adverse Events

Arm A: tafasitamab + Arm B: tafasitamab +
R-CHOP lenalidomide + R-CHOP Total
Overall summary by toxicity grade, n (%) [E] (n=33) (n=33) (N=66)
Patients with TEAEs and the total number of events 32* (97.0) [345] 33 (100) [443] 65 (98.5) [788]
Grade 1 26 (78.8) [140] 27 (81.8) [161] 53 (80.3) [301]
Grade 2 27 (81.8) [120] 28 (84.8) [135] 55 (83.3) [255]
Grade 3 21 (63.6) [48] 22 (66.7) [72] 43 (65.2) [120]
Grade 4 13 (39.4) [36] 19 (57.6) [75] 32 (48.5) [111]
Grade 5 1(3.0)[1] 0 1(1.5)[1]
Grade 3 or higher 23 (69.7) [85] 27 (81.8) [147] 50 (75.8) [232]
Arm A: tafasitamab + Arm B: tafasitamab +
R-CHOP lenalidomide + R-CHOP Total
Overall summary of serious TEAEs, n (%) [E] (n=33) (n=33) (N=66)
Patients with serious TEAEs and the total number of events 13 (39.4) [28] 16 (48.5) [27) 29 (43.9) [55]

» Overall, 98.5% of patients experienced TEAEsS; of these, 75.8% were grade 3 or higher
» Serious TEAEs were experienced by 29 patients in total (43.9%), 13 patients in arm A and 16 in arm B (39.4% vs 48.5%)

* No new safety signals were identified with either tafasitamab + R-CHOP or tafasitamab + lenalidomide + R-CHOP
compared with previous Phase |l studies with R-CHOP or R2-CHOP'-3

RTP
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Which therapy would you generally recommend first for a
patient with DLBCL who experiences disease progression on
front-line R-CHOP and is not eligible for high-dose therapy and
CAR T-cell therapy?

Polatuzumab vedotin/BR (bendamustine/rituximab)
Tafasitamab/lenalidomide

Selinexor

CAR T-cell therapy

U B

| don’t know




Which therapy would you generally recommend first for a
patient with DLBCL who experiences disease progression
on front-line R-CHOP and is unfit for high-dose therapy and
CAR T-cell therapy?

. (2
= ) o o o % " MICHAEL E WILLIAMS, o o .
};ﬁ titeall® Tafasitamab/lenalidomide % D, S Tafasitamab/lenalidomide
"Ja%i”"""“"w““-”“ Polatuzumab vedotin/BR QL cracHoscowz o Tafasitamab/lenalidomide
b s
EA""SLA”S“-”D-"“SC Polatuzumab vedotin/BR Tafasitamab/lenalidomide
|

%am“"”“"m-"“ Tafasitamab/lenalidomide [EREA Lamensem. vy Polatuzumab vedotin/BR
> b4 NS

GENERAL MEDICAL ONCOLOGISTS (N = 75) Polatuzumab vedotin/BR, Tafasitamab/lenalidomide




Agenda

Module 1: Evolving treatment paradigm for patients with diffuse large B-cell
lymphoma (DLBCL) — Dr LaCasce

Module 2: Optimal management of newly diagnosed and relapsed/refractory

follicular lymphoma — Dr Leonard

Module 3: Available and emerging approaches for mantle cell ymphoma -
Dr Williams

Module 4: Selection and sequencing of therapies for patients with advanced
Hodgkin lymphoma — Dr Kuruvilla

Module 5: Advances in chimeric antigen receptor T-cell therapy for DLBCL and
other lymphoma subtypes — Dr Friedberg
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Mosunetuzumab Shows Promising Efficacy in Patients with
Multiply Relapsed Follicular Lymphoma: Updated Clinical
Experience from a Phase | Dose-Escalation Trial

Sarit Assouline," Won Seog Kim 2 Laurie H. Sehn ® Stephen J. Schuster,*
Chan Yoon Cheah,® Loretta J. Nastoupil,® Mazyar Shadman,” Sung-Soo Yoon,8
Matthew J. Matasar,® Catherine Diefenbach,'® Gareth P. Gregory," Nancy L.
Bartlett,'2 Michael C. Wei, ¥ Michelle Y. Doral,'® Shen Yin,'3 Raluca Negricea,
Chi-Chung Li,™ Elicia Penuel,' Huang Huang,' L. Elizabeth Budde™

Jewish General Hospital, Montreal, QC, Canada; 2Sungkyunkwan University School of Medicine, Samsung Medical Center, Seoul,
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Nedlands, WA, Australia; MD Anderson Cancer Center, Houston, TX, USA; 7Fred Hutchinson Cancer Research Center, Seattle, WA,
USA:; 8Seoul National University Hospital, Seoul, Republic of Korea; Memorial Sloan Kettering Cancer Center, New York, NY, USA;
Perimutter Cancer Center at NYU Langone Health, New York City, NY, USA; "'School of Clinical Sciences at Monash Health, Monash
University, Clayton, VIC, Australia; ?Department of Medicine, Washington University School of Medicine, St. Louis, MO, USA;
BGenentech, Inc., South San Francisco, CA, USA, ¥F. Hoffmann-La Roche Limited, Mississauga, ON, Canada, "City of Hope National

Medical Center, Duarte, CA, USA.
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Mosunetuzumab: full length CD20/CD3
bispecific antibody

Immune synapse
formation

e Granzyme & o

Mosunetuzumab regimen

D1 D8 D15 D1 D1

AR }

T-cell activation
_—
[ Cycle 1 ][ Cycle 2 ][ Cycle 3 ]

) Perforin | o~ »
CD3 I e l... = II . \ | 21 days | )
CD20 : °.‘.° :
. Phase I/Ib GO29781 Trial

Initial treatment = 8 cycles; if CR achieved,
. &a ‘ treatment discontinued; if PR or SD, treatment
continued for up to 17 cycles

Retreatment allowed for CR patients who
relapse

w#= Dana-Farber cancer nstitute  Schuster et al. ASH 2019 Courtesy of Ann S LaCasce, MD, MMSc

ol
Li



Mosunetuzumab antitumor activity in patients
with R/R FL across dose levels

100 ™ 0.4/1.0/2.8mg
« ORR: 42/62 (67.7%) W 0.8/2.0/4.2mg

1.0/2.0/6.0mg
* CR: 32/62 (51.6%) = 0.8/2.0/6.0mg
m 1.0/2.0/9.0mg

m 1.0/2.0/13.5mg

Best % change in SPD

0 SD SO SDPDSDPRPD SDSOCRPRSDPRCRPRCRPRCRCRCRCRCRCRPRCRCRCRCRCRCRPRPRCRCRCRPRCRPRPDCRCRCRCRCRCRCRCRCRCRCRCRCR
PDPDPDPDPD 50 5D | {

20 =

-40 =

-60 -

-80 -

- 50% reduction (dashed line) = criterion for PR based on CT

- =
Patients

Assessment of higher dose levels is ongoing
SPD, sum of product diameter 1. Cheson BD, et al. J Clin Oncol 2007; 25(5):579-86. RT P
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Durable responses achieved with

mosunetuzumab in patients with R/R FL

0.8/2.0/4.2mg[ —

DOR in patients who achieved CR (efficacy population)

. ® -

1.0/2.0/6.0mg[

L 1

0.8/2.0/6.0mg| | == - — "

1.0/2.0/9.0mg[ -——————re @ @ A %

1.0/2.0/13.5mg - o EEEs————eeeT @

® Complete response

# Partial response

m Stable disease

A Progressive disease

= Follow-up in remission

* Retreated with mosunetuzumab
. Duration of treatment

| | | | 1 1
0 8 16 24 32 40
Months on study

Assouline S et al. ASH 2020;Abstract 702.

Median follow-up after first
response (months):

18.4 (range: 2-34)

Median DOR (months):
20.4 (95% Cl: 9.4-22.7)

Median DOR in patients
achieving CR (months):

21.0 (95% CI: 16.0-22.7)

Retreated patients (N=4):
*+ CR:n=2
*» PR:n=2

DOR, duration of response RT P

RESEARCH
TO PRACTICE



American Society of Hematology

Helping hematologists conquer blood diseases worldwide

. -~ ) :
Analyzing Efficacy Outcomes From the Phase 2 Study of
Single-Agent Tazemetostat as Third-Line Therapy in Patients
With Relapsed or Refractory Follicular Lymphoma to Identify
Predictors of Response

Gilles Salles, MD, PhD; Hervé Tilly, MD?; Aristeidis Chaidos, MD, PhD? Pamela McKay, MD*; Tycel Phillips, MDS; Sarit Assouline, MD®; Connie Lee Batievi, MD, PhD?; Phillip Campbell, MB, ChB#;
Vincent Ribrag, MDY; Gandhi Laurent Damaj, MD, PhD*"; Michael Dickinson, DMed Sci'!; Wojclech Jurczak, MD, PhD*; Maciej Kaimierczak, MD, PhD*; Stephen Opat, MBBS™;
John Radford, MD, FMedSci'®; Anna Schmitt, PhD'%; Jennifer Whalen, DHS'7; Anthony Hamlett, PhD'7; Beth Kamp, PharmD'7; Deyaa Adib, MD'7; Franck Morschhauser, MD'#

‘Lyon-Sud Hospital Center, Pierre-Bénite, France; “‘Centre Henri Becquerel, Rouen University, Rouen, France; *Centre for Haematology, Imperial College London, Imperial College Healthcare NHS Trust,
Harmnmersmith Hospital, London, UK; *Beatson West of Scotland Cancer Centre, Glasgow, Scotland, UK; *University of Michigan, Ann Arbor, M, USA; *Sir Mortimer B. Davis-lewish General Hospital, McGill
University, Montreal, Quebec, Canads; "Memorial Sloan Kettering Cancer Center, New York, NY, USA; "Barwon Health, Geelong, VIC, Australia; "Gustave Roussy, Villejuif, France; ““Hematology Institute,
University Hospital School of Medicine, Caen, France; 'Peter MacCallum Cancer Centre, Melbourne, VIC, Australia; Maria Sklodowska-Curie National Resaarch Institute of Oncology, Krakow, Poland;
YExamen sp, 2 0.0, Poznan, Poland, “*School of Clinical Sclences at Monash Health, Monash University, Victoria, Australia; **NIHR Manchester Clinical Research Facllity, University of Manchester and the
Christie NHS Foundation Trust, Manchester, UK; institut Bergonie, Bordeaux, France; “’Epizyme, Inc., Cambridge, MA, USA; “*Centre Hospitalier Universitaire, Lille, France
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Phase 2 Efficacy Outcomes

Combined WT and MT EZH2 MT EZH2
Efficacy Outcome? (N=99) (n=45)*

ORR, % (95% Cl) 51 (40-61) 35 (23-49) 69 (53-82)
Median DOR, months (95% Cl) 11 (7-19) 13 (6-NE) 11 (7-NE)
Median PFS, months (95% Cl) 12 (8-15) 11 (4-15) 14 (11-22)
Median OS, months (95% Cl) NR (38-NE) NR NR

* The DOR was consistent between WT and MT EZH2 groups?
* Consistent ORRs were also observed across high-risk subgroups, such as patients with POD24, double-
refractory disease, and refractoriness to rituximab therapy, regardless of mutation status?

20ORR, DOR, and PFS are based on IRC assessments.

1. Morschhauser F, et al. Lancet Oncology; 2020;21(11):1433-42.

Cl, confidence interval; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; EZH2, enhancer of zeste homolog 2; IRC, independent radiology committee; MT, mutant;
NE, not estimable; NR, not reached; ORR, objective response rate; OS, overall survival; MT, mutant; NE, not evaluable; NR, not reached; PFS, progression-free survival; WT, wild type.

@ American Society of Hematology
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American Society of Hematology

A Phase 1b/3 Randomized, Double-Blind, 3-Stage Study of
Tazemetostat or Placebo Plus Lenalidomide and Rituximab in
Patients With Relapsed/Refractory Follicular Lymphoma

John Leonard, MD'; Connie Lee Batlevi, MD, PhD?; Nashat Gabrail, MD?; John M. Pagel, MD, PhD*,
Jay Yang, PhD?, Jennifer Whalen, DHS®; Deyaa Adib, MD®; Franck Morschhauser, MD®

'Weill Cornell Medicine, New York City, NY, USA; “Memorial Sloan Kettering Cancer Center, New York City, NY, USA; *Gabrail Cancer Center,
Canton, OH, USA, “‘Swedish Cancer Institute, Seattle, WA, USA, *Epizyme, Inc., Cambridge, MA, USA; *Université Lille, CHU Lille, ULR 7365 -
GRITA - Groupe de Recherche sur les formes Injectables et les Technologies Associées, Lille, France
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Figure 1. Function of EZH2 in Germinal Center B-Cell Development and
Follicular Lymphoma and Mechanism of Action of Tazemetostat

Germinal Center Reaction

H e _ ME b ena

L+ )

Plasma cell

Naive Bcell O
Memory B cell
Oncogenic Hits
Tazemetostat
BCL2 (EZH2 inhibitor)
EZH2 R — )
Others

Apoptosis

Germinal Center
Derived Neoplasms

BCL2, Bcell iymphoma 2, EZH2, enhancer of zeste homolog 2

Leonard J et al. ASH 2020;Abstract 2052.
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Regulatory and reimbursement issues aside, what would be your
most likely initial treatment choice for a 78-year-old patient with
Stage lll, Grade | or Il FL with fatigue and symptomatic bulky
adenopathy who requires treatment?

Rituximab

BR

R-CHOP

R-CVP
Obinutuzumab/bendamustine
Obinutuzumab/CHOP
Rituximab/lenalidomide
Other

o - Bl B BT




Regulatory and reimbursement issues aside, what would be your
most likely initial treatment choice for a 78-year-old patient with
Stage lll, Grade | or Il FL with fatigue and symptomatic bulky
adenopathy who requires treatment?

- JONATHAN W FRIEDBERG, \-(8 5‘(' MICHAEL E WILLIAMS,

}fﬁ MD, MMsC R-bendamustine «; MD, SCM Rituximab/lenalidomide

@ JOHN KURUVILLA, MD R g‘r?‘r;?:?eer:gﬁzee " R CRAIG MOSKOWITZ, MD R-bendamustine

I ANN S LACASCE, MD, MMSC - H BB | LORETTANASTOUPIL, MD - H
7 R-bendamustine R-bendamustine
|

Aﬁ\‘ m
= Y5

505 ' JOHN PLEONARD, MD - H e s LAURIE H SEHN MD, MPH - H
N R-bendamustine <3 R-bendamustine
)4 Py

GENERAL MEDICAL ONCOLOGISTS (N = 75) R-bendamUStine




Regulatory and reimbursement issues aside, what is your usual
second-line therapy for a 65-year-old patient with FL who attains a
complete response to 6 cycles of BR but then experiences disease
relapse 4 years later?

Re-treatment with BR
Obinutuzumab/bendamustine
R-CHOP
Rituximab/lenalidomide

PI3K inhibitor

Tazemetostat

Chemotherapy > ASCT

Other

o " BB
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Regulatory and reimbursement issues aside, what is your usual
second-line therapy for a 65-year-old patient with FL who achieves a
complete response to 6 cycles of bendamustine/rituximab (BR) but
then experiences disease relapse 4 years later?

Fié JONATHAN W FRIEDBERG, Rituximab/lenalidomide or (:;;‘u MICHAEL E WILLIAMS, Chemothera PY >
g D Mse Obinutuzumab/lenalidomide [N Eta autologous transplant
"Jeim""KURUWLLA-”D R-CHOP = R maintenance [J crcroskowz o Rituximab/lenalidomide
b < )
EA""SLA“S“-”D-"“SC Rituximab/lenalidomide [ orermnastoupimo Rituximab/lenalidomide
|

“ JOHN P LEONARD, MD Rituximab/lenalidomide CAURIEHSEHNHD, MEH Rituximab/lenalidomide
P i

GENERAL MEDICAL ONCOLOGISTS (N = 75) Rituximab/lenalidomide




What is your usual third-line treatment for a patient with FL
(EZH2 wild type) who received first-line BR, second-line
lenalidomide/rituximab and then develops disease progression?

'] (oe)
- AN W FRIEDBERG, b y MICHAEL E WILLIAMS, o ®
}fﬁ i R-CHOP ?é MD, ScM Copanlisib

@ JOHN KURUVILLA, MD De p?)??'z I’?\?S‘Sjil:)rl?tlo n " R CRAIG MOSKOWITZ, MD Co pan lisib

~J ANN S LACASCE, MD, MMSC 3 %8 | LORETTA NASTOUPIL, MD 1cl
7 Copanlisib : Copanlisib
|

AN

zs;JOHNPLEONARD,MD IdEIaIiSib LAURIE H SEHN MD, MPH Clinical trial
P )4 Py 4

GENERAL MEDICAL ONCOLOGISTS (N = 75) Idelalisib




What is your usual third-line treatment for a patient with FL
with an EZH2 mutation who received first-line BR, second-line
lenalidomide/rituximab and then develops disease progression?

! : -.( \v ICHAEL EWILLIAMS,
}fé e Tazemetostat ?é ¥ s Tazemetostat

@ JOHN KURUVILLA, MD Ta ze metostat ! : CRAIG MOSKOWITZ, MD Ta zemetostat

r ANN S LACASCE, MD, MMSC ': = LORETTA NASTOUPIL, MD
Z Tazemetostat Tazemetostat
|

AN

%E’; JOHN PLEONARD, MD Tazemetostat ‘A LAURIE H SEHN MD, MPH Tazemetostat
. e S

GENERAL MEDICAL ONCOLOGISTS (N = 75) Tazemetostat
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Module 1: Evolving treatment paradigm for patients with diffuse large B-cell
lymphoma (DLBCL) — Dr LaCasce

Module 2: Optimal management of newly diagnosed and relapsed/refractory
follicular lymphoma — Dr Leonard

Module 3: Available and emerging approaches for mantle cell ymphoma —

Dr Williams

Module 4: Selection and sequencing of therapies for patients with advanced
Hodgkin lymphoma — Dr Kuruvilla

Module 5: Advances in chimeric antigen receptor T-cell therapy for DLBCL and
other lymphoma subtypes — Dr Friedberg
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Memaorial Sloan Kettering
Cancer Center

Frontline Sequential Immunochemotherapy Plus
Lenalidomide for Mantle Cell Lymphoma Incorporating
MRD Evaluation: Phase Il, Investigator-Initiated, Single-
Center Study

Zachary D. Epstein-Peterson, MD, Esther Drill, DrPH, Umut Aypar, PhD, Connie Lee Batlevi, MD, PhD,
Philip &ron MD, PhD, Ahmet Dogan MD, PhD Pamela Drulrnsky, MD, John Gerecitano, MD, PhD ,
Audrey Hamllton MD Paul A. Hamlin, MD Caleb Ho, MD, Allison P. Jacob, Leana Laraque, BA, Matthew J
Matasar, MD, Alison J. Moskowitz, MD, Craig H. Moskowutz, MD, Chelsea D Mullins, BS, Colette Owens,
MD, Gilles Salles, MD, Heiko Schéder, MD, David J. Straus, MD, AnasYounes, MD, Andrew D. Zelenetz,
MD, PhD, Anita Kumar, MD
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Conclusions

* Clinical outcomes:
— High ORR/CR rates achieved
— We did not reach our primary study endpoint
* Driven by patients with TP53-mutated MCL

* Among patients with TP53 wt. disease, treatment was effective, even among those with Ki-67 230%
and/or blastic morphology: 3-year PFS 69% (improved compared to historical benchmark)

* Substantiates other data suggesting targeted therapy should be frontline SOC for TP53-mutant MCL
rather than immunochemotherapy

* MRD outcomes:

— High rate of MRD(-) after induction immunochemotherapy (len-R-CHOP + R-HIDAC) at 105 (97%) and 10°®
(80%)

* Latter predicted remission duration
— Many patients converted to MRD(-) after R-HiDAC, highlighting the efficacy of cytarabine in MCL
— Several patients converted MRD(-) to MRD(+) at 6 months post-EOT and relapsed

* ?Longer maintenance treatment period beneficial
— MRD at 10°® sensitivity at 6 months post-EoT predicted remission duration

20 Cancer Center

Epstein-Peterson ZD et al. ASH 2020;Abstract 119.



Predictive power of early, sequential MRD monitoring in
peripheral blood and bone marrow in patients with mantle cell
lymphoma following autologous stem cell transplantation with

or without Rituximab maintenance ; final results from the LyMa-
MRD project, conducted on behalf of the LYSA group.

Mary Callanan, Elizabeth Macintyre, Marie-Héléne Delfau, Catherine
Thieblemont; Lucie Oberic, Emmanuel Gyan, Krimo Bouabdallah,
Rémy Gressin, Gandhi Damaj, Olivier Casasnovas, Vincent Ribrag,
Samuel Griolet, Bénédicte Burlet, Benjamin Tournier, Sylviane Ragot,
Caroline Bodet-Milin, Olivier Hermine, and Steven Le Gouill

(NCI NCT00921414).

Sat. Dec. 5th, ASH 2020, Abstract #120
Session Name: 623. Mantle Cell, Follicular, and Other Indolent B-Cell
Lymphoma—Clinical Studies: Mantle Cell Lymphoma Clinical Trials




Conclusions / perspectives

* Pre-ASCT MRD status in both BM and PB is an early predictor of PFS and
OS in younger MCL patients receiving ASCT.

« Rituximab maintenance provides longer PFS and OS regardless of MRD
status pre- or post-ASCT, suggestive of continued, clinically relevant anti-tumor

activity of Rituximab against very rare residual circulating and/or ‘tissue-resident’
MCL cells.

* Integration of PET and molecular MRD status increases early predictive
power of either technique alone — new perspectives for MCL management...

» Early sequential MRD monitoring at the pre- and post-ASCT treatment phase
offers strong potential for early clinical outcome prediction and MRD-guided,
risk-adapted treatment in future MCL trials.

Callanan, M et al, ASH 2020




LOXO-305, a Next Generation, Highly Selective, Non-
Covalent BTK Inhibitor in Previously Treated Mantle
Cell Lymphoma, Waldenstrom's Macroglobulinemia,
and Other Non-Hodgkin Lymphomas:
Results from the Phase 1/2 BRUIN Study
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Efficacy of LOXO0O-305 in Mantle Cell Lymphoma

50'# =

B BTK discontinuation for progression
B BTK discontinuation for toxicity/other
.~ BTK naive

# Prior BCL2 inhibitor

N
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Maximum % change in SPD from baseline
4 b
(l!'l (4}

-100- .
Data cutoff date of 27 September 2020. Total % may be different than the sum of the individual components due to rounding. Data for 11 MCL patients are not shown in the waterfall plot due to 7 having no target lesions
identified by CT at baseline (including 4 patients who achieved a best response of CR by PET), 1 with no/incomplete post-baseline lesion measurements, and 3 discontinued prior to first post-baseline disease
assessment. *Indicates patients with >50% increase in SPD. 2Efficacy evaluable patients are those who had at least one post-baseline response assessment or had discontinued treatment prior to first post-baseline
response assessment. PORR includes patients with a best response of CR and PR. Response status per Lugano criteria. Wan g ML et al. ASH 2020’ Abstract 117.




Efficacy of LOXO0O-305 in Mantle Cell Lymphoma

All MCL Patients? m

Overall Response Rate®, % (95% CI) 52% (38-65)
Best Response
CR, n (%) 14 (25)
PR, n (%) 15 (27)
SD, n (%) 10 (18)
Overall Response Rate®, % (95% ClI) 52% (38-66)
Best Response
CR, n (%) 13 (25)
PR, n (%) 14 (27)
SD, n (%) 9 (17)

Efficacy also seen in patients with prior:
+ Stem cell transplant: ORR 64% (9/14)
* CAR-T therapy: ORR 100% (2/2)

Data cutoff date of 27 September 2020. Total % may be different than the sum of the individual components due to rounding. Data for 11 MCL patients are not shown in the waterfall plot due to 7 having no target lesions
identified by CT at baseline (including 4 patients who achieved a best response of CR by PET), 1 with no/incomplete post-baseline lesion measurements, and 3 discontinued prior to first post-baseline disease
assessment. *Indicates patients with >50% increase in SPD. 2Efficacy evaluable patients are those who had at least one post-baseline response assessment or had discontinued treatment prior to first post-baseline

response assessment. PORR includes patients with a best response of CR and PR. Response status per Lugano criteria. Wan g ML et al. ASH 2020:Abstract 117
. ; .




LOXO-305 Treatment Duration in Mantle Cell Lymphoma
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>> * Median follow-up of 6 months (range, 0.7-18.3+ months) for the g
™ efficacy-evaluable patients 5
3
>> * 83% (24 of 29) of responding patients are ongoing and in 2 30
response. Only 5 responding patients discontinued (4 for PD, 1 2 20
— in CR electively discontinued to undergo allogeneic SCT) & 10
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Treatment Duration (Months)
Data cutoff date of 27 September 2020, Wang ML et al. ASH 2020;Abstract 117.




A 78-year-old patient with MCL initially treated with BR followed by
2 years of maintenance rituximab experiences disease relapse 3 years
later. The patient is otherwise healthy. What would you recommend?

Ibrutinib

Acalabrutinib
Zanubrutinib
Lenalidomide
Lenalidomide + rituximab
Venetoclax

Venetoclax + rituximab
Other

o " BB




A 78-year-old patient with MCL initially treated with BR followed
by 2 years of rituximab maintenance experiences disease relapse

3 years later. The patient is otherwise healthy. What would you
recommend?

- JONATHAN W FRIEDBERG,

: e ® -.( \u MICHAEL E WILLIAMS
}fﬁ MD, MMSC Acalabrutinib ?é MD, SCM

.
o F JOHN KURUVILLA, MD

m ANN S LACASCE, MD, MMSC Zanubrutinib

AN

zs;JOHN P LEONARD, MD Aca|abrutinib
> 4

GENERAL MEDICAL ONCOLOGISTS (N = 75) Ibrutinib, Acalabrutinib




Have you administered or would you administer a Bruton
tyrosine kinase (BTK) inhibitor as front-line treatment to a
patient with MCL who is too frail to receive chemotherapy?

1. |haven’t and would not
2. | haven’t but would for the right patient
3. |have




Have you administered or would you administer a BTK inhibitor
as front-line treatment to a patient with MCL who is too frail to
receive chemotherapy?

‘f: JONATHAN W FRIEDBERG, ; n{as). MICHAEL E WILLIAMS, | haven’t but would
')>- MD, MMSC I haven t and WOUId not \‘;3’} MD, SCM for the right patient
, ' JOHN KURUVILLA, MD I haven’t’ but WOUId % craic MoskowiTZ, MD
e for the right patient > ¢
- =
EANNSLACASCE.MD.MMSC | haven t but WOUId Wl | LORETTANASTOUPIL, MD
| for the right patient

PN P :
R ot sLEh D, M | haven t but WOUId Q LAURIE H SEHN MD, MPH
A for the right patient AP

GENERAL MEDICAL ONCOLOGISTS (N = 75) | haven’t but would for the right patient




Regulatory and reimbursement issues aside, would you attempt
to access venetoclax for select patients with relapsed/refractory

MCL?

Yes, as up-front treatment

Yes, after a BTK inhibitor

Yes, after a BTK inhibitor = lenalidomide
Yes, in other situations

No

U B
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Regulatory and reimbursement issues aside, would you
attempt to access venetoclax for select patients with
relapsed/refractory MCL?

P' JONATHAN W FRIEDBERG, Yes after a BTK |nh|blt0r 9 (at-‘
; i lenalidomide g VY-  Yes, after a BTK inhibitor
& T s & . U VYes, after a BTK inhibitor >
| i : Yes, after a BTK inhibitor 2= - lenalidomide

| A""SLA“S“ LA  Yes, after a BTK inhibitor Yes, after a BTK inhibitor

v Yes, after a BTK inhibitor > Mg} .
}: e T Q Yes, after a BTK inhibitor

GENERAL MEDICAL ONCOLOGISTS (N = 75) Yes, after a BTK inhibitor; Yes, after a BTK inhibitor = lenalidomide




In general, what would be your most likely treatment recommendation
for a 70-year-old patient with MCL who responds to BR and then to
ibrutinib on relapse but then develops rapid tumor progression?

Lenalidomide
Lenalidomide + rituximab
Bortezomib

Bortezomib + rituximab
Venetoclax

Acalabrutinib

Zanubrutinib
Brexucabtagene autoleucel
Other

(O Bl - Y Bl 0 e
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In general, what would be your most likely treatment
recommendation for a 70-year-old patient with MCL who
responds to BR and then ibrutinib on relapse but then develops
rapid tumor progression?

PI
;ODN:T:::WFRIEDBERG Brexucabtagene BUtO|EUCE| a::_ :::JCI;@E‘LEWILLIAMS Venetoclax
- ~ Bridge therapy to
: JOHN KURUVILLA, MD S . CRAIG MOSKOWITZ, MD
‘ Brexucabtagene autoleucel § ¥ CAR T-cell therapy
ANNSLACAscE LIRSy Brexucabtagene autoleucel Brexucabtagene autoleucel
l

?f; JOHN P LEONARD, MD Brexucabtagene autoleucel Q LAURIE H SEHN MD, MPH Brexucabtagene autoleucel
P, |
GENERAL MEDICAL ONCOLOGISTS (N = 75) Venetoclax




Agenda

Module 1: Evolving treatment paradigm for patients with diffuse large B-cell
lymphoma (DLBCL) — Dr LaCasce

Module 2: Optimal management of newly diagnosed and relapsed/refractory
follicular lymphoma — Dr Leonard

Module 3: Available and emerging approaches for mantle cell ymphoma -
Dr Williams

Module 4: Selection and sequencing of therapies for patients with advanced

Hodgkin lymphoma — Dr Kuruvilla

Module 5: Advances in chimeric antigen receptor T-cell therapy for DLBCL and
other lymphoma subtypes — Dr Friedberg

RESEARCH
TO PRACTICE



JOETY Op .
American Society of Hematology

Helping hematologists conquer blood diseases worldwide

Z
Z
.A
(®]
N
®

Brentuximab Vedotin with Chemotherapy for Patients with
Previously Untreated, Stage |ll/IV Classical Hodgkin Lymphoma
5-Year Update of the ECHELON-1 Study

avid J. Straus, Monika Diugosz-Danecka,2 Joseph M. Connors,? Arpad lllés,* Marco Picardi,® Ewa Lech-Maranda,® Tatyana Feldman,” Piotr Smolewski,® Kerry J. Savage,>
Nancy L. Bartlett,® Jan Walewski,'” Radhakrishnan Ramchandren,'! Pier Luigi Zinzani,'2 Martin Hutchings,'? Javier Munoz,’ Won Seog Kim,'> Ranjana Advani,¢

D

Stephen M. Ansell,'7 Anas Younes,! Andrea Gallamini 1 Rachael Liu,'® Meredith Little,’® Keenan Fenton,2® Michelle Fanale,2° John Radford?!
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Center, Hackensack, NJ, USA; Department of Experimental Hematology. Medical University of Lodz, Poland; *Washington University School of Medicine Siteman Cancer Center, St Louis, MO, USA; 1®Maria Sklodowska-Curie Institute and Oncology Centre
Warsaw, Poland; "'The University of Tennessee Graduate School of Medicine, Knoxville, TN, USA; 2Azienda Ospedaliero-Universitaria di Bologna, Bologna, Italy, and Istituto di Ematologia "Seragnoli”, Dipartimento di Medicina Specialistica, Diagnosticae
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Sperimentale, Universita degli Studi, Bologna, Italy; **Department of Haematology, Rigshospitalet, Copenhagen University Hospital, Copenhagen, Denmark; “Banner MD Anderson Cancer Center, Gilbert, AZ, USA; **Division of Hematol
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DGeattle Genetics, Inc., Bothell, WA, USA; 2'The University of Manchester and the Christie NHS Foundation Trust, Manchester Academic Health Science Centre, Manchester, United Kingdom
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ECHELON-1: PFS per investigator at 5 years’ follow-up*

1.0

5-year PFS 82.2%

(95% Cl: 79.0-85.0)

0.3' 1
0 '
o ' 5.year PFS 75.3%
s 06+ ! (95% CI: 71.7-78.5)
2 '
49 1
3 :
= HR Log-rank E
0.2+ Events (95% CI)  test P-value :
—— A+ANVD 112 0.681 0.002 -
—— ABVD 158 (0.534-0.867) : :
0-0 1 1 1 1 L 1 L ] | ] ; 1 | ] ] 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time from randomization (months)
Number of patients at risk
A+AVD 664 620 562 535 518 505 492 474 446 414 333 201 102 38 2 0
ABVD 870 613 521 500 478 456 432 423 397 360 292 179 73 22 4 0

*September 14, 2020 data cut-ofi.

+ As of the 5-year
follow-up, the
prespecified number
of events required to
trigger an OS
analysis have not
been reached.

+ OSwas a
prespecified key
secondary endpoint.

Straus DJ et al. ASH 2020;Abstract 2973.

RTP

RESEARCH
TO PRACTICE



Z2a\
(g
ECHELON-1: PN resolution and improvement

» At the primary analysis, 442 and 286 patients in A+AVD and ABVD arms, respectively, had experienced PN.

Patients with complete resolution or improvement of PN over time (%)* Patients with ongoing PN by grade at last follow-upt

B B Complete resolution '@ Improvement B A+AVD (n=127 [29%]) W ABVD (n=59 [21%])
100 - 100 -
90 + 789, 83% 83% 84% 84% 85% 90 -
0 0
80 - 75% == TR 80 =
= 70 S7% - 70 =
E s < 60
2 sod - £ 50+
s 40 4 = 40 «
o 30 a 30 - <
20 20 TR 14% 9% g
] 10 4 _ e 3% 1% 02% 0%
0 . 0 o T 1
A+AVD ABVD A+AVD ABVD A+AVD ABVD A+AVD ABVD Grade 1 Grade 2 Grade 3 Grade 4
Follow-up
time 2 years' 3 years? 4 years? 5 years*

Resolution was defined as event outcome of “resolved” or “resolved with sequelas™ Improvement was defined as "improved by =1 grade from worst

grade as of the latest assessment™, *Percentages rounded to nearest integer, TMedian follow-up 236 9 weeks (range: 0-344), Assessment of 1. Connors JM, et al N EnglJ Med 2018,378:331-44,
ongoing PN with maximum severity of grade 3/4 was confounded in 12 of the 15 A+AVD patents by death pnor to resolution (n=3), loss to follow-up 2. Straus DJ, et al. Blood 2020,135.73542,
(n=4), and withdrawal from study (n=5), Among the ABVD patients with grade 3 PN, two were lost to follow-up and two died prior to resolution of PN 3 Bartlett NL, et al. Blood 2019,134 (Suppl. 1):4026
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ECHELON-1: Pregnancies

* A total of 150 pregnancies were reported among study participants and their partners.

On-study pregnancies in patients or their partners Ongoing pregnancies or live births

m Partners of male patients » Female patients

100 - 100 -
~ 90 - £ 90 -
s @
g 80 ™ _é 80 2
g 70- 3 70+
® 60 -+ ® 50 -
& g - i 82/89
< o (92%) 52/61
z o - 8 P (85%)
= 30 - S 30 -
© 20 - S 20 -
< =]
O 10 - @ 10 4

0 - T e 0 4
A+AVD arm ABVD arm A+AVD arm ABVD arm
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FRONTLINE BRENTUXIMAB VEDOTIN AS
MONOTHERAPY OR IN COMBINATION FOR OLDER
HODGKIN LYMPHOMA PATIENTS

Christopher A. Yasenchak', Rodolfo Bordoni?, Dipti Patel-Donnelly®, Timothy Larson*, Jerome
Goldschmidt®, Ralph Boccia®, Vivian J. M. Cline’, Mariana Sacchi®, Andres Forero-Torres®, Robert Sims?,
Jingmin Liu®, Jonathan W. Friedberg'?

'Willamette Valley Cancer Institute and Research Center/US Oncology Research, Eugene, OR; ?Georgia Cancer Specialists,
Marietta, GA; *Virginia Cancer Specialists, Fairfax, VA, *“Minnesota Oncology P.A., Minneapolis, MN; *Oncology and Hematology
Associates of SW Virginia, Blacksburg VA ®Center for Cancer and Blood Disorders, Bethesda, MD; "US Oncology, Austin, TX;
*Bristol Myers Squibb, Princeton, NJ; “Seagen Inc., Bothell, WA; "*University of Rochester Medical Center, Rochester, NY

American Society of Hematology Annual Meeting; December 5-8, San Diego, CA; Abstract No. 471
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Brentuximab Vedotin Proposed Mechanism of Action

Anti-CD30 monocional antibody

Protease-cleavable hnker

o
(2 ,",VW
- L presenting cell
et .

) @ Monomethyl auristatin € (MMAE)
/ \ microtul bule-dawupung agent

Direct
Cytotoxicity

theat

' Adjacent e '
\‘ tumeor cell @ " J“ k ‘ Macrophage
- |
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Best Responses per Investigator — Efficacy Evaluable Set

Part A Part B PartC PartD
BV mono BV+DTIC BV+benda BV+nivo
Efficacy Evaluable Set N=25 N=19 N=17 N=19
ORR, n (%) 23 (92) 19 (100) 17 (100) 18 (95)
Best overall response
Complete response 18 (72) 13 (68) 15 (88) 15 (79)
Partial response 5 (20) 6 (32) 2(12) 3(16)
Stable disease 2 (8) 0 0 1(5)
Progressive disease 0 0 0 0
Duration of response, n 23 19 17 18
Median (min, max) 9.1 (2.8, 81.4+) 45.4 (0.0+, 67.3) 39.0 (0.0+, 56.8+) NR (1.4+, 27.5+)

Patients who were not efficacy-evaluable included:

» Patients with no post-baseline response assessment due to deaths (n=3) and patient withdrawal (non-AE related, n=2)

on or before the first scheduled post-baseline scan at Cycle 2

* One patient lost to follow-up

« One patient who was not an eligible cHL subtype (nodular lymphocyte-predominant HL) but still achieved partial
response after receiving BV

Yasenchak CA et al. ASH 2020;Abstract 471.
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Summary

Treatment options for older adults with cHL that may not be considered for
conventional combination therapy:

* BV monotherapy * BV combination treatments
* Active regimen in elderly population « BV+nivo and BV+DTIC
* Median 78 years of age * Promising activity (ORR 95%-100%)
* Median follow up of 54.5 months + Favorable safety profile in older adults
» ORR 92% (95% CI: 74%, 99%) with previously untreated cHL

« Median OS >6 years « BV+benda associated with multiple

« Notable activity and tolerability in acute toxicities
cHL patients unable to tolerate a « Additional long-term follow-up is

multi-agent regimen ongoing

RTP
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Consolidation with Nivolumab and Brentuximab Vedotin
After Autologous Hematopoietic Cell Transplantation
(AHCT) in Patients with High-Risk Hodgkin Lymphoma (HL)

Alex F. Herrera!, Lu Chen?, Yago Nieto?, Leona Holmberg?, Patrick Johnston®, Matthew Mei’, Leslie Popplewell?, Saro
Armenian®, Thai Cao!, Leonardo Farol!, Firoozeh Sahebi!, Ricardo Spielberger?!, Robert Chen!, Auayporn Nademanee!,
Alan Skarbnik’, Neena Kennedy?, Lacolle Peters!, Steven Rosen?, Larry Kwak?, Stephen Forman?, Tatyana Feldman®

1 Department of Hematology and Hematopoietic Cell Transplantation, Gty of Hope, Duarte, CA; 2 Department of Computational and Quantitative Medicine, City of Hope, Duarte, CA; 3 Department of Stem Cell
Transplantation and Cellubar Therapy, UT M.D. Anderson Cancer Ctr,, Houston, TX, 4 Clinical Research Division, Fred Hutchinson Cancer Research Center, Seattle, WA, 5 SDivision of Hematology, Department of Internal
Meadicine, Mayo Clinic, Rochester, MN, 6 Departmant of Population Sciences, City of Hope, Duarte, CA, 7 Novant Health, Chardotte, NC, 8 Hackensack University Medical Conter, Hackensack, NI
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Introduction — Consolidation after AHCT in HL &

AETHERA, BV consolidation after AHCT  Pembrolizumab consolidation after AHCT

n = 329 high-risk R/R HL, 16 cycles n =30 R/R HL, 8 cycles
85% with 2+ risk factors 40% with 2+ risk factors
i
' ‘: % oo —t + -h-
{ %1 BV: 59% 5y PFS £ | 19-month overall PFS: 81%
-
; ® i .| AETHERA eligible: 85% PFS
S Placebo: 41% 5y PFS ¢ | 1risk factor: 85% PFS
$ el R ——. & 21 2+ risk factors: 83% PFS
B e o g i CUETE R o

- RSN a2
( RN SR A N SR MAL N L F AN A AL D A M M e T M e

transplantation

@ American Society of Hematology  Moskowitz CH, et al Blood 2019, Armand P, et al. Blood 2019.
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Conclusions ‘l%

* BV+Nivo consolidation for 8 cycles after AHCT in patients with high-risk R/R
HL is a promising approach
— 92% 19-month PFS in all pts
— 19-month PFS was 96% in pts with 2 risk factors, 83% with 3+ risk factors
— 51% with prior BV exposure, 42% with prior anti-PD1 exposure

* BV+Nivo consolidation was tolerable, but associated with more irAE than in
pre-AHCT setting (27% requiring steroids)

— Neuropathy (51%) and neutropenia (42%) were common, no febrile neutropenia

* Based on these results, BV+Nivo consolidation after AHCT should be
evaluated further

& American Society of Hematology
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Weill Cornell
Medicine

Multicenter Phase |l Study of Oral Azacitidine (CC486) plus CHOP
as Initial Treatment for Peripheral T-cell Lymphoma

Jia Ruan, Alison Moskowitz, Neha Mehta-Shah, Lubomir Sokol, Zhengming Chen, Riyaad
Rahim, Wei Song, Koen van Besien, Steven Horwitz, Sarah Rutherford, Morton Coleman,
Ari Melnick, Giorgio Inghirami, Leandro Cerchietti, John P Leonard, Peter Martin

Weill Cornell Medicine; Memorial Sloan Kettering Cancer Center
Washington University in St. Louis; Moffitt Cancer Center

ASH2020 Abstract #40
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Conclusions

®  This study provides the first demonstration that addition of hypomethylating
oral azacitidine to CHOP as initial therapy for PTCL is safe, well tolerated,
and induces high response rates, including CR of 88% in PTCL-TFH
subtype.

&€

Exploratory mutational analysis by WES-NGS suggests that TET2
mutations were associated with CR and favorable PFS, while DNMT3A
mutations were associated with adverse OS.

@ Weill Cornell Medicine
RTP

Ruan J et al. ASH 2020;Abstract 40. 76 PRACTICE



A 27-year-old man is diagnosed with Stage IVB classical HL with nodal,
spleen and bone involvement. Albumin is 3.1 g/dL, Hgb is 8.6 g/dL
and white blood cell count is 17,500. IPS (International Prognostic
Score): 5. What initial treatment would you recommend?

Doxorubicin/bleomycin/vinblastine/dacarbazine (ABVD)
PET-adapted ABVD

Brentuximab vedotin + AVD

AVD

Other chemotherapy

Other

SN V' BE 2 B
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A 27-year-old man is diagnosed with Stage IVB classical Hodgkin
lymphoma (HL) with nodal, spleen and bone involvement. Albumin is
3.1 g/dL, Hgb is 8.6 g/dL and white blood cell count is 17,500. IPS = 5.

What initial treatment would you recommend?

P (s
Lzé misieashasstdd Brentuximab vedotin + AVD ’2;‘5} psrahass Brentuximab vedotin + AVD

»

@ JOHN KURUVILLA, MD PET_adapted BEACOPP § R CRAIG MOSKOWITZ, MD Brentuximab VEdOtin + AVD

ﬁmsmscwo,wsc Brentuximab vedotin + AVD B | coreransstovri,vo - 4 Brentuximab vedotin + AVD
3

‘ JOHN P LEONARD, MD Brentuximab vedotin + AVD uorensesnmomen - 4 Brentuximab vedotin + AVD

a? LT

GENERAL MEDICAL ONCOLOGISTS (N = 75) Brentuximab vedotin + AVD

AVD = doxorubicin/vinblastine/dacarbazine; BEACOPP = bleomycin/etoposide/doxorubicin/cyclophosphamide/vincristine/procarbazine/prednisone



An 85-year-old frail patient with advanced-stage symptomatic HL
is not a candidate for aggressive chemotherapy but is seeking
active treatment. Regulatory and reimbursement issues aside,
what would you recommend?

‘f: JONATHAN W FRIEDBERG, Brentuximab n{as)u MICHAEL E WILLIAMS, . -
')>- MD, MMSC vedotin/dacarbazine \S;a/’} MD, SCM BrentU)“mab vedotln
- Sequential brentuximab [} & Brentuximab vedotin +
.~ JOHN KURUVILLA, MD - S . CRAIG MOSKOWITZ, MD -
¥ vedotin 2 ABVD > ¢ nivolumab
E ANN S LACASCE, MD, MMSC Br.entUXImab " ': @ | LORETTA NASTOUPIL, MD BrentU)SImab VEdOtln +

| vedotin/dacarbazine nivolumab

) Brentuximab D : :
. ' JOHNPLEONARD, MD c o SIS 8 LAURIE H SEHN MD, MPH

GENERAL MEDICAL ONCOLOGISTS (N = 75) Brentuximab vedotin, Brentuximab vedotin + nivolumab

ABVD = doxorubicin/bleomycin/vinblastine/dacarbazine



Regulatory and reimbursement issues aside, what would
generally be your preferred bridge to transplant for a patient
with HL who is experiencing relapse after up-front ABVD?

ICE (ifosfamide/carboplatin/etoposide)
Brentuximab vedotin

Brentuximab vedotin + nivolumab
Brentuximab vedotin + pembrolizumab
Other

A B Bl
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Regulatory and reimbursement issues aside, what would
generally be your preferred bridge to transplant for a patient
with HL who is experiencing relapse after up-front ABVD?

Fié JONATHAN W FRIEDBERG, Brentuximab vedotin + (:v;" MICHAEL E WILLIAMS, ICE
'); MD, MMSC nIVO|umab \%' MD, SCM

Gemcitabine/ - e Brentuximab vedotin +
b ¢ nivolumab

b JOHN KURUVILLA, MD

od dexamethasone/cisplatin

E i EAGASEE Hibabise ICE if later relapse; brentuximab B e i i Brentuximab ve_dotm +
| vedotin + nivolumab for early relapse bendamustine

%{; JOHN P LEONARD, MD Brengg)rildn;?nbu‘;gi?lztln v LAURIE H SEHN MD, MPH Brentuximab vedotin
¥ Fy®

GENERAL MEDICAL ONCOLOGISTS (N = 75) Brentuximab vedotin, Brentuximab vedotin + nivolumab




Regulatory and reimbursement issues aside, what is generally your
preferred second-line therapy for a patient with HL who is
experiencing relapse after up-front ABVD and who is not considered
a candidate for transplant?

Other chemotherapy

Brentuximab vedotin

Brentuximab vedotin + nivolumab
Brentuximab vedotin + pembrolizumab
Nivolumab

Pembrolizumab

Other

N Y B BT
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Regulatory and reimbursement issues aside, in general, what is
your preferred second-line therapy for a patient with HL who is
experiencing relapse after up-front ABVD and who is not
considered a candidate for transplant?

Fié JONATHAN W FRIEDBERG, B e b vedoti (:v;" MICHAEL E WILLIAMS, Brentuximab vedotin +

'); MD, MMSC rentuximanp vedotin \%' MD, SCM nivolumab

- : - Brentuximab vedotin +

.~ JOHN KURUVILLA, MD 8 | CRAIG MOSKOWITZ, MD .

e Pembrolizumab & nivolumab

E ANN S LACASCE, MD, MMSC Brentux,lmab vedOtln + ': @ | LORETTA NASTOUPIL, MD Brentux.lmab vedOtln +
| nivolumab nivolumab

i:; JOHR PLEGNARD; WD Pembrolizumab a LAURIEH SEHN MO, MRH Brentuximab vedotin
% FL d

GENERAL MEDICAL ONCOLOGISTS (N = 75) Brentuximab vedotin, Brentuximab vedotin + nivolumab




Agenda

Module 1: Evolving treatment paradigm for patients with diffuse large B-cell
lymphoma (DLBCL) — Dr LaCasce

Module 2: Optimal management of newly diagnosed and relapsed/refractory
follicular lymphoma — Dr Leonard

Module 3: Available and emerging approaches for mantle cell ymphoma -
Dr Williams

Module 4: Selection and sequencing of therapies for patients with advanced
Hodgkin lymphoma — Dr Kuruvilla

Module 5: Advances in chimeric antigen receptor T-cell therapy for DLBCL and

other lymphoma subtypes — Dr Friedberg

RESEARCH
TO PRACTICE



Matching-Adjusted Indirect Comparison (MAIC) of
Lisocabtagene Maraleucel (liso-cel) vs
Axicabtagene Ciloleucel (axi-cel) and
Tisagenlecleucel in Relapsed/Refractory (R/R)
Large B-Cell Lymphoma (LBCL)

David G. Maloney,! John Kuruvilla,? Christopher P. Fox,3? Guillaume Cartron,*
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MAICs to Estimate Population-Adjusted Relative
Treatment Effects

 Patients from TRANSCEND were removed from the liso-cel patient population if they did not satisfy eligibility criteria specified in the
comparator trial for each MAIC. Remaining patients from TRANSCEND were then weighted using method-of-moments propensity score
models involving clinically relevant prognostic factors (baseline characteristics) to match the marginal distribution (eg, mean, variance)
of clinical factors among patients from ZUMA-1 and JULIET

Patients who would not have been Patients in TRANSCEND are weighted to match the averages
eligible for enrollment in the comparator and standard deviations reported in the comparator trial;
trial aro oxcluded ESS reflects practical sample size after adjusting

The comparator trial differs on eligibility
criteria and patient characteristics

Adjustment is based on prognostic factors

Comparator 1 Comparator 1 Comparator 2

¥ U X X
B EREINEE B KN

ESS, effective sample size; IPD, individual patient data. Maloney DG et a|_ ASH 2020;Abstract 2116. 4




Summary

* MAIC-weighted outcomes suggest that liso-cel provides a well-balanced overall
efficacy and safety profile for the treatment of R/R LBCL
— Better efficacy and comparable safety vs tisagenlecleucel
— Better safety and comparable efficacy vs axi-cel

* Without head-to-head clinical trials, these indirect comparisons aimed to

narrow between-study differences and create fair comparisons of the
3 CART cell therapies

— Despite the rigorous process that identified clinically important factors, there is no
guarantee that all relevant CAR T cell therapy clinical factors were included

— Although TRANSCEND had the largest sample size that enabled adjustments, not all factors
identified in the process were included due to inconsistent reporting across trials

Maloney DG et al. ASH 2020;Abstract 2116. 10



One-Year Follow-Up of ZUMA-2, the Multicenter,
Registrational Study of KTE-X19 in Patients With
Relapsed/Refractory Mantle Cell Lymphoma
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ORR by IRRC Assessment Was 92% (95% Cl, 82 — 97) and CR Rate
Was 67% (95% Cl, 53 — 78)
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(n=2)

* At a median follow-up of 17.5 months
(range, 12.3 — 37.6), 29 of 60 evaluable

PR
5 CR patients (48%) remain in ongoing responses
mow - 28 of 40 patients who achieved CR (70%)
mPD remain in response
* The first 28 patients treated had a median
follow-up of 32.3 months (range, 30.6 —37.6)
- 39% of patients remain in continued remission
with no further therapy
3%
(n=2) * In all enrolled patients (N = 74), ORR was

I 2 84% (59% CR rate)

ORR®

SD

3 Assessed by an IRRC according to the Lugano Classification.® One patient was not evaluable.

1. Cheson BD, et al. J Clin Oncol. 2014;32:3059-3068.

PD

CR, complete response; IRRC, Independent Radiology Review Committee; ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease.

ASH 2020 Abstract 1120

Wang et al



Efficacy and Safety of Tisagenlecleucel In
Adult Patients With Relapsed/Refractory
Follicular Lymphoma: Interim Analysis of the
Phase 2 ELARA Trial
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Background

Axi-Cel

scFv (anti-CD19)

Hinge/
Transmembrane

Costimulatory
Domains

Jacobson C et al. ASH 2020;Abstract 700.



ORR by IRRC Assessment Was 92% (95% Cl, 85 — 97);
CR Rate Was 76% (95% Cl, 67 — 84)

100 7 g9, ORR 94% ORR mCR
85% ORR 2PR
g END
60 1 it
£ 76% CR 60% CR
=3 (n=79) (n=12)
@ 40 -
& el
16% PR 3% 5_°/°5 4% 2%
(n=17) (n=3) (n=5) (n=3) (n=2) 0 l
0 _
ORR sSD ND? ORR sD ND ORR sD ND
All Patients (N = 104) FL (n = 84) MZL (n = 20)

* The median time to first response was 1 month (range, 0.8 — 3.1)

* Among the 25 patients with FL who initially had a PR, 13 (52%) subsequently converted to a CR after a
median of 2.2 months (range, 1.9 —11.2)

The investigator-assessed ORR (N = 104) was 95%, with a CR rate of 77%. Concordance between investigator-assessed and IRRC-assessed ORR was 91%. ? For the 5 patients reported as ND, 4 (1 FL; 3 MZL) had no disease
at baseline and postbaseline per IRRC but were considered with disease by the investigator; 1 patient with FL died before the first disease assessment.
CR, complete response; FL, follicular lymphoma; IRRC, Independent Radiology Review Committee; MZL, marginal zone lymphoma; ND, undefined/not done; ORR, overall response rate; PR, partial response;

SD, stable disease.

Jacobson C et al. ASH 2020;Abstract 700.



CAR T Cell Expansion Over Time
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Baseline Day 7 Week 2 Week 4 Month 3 Month 6 Month 12
Patients Time After Infusion
FL 124 124 112 17 114 102 61
MZL 22 22 20 19 15 13 6
All patients 146 146 132 136 129 115 67

* The median time to peak of anti-CD19 CAR T cell levels after axi-cel infusion was 9 days (range, 8 — 371)2
- CAR T cell expansion by peak and AUC trended higher in patients with MZL

- Most patients with evaluable samples (52/67 [78%]) had low levels of detectable CAR gene-marked cells at
12 months

Graph shows medians and interquartile range.
# One patient with FL had a second peak of CAR T cells on Day 371 in the context of florid relapse.
AUC, area under the curve; axi-cel, axicabtagene ciloleucel; CAR, chimeric antigen receptor; FL, follicular lymphoma; LOQ, limit of quantification; MZL, marginal zone lymphoma.

Jacobson C et al. ASH 2020;Abstract 700.



Anti-CD30 CAR-T cell therapy In
relapsed/refractory Hodgkin lymphoma

41 patients

Median 7 prior lines of

therapy: Checkpoint

inhibitors, Brentuximab
ASCT/alloSCT.

0.8 A

0.6 A

0.4

PFS (probability)

Low grade CRS; no 0.2 -
neurologic toxicity; common 1-Year PFS, 36% (95% Cl, 21% to 51%)

skin rash 0 100 200 300 400 500 600 700 800

ORR 72%: CR 59% Time Since Initial Infusion (days)

One year PFS: 36%

Courtesy of Jonathan W Friedberg, MD, MMSc Ramos et al, JCO online 2020



Pathophysiology of CAR T-cell-associated
neurotoxicity and cytokine release syndrome

CNS BBB disruption Blood
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Patient identification and appropriate referral for
CAR-T cell therapy

EARLY referral is most important
— Numerous open trials in novel settings

Considerations:

— Avoid lymphotoxic therapy (purine analogs, bendamustine)
— Avoid immunosuppressive therapy, including steroids

— (?) avoid tafasitamab and other CD19-targeting agents

For DLBCL.:

— Refer before starting salvage therapy
— New products may allow treatment of older individuals

@ — “Real world” experiences variable
@/ MEDICINE
WEJ{MQ;F Courtesy of Jonathan W Friedberg, MD, MMSc Jain et al, BBMT 25:2305-21 2019



A patient with DLBCL should be in adequate physical condition
to undergo autologous stem cell transplant in order to be a
suitable candidate for CAR T-cell therapy.

1. Agree
2. Disagree

3. ldon’t know




A patient with diffuse large B-cell lymphoma (DLBCL) should be
in adequate physicial condition to undergo autologous stem cell
transplant in order to be a suitable candidate for CAR T-cell
therapy.

t‘ JONATHAN W FRIEDBERG, (22} MicHAEL EwiLLIAMS,
5 Mp,Mmsc Agree &% MD,scM Agree
- kS

@ JOHN KURUVILLA, MD Disa gree " . CRAIGMOSKAWITZ, #1D Agree

m ANN S LACASCE, MD, MMSC Disagree Disagree
“

AN

%:); JOHN P LEONARD, MD Agree LAURIE H SEHN MD, MPH Disagree
P )4 Py 4

GENERAL MEDICAL ONCOLOGISTS (N = 75) Agree
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