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We Encourage Clinicians in Practice to Submit Questions
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Module 1: Follicular lymphoma

 Key Relevant Data Sets

— RELEVANCE: R? for untreated follicular lymphoma

— Tazemetostat +/- lenalidomide/rituximab
— CHRONOS: Copanlisib + rituximab for untreated and relapsed/refractory disease
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RELEVANCE Trial: R? induces high molecular response in

untreated FL

Impact of positive MRD at week 24 on PFS

in PB and/or BM
A + Censored

1.0 Log-rank P=.0063
Negative
0.8 -
£
§ 064
=
(=3
g
S 041
&
Positive/
0.2 Positive <10”
0-0 1 I I 1 1 1 1 1 1 I
0 6 12 18 P4 30 36 42 48 54 60

PFS (months)
Negative 175 171 163 158 153 128 93 58 20 2 0
Pos/Pos<10® 32 32 29 927 25 12 7 5 3 1 0

Delfau-Larue MH et al. Blood Adv 2020;4(14):3217-3223.

o
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0.0

Impact of positive MRD at week 24 on PFS

in BM

+ Censored
Log-rank P=.0110

Negative

N Event Censored Median Sglrvwal Positive/
, (95% CI) Positive <10”
Negative 103 17.5% (18) 82.5% (85) Not reached

Pos/Pos <10° 30 33.3% (10) 66.7% (20) Not reached (34.9, NA)

0

Negative 103
Pos/Pos <10° 30

6 12 18 24 30 36 42 48 5 60

PES (months)
100 9 9 9 82 64 39 14 1 0
3 28 2% 2% 11 6 5 38 1 0

Courtesy of Christopher R Flowers, MD, MS



Follicular Lymphoma and EZH2

Germinal Center Reaction

# EzH2 W EZH?2

o

Plasma cell
(makes antibodies)

= EZH?Z2 an epigenetic regulator of gene
expression and cell fate decisions'

: »jbrark Zone

Liiht Zone

= EZHZ2 is required for normal B-cell biology
and germinal center formation?

o Oncogenic mutations in EZHZ2 suppress exit Naive B-cell Apoptosis

from germinal state and “lock” B cells in this O
state thereby transforming into a cancer? ‘ /
/
Oncogenic - Memory B-cell
= EZH?2 biology relevant in both mutant (MT) Mutations in EZH2 (F;z?;'g";’f;)s
and wild-type (WT) EZH2 FL )\ § R
o ~20% of patients with FL also have EZH2 gain 3=

] . 3
of function mutations Tazemetostat Germinal Center
Derived Neoplasms

, o Tazemetostat, a selective, oral inhibitor of EZH2 has shown
1. Gan L, et al. Biomark Res. 2018;6(1):10; 2. Béguelin W, et al. Cancer Cell.
2013;23(5)677-692. 3. Bodor C, et al. Blood. 2013;122:3165-3168. 4. Italiano A,
et al. Lancet Oncol. 2018;19(5):649-59; 5. Morschhauser F, et al. Hematol

antitumor activity in non-Hodgkin’s lymphoma patients with either
MT or WT EZH245

On June 18, 2020, Tazemetostat was granted accelerated FDA approval for R/R
FL with EZH2 mutations after at least 2 prior systemic therapies and for R/R FL
with no satisfactory alternative treatment options

Courtesy of John P Leonard, MD

(@ YyellConell  _ NewYork-Presbyterian
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Phase Il Trial of the Oral EZH2 Inhibitor Tazemetostat for
R/R FL - Response

EZH2™* (n=45) EZH2"" (n=54)
-IIE-;:IZO :nlzetsal’:i(:)r:\s:t::’us IRC-assessed Investigator- IRC-assessed Investigator-
assessed assessed

Objective response rate* 31 (69%; 53-82) 35 (78%; 63-89) 19 (35%; 23-49) 18 (33%; 21-48)
Overall disease control ratet 44 (98%) 45 (100%) 37 (69%) 34 (63%)
Best overall response

Complete response 6 (13%) 4 (9%) 2 (4%) 3 (6%)

Partial response 25 (56%) 31 (69%) 17 (31%) 15 (28%)

Stable disease 13 (29%) 10 (22%) 18 (33%) 16 (30%)

Progressive disease 1(2%) 0) 12 (22%) 16 (30%)

Not estimable or unknown 0 0 5(9%) 4 (7 %)

Data are n (%; 95% Cl) or n (%). IRC=independent radiology committee. *Objective response rate includes patients
with a complete or partial response. tOverall disease control rate includes patients with a complete response, partial
response, or stable disease.



Phase |l Trial of Tazemetostat in R/R FL — Change in Tumor
Volume from Baseline

100
1009 m Best response of partial response or complete response
¥ Treatment ongoing
75+ @ Bestresponse of progressive disease N
3 3
v G0 == == mm e e e e e e e e e e e e e e e e e y Progressive _?_:J P.rogresswe
£ d 9 disease
3 - isease 0
a EZH2 3
s :
0
0 —
) _ >Stable S >S’Fable
: disease _g disease
E S
25 5
3 0
g :
R YERNRRR——— .J Partial Jz Partial
c -
£ response % fesponse
) 0
£ 75 ;
5 5
-100q  Pts with EZH2-Mutant FL -100- Pts with EZH2-wildtype FL .
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Patients (n=45) Patients (n=49)

MOFSChhauser F et al. LGnCE’t OnCOI 2020;21(11):1433'1442. Courtesy of Christopher R F|owers’ MD’ MS



Ongoing Phase Ib/Ill Trial of Tazemetostat + Len/Rituximab
in R/R FL

Target accrual (N = 518) Tazemetostat

+
* Must have Grade 1 to 3AFL Rituximab/Lenalidomide (R?)
* Received at least 1 prior line of therapy

« No prior EZH2 inhibitor Placebo

* No prior lenalidomide for FL I;

* Primary endpoint:
- Stage 1: RP3D of tazemetostat in combination with R?
« Stage 2: PFS

Batlevi CL et al. ASH 2020; Abstract 2052; Clinicaltrials.gov; NCT04224493 (Accessed January 2021).
Courtesy of Christopher R Flowers, MD, MS



CHRONOS-3 Trial: Copanlisib + Rituximab Meets Primary Endpoint

in Relapsed iNHL
Press Release: October 14, 2020

 The Phase Ill study CHRONOS-3 evaluating copanlisib in combination with
rituximab in indolent Non-Hodgkin's Lymphoma (iNHL) patients (n=458) who have
relapsed after one or more prior lines of rituximab-containing therapy has met its
primary endpoint of prolonged progression-free survival (PFS). The study
predominantly included patients with follicular lymphoma (FL) and marginal zone
lymphoma, as well as patients with small lymphocytic lymphoma and
lymphoplasmacytoid lymphoma/Waldenstrom macroglobulinemia.

e Safety observed in the trial was generally consistent with previously published data
on the individual components of the combination and no new safety signals were
identified.

https://bayer2019tf.g4web.com/news/news-details/2020/Aligopa-copanlisib-in-Combination-With-Rituximab-Meets-Primary-Endpoint-in-
Patients-With-Relapsed-Indolent-Non-Hodgkins-Lymphoma/default.aspx. Courtesy of Christopher R Flowers, MD, MS




If you were to administer rituximab/lenalidomide as first-line
treatment for a patient with FL, what would be the duration of

treatment, including maintenance therapy if used?

1 year

18 months
2 years
2.5 years
Other

U Rl 0 e =
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Have you used or would you use obinutuzumab/lenalidomide
to treat FL?

1. Yes, as first line treatment and beyond

2. Yes, as second line treatment and beyond
3. No

RT P«?ﬁ?{}iew ::‘-.



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 BR but then
experiences disease relapse 4 years later?

Re-treatment with BR
Obinutuzumab/bendamustine

R-CHOP

Rituximab/lenalidomide

PI3K inhibitor

Tazemetostat

Chemotherapy =2 autologous stem cell transplant
Other

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

Idelalisib

Copanlisib

Duvelisib
Tazemetostat

R-CHOP
Radioimmunotherapy
Obinutuzumab

Obinutuzumab + chemotherapy

Oth o
y RT P4¥eﬁ£i{‘riew 2
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Agenda

Module 1: Follicular lymphoma

Module 2: Mantle cell lymphoma

Module 3: Diffuse large B-cell ymphoma
Module 4: Hodgkin lymphoma

Module 5: CAR T-cell therapy in DLBCL and other lymphoma subtypes

=y, =

2 U Ej\) Yearin. Iiﬁ:‘
I\ 44Review [

o




Module 2: Mantle cell lymphoma

 Key Relevant Data Sets

— FDA-approved BTK inhibitors for mantle cell lymphoma (MCL)

— BRUIN: LOXO-305 for previously treated MCL, Waldenstrom
macroglobulinemia

—  ZUMA-2: Brexucabtagene autoleucel for R/R MCL

N\ « ReV1eW !""




The B-cell receptor pathway: Selected inhibitors

BAF F/BLyS
BCAP

| S H Idelalisib,
= ||| ewe= | Duvelisib,
PDK1

Ibrutinib, BTK PLCY 7 ..
Acalabrutinib \ "‘T°R°2 ol o CopanI|§|F),

Fostamatinib

Zanubrutinib DAG Ca++ "‘To’licGBL ‘\/ Umbralisib
e 4 sc@ A
4EBP N Y.,
mTOR GPL I p S
D = Everolimus,

mTORC1 I

@ Temsirolimus
N ’

‘IKK‘{‘ 4_." ®
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l ¢ Canomcal Non-canonical
RELA IKBa B p1oo
Bortezomib, P50 @ | ,': RELB Palbociclib,
Carfilzomib, v e K476 I Ribociclib,
Ixazomib : : Abemaciclib
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Overview of FDA-Approved BTK Inhibitors for MCL:

Ibrutinib, Acalabrutinib and Zanubrutinib

* Similar overall response rates, ~70-80%

— Better when used earlier (2" or 3 line)

* Improved toxicity profile for acala and zanu

— More specific BTKi inhibition (Zanu similar to Acala)
— Less Afib, bruising/bleeding, arthralgia

— Prefer over ibrutinib if concurrent anticoagulation and/or anti-platelet therapy

Acalabrutinib 1brutinib

Percent control .. 3 . / “ *
/ s A -
0% , 2
& ®» - r
@® oix | | . | t |
@ 01%1% \ /

(= 1%~5%

® 5%-10%
*  10%-35%
>35%

\f } " P Year, IS
Herman et al, Clin Ca Res 2017 CourteSy of Michael E Williams, MD, ScM T 8 8 <{ ReVIeW




Phase I/ll BRUIN Trial of LOXO-305 in Previously Treated MCL,
Waldenstrém's Macroglobulinemia, and Other Non-Hodgkin Lymphomas

e LOXO-305 is a highly selective, non-covalent BTK inhibitor that inhibits both wild type
and C481-mutated BTK with equal low nanomolar potency
 Median number of prior lines of therapy was 2 for MCL (range 2-8)
* Responses were observed at the first dose level of 25 mg QD.
 RP2D of 200 mg QD was selected for future studies.
« Among 35 evaluable pts with MCL
* ORR=51%
e CR=9(25.7%)
 Among the 20 efficacy evaluable pts who started at RP2D, ORR was 65% with 7 CRs
* Responses in MCL were observed in pts who received prior cell therapy, including 3 of 7
patents with prior SCT, and 1 of 2 with prior CAR-T
* There were no DLTs or dose reductions.
 The only TEAEs regardless of attribution or grade seen in >10% of pts (n=186) were
fatigue (n=29, 16%) and diarrhea (n=28, 15%).

Wang M et al. ASH 2020; Abstract 117. Courtesy of Christopher R Flowers, MD, MS



Results from the ZUMA-2 Trial of KTE-X19 CAR T-Cell Therapy in R/R MCL
(7-Month Follow-Up)

Best Response Duration of Response
100 56 (93) Complete response oy
90 Partial
M Partial response = 20
80 T o
2 70 5 £
= s 2 607
s 60 20 s &
& (67) P
e s o 40
s 50- 5=
T 40- $ =
o = 20
& 30 Median, not reached (95% CI, 8.6—NE)
20— i R N O W R I S N S SR S S
O 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34
10 2 (3) 2 (3) Months
0-
Objective Stable Progressive No. at Risk 56 48 42 32 25 17 1514 121211 9 2 2 2 O
Response Disease Disease
Progression-free Survival Overall Survival
100 100+
4
_g .s 80— = 80—
S @ 8
5§ 60 § 60
.. 9 ©
© Ao o.
5 40 B 40
S8 -
= [ =
o = S
Qs 204 S 20+
Median, not reached (95% CI, 9.2—NE) = Median, not reached (959 CI, 24.0-NE)
0 T T I I I | I T I I I I I T I I 1 o | I | I T I I I | I T I I I I I 1
0O 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 0O 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34
Months Months
No. at Risk 60 54 43 38 31 17 16 1513 121211 4 2 2 1 O No. at Risk 60 59 55 52 46 36 27 21 21 21 20201915 7 2 1 O

Wang M et al. N Engl J Med 2020;382(14):1331-1342. Courtesy of Christopher R Flowers, MD, MS



ZUMA-2: One-Year Follow-Up Results for 60 Pts

* The ORR =92%
* CRrate=67%

e Of all efficacy-evaluable patients, 48% had ongoing responses at the data
cutoff. Median DoR, PFS and OS = Not reached

e 15-month PFS =59.2%
e 15-month OS = 76.0%

Wang M et al. ASH 2020; Abstract 1120. Courtesy of Christopher R Flowers, MD, MS



ZUMA-2: One-Year Follow-Up Results for 60 Pts

e Common grade 2 3 AEs: Neutropenia (85%), thrombocytopenia (53%), anemia
(53%), and infections (34%).

* Grade > 3 cytopenias were reported in 60% of patients > 30 days post-infusion.
 Grade >3 CRS occurred in 15% of patients; 59% received tocilizumab

 Grade = 3 neurologic events (NEs) were reported in 31% of patients;
8% received steroids

* All CRS events and most NEs (37/43) resolved, as previously reported.

* There were no Grade 5 CRS events or NEs, and no new Grade 5 events
occurred with additional follow-up.

Wang M et al. ASH 2020; Abstract 1120. Courtesy of Christopher R Flowers, MD, MS



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

o0 el O B - Bl L 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
tumor progression?

1. Lenalidomide
Lenalidomide + rituximab
Bortezomib

Bortezomib + rituximab
Venetoclax

Acalabrutinib
Zanubrutinib

Brexucabtagene autoleucel

other RT P4¥eﬁ£‘{‘riew =

O B S~ BN Y e 0




Agenda

Module 1: Follicular lymphoma

Module 2: Mantle cell lymphoma

Module 3: Diffuse large B-cell ymphoma

Module 4: Hodgkin lymphoma

Module 5: CAR T-cell therapy in DLBCL and other lymphoma subtypes
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Module 3: Diffuse large B-cell lymphoma

 Key Relevant Data Sets

— SADAL: Selinexor for relapsed/refractory DLBCL
— L-MIND: Tafasitamab + lenalidomide

— Investigational bispecific agents
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Many subsets of DLBCL are not cured with R-CHOP

Low IPI
Low stage
GC phenotype

Key challenges: High IPI
* |ncrease number of patients Elderly

cured with 1L treatment Non-GC phenotype
Double hit lymphoma

_ _ Dual protein overexpression
* Improve options for patients 2L+

TTTTTTTTTTTTTTT

EEERCHICAGO
) . @ MEDICAL CENTER
Courtesy of Sonali M Smlth, MD BIOLOGICAL SCIENCES




Expected Survival for R/R DLBCL Treated with Salvage
Chemotherapy

Response Complete

1.0 Rate Response  Median OS,
0.9 SCHOLAR-1 (N = 636) % (95% Cl) % (95% Cl) months
0.8 == Primary refractory 20 (11-34) 3(1-11) 7.1
g’ al == Refractory 22" line 26 (17-39) 10 (5-20) 6.1
ﬁ 0.7 - === Relapse <12 months post-autoSCT 34 (24-45) 15 (6-31) 6.2
S 0.6-
o 05- CR rate of 7%
§ 0.4 Median OS was 6.3 months (range, 5.9-7.0)
w 0.44
§ 0.3
W 0.2- w1
0.1 _ [ Ll Ll 1 1
0.0 -

0 20 40 60 80 100 120 140 160 180
Time From Commencement of Salvage Therapy, months

Patients unable to undergo autologous stem
cell transplant have median survivals < 1 year

b4 1 HE UNIVERSITY OF
<’ CHICAGO MEDICINE &

BIOLOGICAL SCIENCES Crump M, et al. Blood. 2017;130:1800-1808 Courtesy of Sonali M Smith, MD



Selinexor: oral XPO1 inhibitor

Selinexor: Mechanism of Action

Exportin | (XPOI| or CRMI)
mediates the nuclear export of proteins,
mRNAs, rRNAs, snRNAs and impacts

* Tumor suppressor proteins

(p53. kB, FOXO etc.)

* elF4E (Translational initiation
factor) bound oncogenic mRNAs
(c-Myec, Bel-xL, cyclins etc.)

Selinexor is an oral selective XPO | inhibitor; preclinical data support that XPO| inhibition:
* Reactivates multiple TSPs relevant to NHL, (p53, p21, IkB, FOXO etc.)

Disrupts localization of elF4e (overexpressed in most B-cell lymphomas'
* Reduces c-Myc, Bel-2, and Bcl-6 levels?3

|.Kodali 2011 2. Kuruvilla 2014 3. Schmidt 201

THE UNIVERSITY OF

EEE§CHICAGO
Courtesy of Sonali M Smith, MD

MEDICAL CENTER
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SADAL.: phase 2 trial of selinexor monotherapy in R/R DLBCL

/N Overall 95% 1
response
rate (%)

Patient characteristics: — E
N=127 with med age 67y ccs 2059 —— we @y

Non-GCB 13/63 ——— 21% (11.5-327)
(o) De novo or transformed '
45% of pts > 70y it e L v asraes
o) : Transformed 12/31 S e — 39% (21.8-57.8)
72% refractory to last regimen e a
Yes 25/91 —— 7% (186-37.8)
No 1130 —|—l— 37% (19-9-56-1)
Previous ASCT therapy !
Yes 16/38 —— 42% (263-592)
Re su |ts . No 20/89 —s-- 2% (143-32:6)
bl Cendir 1
0, Female 17/52 —t 3% (203-47)
O R R 2 8 A) Alle 19775 —at 253 (16.0-367)
o) Age :
C R 1 2 A) =70 14/57 —— 25% (141-37.8)

M e d D R 9 3 m <70 22/70 —— 31% (20.9-436)

Number of previous lines

--med DR for CR pts 23m y i sl st

"mEd DR for PR ptS 44m gzi:;ﬁijf::m 10/32 —4— 31% (161-50.0)

No impact of COO — - i =
o 2 : o 60 g 100

554 THE UNIVERSITY OF
&/ CHICAGO MEDICINE &
BIOLOGICAL SCIENCES Kalakonda N et al. Lancet Haematol 2020;7(7).e511-22. Courtesy of Sonali M Smith, MD



SADAL.: phase 2 trial of selinexor monotherapy in R/R DLBCL

Patient characteristics:

N=127 with med age 67y

45% of pts = 70y

72% refractory to last regimen

Results:
ORR 28%
CR 12%
Med DR 9.3m
* med DR for CR pts 23m
* med DR for PR pts 4.4m
No impact of COO

THE UNIVERSITY OF
&/ CHICAGO MEDICINE &
BIOLOGICAL SCIENCES Kalakonda N et al. Lancet Haematol 2020;7(7).e511-22. Courtesy of Sonali M Smith, MD



Tafasitamab MOA
| e ortotomay RN lenelidomice

—

m ADCC T Q’jw;}‘-o m T and NK Cell
= ADCP T w O Activation/Expansion
Lenalidomide
m Direct Cell Death N PG o m Direct Cell Death
= E . inel t ' ? uﬁuw" Py ® Demonstrated activity as an
ncouraging single agen bille 3
activity lgn I:ngL gatieits 3 - ant.I-lymph-oma‘ agent, alone
with long DoR in R/R DLBCL f P i O 'ncombination
é‘ , o m Approved for treatment of

MCL and FL/MZL
lauea'ago MOR208
Dllect '

toxici y) (‘)
cytotoxicity anse I

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

L-MIND trial: phase 2 trial of tafa-len x 12
cycles in R/R DLBCL
Salles et al. ICML 2019. #124.

Hortonet al., 2008; Awanet al., 2010; Richter et al., 2013; MorphoSys data on file; Wu et al., 2008; Lapalombella et al., 2008; Zhang

et al., 2013, Wiernik et al., 2008; Witzig et al., 2011; Czuczman et al., 2017; Jurczak et al, 2018 &IIV{EIR(SZXE;(E)F

Courtesy of Sonali M Smith, MD m

BlOLOGICAL SCIENCES



L-MIND Results: very long response duration for CR pts

A
L ¢
5 -
i“ L) - ettt 7 gl ‘\‘
k: ™
L% 3 ~
:6 b é ” —
¢ | PFSAllresponders P
o - T - T - * 71 PFSAIllpts
S b % 1 £ 2
m-v:umum 3 T I ] P s ) ) ) ]
Megonsng o om 1 %01 PR san 104 Mt ot e
petet (rarvtmr cormornd|
Alseasdpeteets O A am B Nm '
8 — Corrpiets repoe 0
it aocal Pl e TN
R T - =
F - c—t—msa
5 2 n
% i e Z
5 BB 3
i ;
b4 3
it =1 DR - OS All pts
f: Bk e e - wR TR c R J R A AR b A T
° T A 3 3 & & 3 s @ 2 »
p— . e e el ion of tresteest | Feethy
(rurmber cermored) Taerho (ool
aTpen wponden 34 [ S 13 v 3 Faawd pate b “ »
s reponden. 14 ) ™ 10 a a « ¢ r (%) v
Pati h istics: Results:
atient characteristics: RCoUILH.

N=81 with med age 72y
50% of pts 2L
42% R-ref, 44% ref

&4 THE UNIVERSITY OF
y CHICAGO MEDICINE &
BIOLOGICAL SCIENCES

ORR 60%, CR 43%
Med DR 22m but NR for CR pts

Salles G et al. Lancet Oncol. 2020 Jul;21(7):978-988

Courtesy of Sonali M Smith, MD



L-MIND Results: very long response duration for CR pts

Patient characteristics: Results:
N=81 with med age 72y ORR 60%, CR 43%
50% of pts 2L Med DR 22m but NR for CR pts

42% R-ref, 44% ref

THE UNIVERSITY OF Salles G et al. Lancet Oncol. 2020 Jul;21(7):978-988

9 CHICAGO MEDICINE &
BIOLOCICAL SCIENCES Courtesy of Sonali M Smith, MD



ASH 2020: Advent of Bispecifics in Lymphoma

e CD20xCD3
e REGN1979 — Bannerji ASH 2020 #400
* Mosunetuzumab — Olszewski ASH 2020 #401
* Epcoritamab — Hutchings ASH 2020 #402
e Glofitamab — Hutchings ASH 2020 #403

* CD19xCD3
* MB-CART2019.1 — Borchman ASH 2020 #404

THE UNIVERSITY OF
&Y CHICAGO MEDICINE &

BIOLOGICAL SCIENCES Courtesy of Sonali M Smith, MD



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?

Polatuzumab vedotin/BR
Tafasitamab/lenalidomide
Selinexor

CAR T-cell therapy

A - Bl Bl

| don’t know

RT P«?ﬁ?{}iew ::‘-.



Agenda

Module 1: Follicular lymphoma
Module 2: Mantle cell lymphoma

Module 3: Diffuse large B-cell ymphoma

Module 4: Hodgkin lymphoma

Module 5: CAR T-cell therapy in DLBCL and other lymphoma subtypes
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Module 4: Hodgkin lymphoma

 Key Relevant Data Sets

— ECHELON-1: Five-year update
— AETHERA: Five-year follow-up
— Brentuximab vedotin (BV) + nivolumab as first-line therapy

— KEYNOTE-204: Pembrolizumab versus BV for R/R classical HL

T D) Year;, [N
I\ I I <4Review ¢




Snapshot of frontline standard treatment approach

prior to targeted agents
—  Non-PET . ABVD2 +IFRT 20Gy

dapted
CIANA | — adapte ABVD4-6
CALGB 50604 Blood 2018
[[ 1B, 11X }]
ABVD6
—  Non-PET
adapted mm»>  Stanford V
[ I, Iv }—- escBEACOPP
- - m====) RATHL NEJM 2016
S0816 JCO 2016

=2 THE UNIVERSITY OF
&¥ CHICAGO MEDICINE &

BIOLOGICAL SCIENCES Courtesy of Sonali M Smith, MD



Evolution of care: two “new” targets

PDL1/2 Gain

PDL1/2 Amplification

C
3 PP YOI =
IR AT i
':;. _"0’50 l;‘:j_.?;'
g Favat Dipass
5 A . ﬁ Y
= 7
: g £,
8 L i i

BV FDA-app 2011

100+

Tumor Size (% change from baseline)

230 g 1900, & 7
R S

) ; g be
L

Best Clinical Response per IRF

W Complete response
Partial response

I Stable disease

50 M Progressive disease

Sl

4
iat

Individual Patients (n = 98)

isrd 1 HE UNIVERSITY OF

&

CHICAGO MEDICINE &
BIOLOGICAL SCIENCES

Change From Baseline (%)

100

-100 -

B ol -

ot

http://pleiad.umdnj.edu/~dweiss/hd_types/hdimmuno_img.html

Pembro FDA-app 2011

B Change in Tumor Burden

Stable
Disease

Change (%)

Nivo FDA-app 2016

Complete

Partial Response Response

Individual Patient Data (N=23)

Ansell et al. N Engl J Med. 2015 Jan 22;372(4):311-9; Younes et al. J Clin Oncol. 2012 Jun 20;30(18):2183-9; J

Clin Oncol. 2017 Jul 1;35(19):2125-2132
Courtesy of Sonali M Smith, MD



Integration of targeted agents into frontline
management of advanced stage cHL: ECHELON-1

107 Number of events

0.94 A+AVD ABVD

0.84 Category N=117 N=146
" o7 Progression 90 102
s Death 18 22
& 0.67 L
‘g’ Modified progression 9 22
5 0 —:“\‘\IVD °§e“5°feg Chemotherapy 7 15
> == ABVD ©Censore R
= Radiothera 2 7
o4 HR 0.77 (95% Cl: 0.60—0.98) idd
g o3l Log-rank test p-value: 0.035 . .

Modified PFS estimates

02 A+AVD ABVD

0.1 Time (95% Cl) (95% Cl)

0. 0y ———————————————————— 2-year 62 e

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 50 52 (78.7-85.0)  (73.7-80.4)

Time from randomization (months)

No. of patients at risk: Median follow-up (range): 24.9 months (0.0-49.3)

A+AVD 664 640 623 606 544 530 516 496 474 447 350 334 311 200 187 174 99 85 77 27 24 21 6 4 4 0 O
ABVD 670 644 626 613 522 496 476 459 439 415 328 308 294 179 168 153 78 68 62 16 13 12 1 1 1 0 O

THE UNIVERSITY OF
<’ CHICAGO MEDICINE &
BIOLOGICAL SCIENCES Connors et al. NEJM online 2017; slide courtesy of Alex Herrera Courtesy of Sonali M Smith, MD



ASH 2020: 5-year follow up of ECHELON-1

Author
Conclusions

THE UNIVERSITY OF
CHICAGO MEDICINE &
BIOLOGICAL SCIENCES

ECHELON-1: PFS per investigator at 5 years’ follow-up

1.0 - S5-year PFS 82.2%
(95% CI: 79.0-85.0) » As of the 5-year
. i e : o follow-up, the

| 5.year PFs 75.3% prespecified

06 1 I (95% CI: 71.7-78.5) number of events
required to trigger
an OS analysis
have not been
reached

0.4 1

Probability of PFS

Log-rank
0.2 4 Events HR (95% Cl) test P-value
—+— A+AVD 112 0.681
—+— ABVD 158 (0.534-0.867)

+ OSwasa
prespecified key
secondary endpoint

0.002

0.0

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time from randomization (months)

+ At 5 years A+AVD continues to demonstrate a robust and durable treatment benefit independent of
disease stage, risk factor score, and PET2 status, without requiring change of therapy based on
interim PET assessment and without exposure to bleomycin.

+ The sustained PFS benefit with A+AVD is coupled with:
A manageable long-term safety profile

A low rate of secondary malignancies

|

No observed impact on the rate of successful pregnancies compared with ABVD

A high rate of resolution and improvement of PN, with symptoms of PN resolving or improving over time.

+ As most relapses in cHL occur within 5 years of frontline treatment, these long-term PFS data
suggest that more patients may have been cured of their disease with A+AVD versus ABVD.

« A+AVD should be considered a preferred treatment option for all patients with previously untreated
Stage Ill or IV cHL.

Strauss DJ et al. Brentuximab Vedotin with Chemotherapy for Patients with Previously
Untreated, Stage IlI/IV Classical Hodgkin Lymphoma: 5-Year Update of the ECHELON-1 Studly.

- i ASH 2020; Abstract 2973. Post
Courtesy of Sonali M Smith, MD strac oster



ASH 2020: 5-year follow up of ECHELON-1

ECHELON-1: PFS per investigator at 5 years’ follow-up

1.0 7 5-year PFS 82.2%

(95% CI: 79.0-85.0) « As of the 5-year

0.8 4 follow-up, the
w ;
i | 5.year PFs 75.3% pr esgec'ﬁfd ;
s 0.6 - | (95% CI: 71.7-78.5) Mmher oLercnis
= I required to trigger
= l an OS analysis
B I : have not been
|-
o Log-rank | reached
0.2 1 Events HR (95% Cl) testP-value I e OS was 3
—— A+AVD 112 0.681 — fied K
—+— ABVD 158  (0.534-0.867) ' ] prespeciiced key
0.0 . : ; . : . ; . ; . . . . . , secondary endpoint

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time from randomization (months)

== THE UNIVERSITY OF Strauss DJ et al. Brentuximab Vedotin with Chemotherapy for Patients with Previously
&% CHICAGO MEDICINE & Untreated, Stage IlI/IV Classical Hodgkin Lymphoma: 5-Year Update of the ECHELON-1 Study.

BIOLOGICAL SCIENCES ) . ASH 2020; Abstract 2973. Poster
Courtesy of Sonali M Smith, MD



ASH 2020: 5-year follow up of ECHELON-1

Author Conclusions

« At 5 years A+AVD continues to demonstrate a robust and durable treatment benefit independent of
disease stage, risk factor score, and PET2 status, without requiring change of therapy based on
interim PET assessment and without exposure to bleomycin.

« The sustained PFS benefit with A+AVD is coupled with:

— A manageable long-term safety profile
— Alow rate of secondary malignancies
— No observed impact on the rate of successful pregnancies compared with ABVD

— Ahigh rate of resolution and improvement of PN, with symptoms of PN resolving or improving over time.

» As most relapses in cHL occur within S years of frontline treatment, these long-term PFS data
suggest that more patients may have been cured of their disease with A+AVD versus ABVD.

« A+AVD should be considered a preferred treatment option for all patients with previously untreated
Stage Il or IV cHL.

=2 THE UNIVERSITY OF Strauss DJ et al. Brent.uximab Ve‘dotin with Chemotherapy for Patients with Previously
&% CHICAGO MEDICINE & Untreated, Stage Ill/IV Classical Hodgkin Lymphoma: 5-Year Update of the ECHELON-1 Study.

BIOLOGICAL SCIENCES ) . ASH 2020; Abstract 2973. Poster
Courtesy of Sonali M Smith, MD



Treatment approach for relapsed cHL

CR, PR :
— -
R/R #1 :
=1 THE UNIVERSITY OF

{m
BIOLOGICAL SCIENCES Courtesy of Sonali M Smith, MD
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5-year follow up of post-ASCT BV (AETHERA TRIAL)

A 16 doses of BV
1.8mg/kg q21d post-ASCT

90 -

80

70

60 -

50 A1

40 4 * S se e m e

30

Patients free of progression or death, %

20 A
N  Events Median PFS, months  HR (95% Cl)
10 1 PBO + BSC 164 93 15.8 0.521 (0.379-0.717)
0 - BV + BSC 165 66 -
1

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88
Months

Moskowitz et al. Blood. 2018 Dec 20;132(25):2639-2642.

Courtesy of Sonali M Smith, MD



|s there a shorter, less toxic post-transplant option”?

Treatment:
30-75 days post AHCT

1.8mg/kg BV and 3mg/kg
nivo g21d x 8 doses

Primary endpoint 18m PFS

THE UNIVERSITY OF
&Y CHICAGO MEDICINE &
BIOLOGICAL SCIENCES

Patients:

N=59

Med age 30 (18-72y)

32% primary refractory disease
39% EN disease

51% prior BV

42% prior PD-1 inhibitors

Herrera AF et al. ASH 2020; Abstract 472
Courtesy of Sonali M Smith, MD



Post-autologous stem cell transplant BV + nivo
PFS according to number of risk factors ﬁi

19-month PFS in pts with: 1.0 —-i-l—-:-_—_:t*_—_-r ittt st = i m =
1 risk factor (n=21) — 93%
(95 CI 59-99%) 0.8 L
2 risk factors (n=24) — 96% &
(95 Cl 73-99%) = 0.6
3+ risk factors (n=14) —-83% & -
(95 Cl 48-96%) a .

s 19m PFS is 92%

. (med f/u is 18m)

0 6 12 18 24 30 36
Only 49% completed both agents i tmonithis)

Most common AEs were neuropathy, neutropenia
27% had immune-related AE’s requiring steroids

=4 THE UNIVERSITY OF
o CHICAGO MEDICINE & Herrera AF et al. ASH 2020; Abstract 472

BIOLOGICAL SCIENCES Courtesy of Sonali M Smith, MD



KEYNOTE-204: Pembro vs. BV in R/R cHL

Primary End Point: Progression-Free Survival

Per Blinded Independent Central Review
Including Clinical and Imaging Data Following Auto-SCT or Allo-SCT

100 —
90 Events HR P value
B n (%) (95% CI)
5 80 53.9%
> 35.6% Pembro 81 (53.6) 0.65 0.00271
2 70 1 (0.48-0.88)
35
® g0 1 BV 8
® 1
o
T 50 1 . . .
: ' P F S |l in Key Sub
5 a0 . rogression-rree survival in Aey subgroups
n
g 30 I No. of Events/N  HR (95% CI) 1
1
=4 1
o 20 1 Overall 169/304 0.65 (0.48-0.88) —e—i |
o : Prior auto-SCT 1
10 " Yes 57/112 0.72 (0.42-1.23) ——t—t
B | No 112/192 0.61 (0.42-0.89) —e—il
0 5 é ;) 1'2 1'5 1'8 2'1 2'4 Disease status after frontline therapy :
[ — Months Primary refractory 72/123 0.52 (0.33-0.83) ——
_ s i o - s - 5 = i Relapsed <12 months 46/84 0.82 (0.45-1.48) ——
= = - = = Relapsed 212 months 51/97 0.72 (0.41-1.25) —e——
BV 153 103 63 41 32 26 19 14 10 Sex |
Data cutoff: January 16, 2020. Female 81/130 0.49 (0.31-0.78) —e—
Male 88/174 0.75 (0.49-1.14) —e—i—
Age 1
<65 years 132/255 0.59 (0.42-0.84) —o—i |
265 years 37/49 0.64 (0.32-1.30) — L
ECOG PS :
0 91/186 0.54 (0.35-0.83) —e—i \
1 77117 0.76 (0.48-1.21) —e——!
Geographic region 1
us 9/24 0.89 (0.16-4.98) of
e MedPFS 13.2 vs. 8.3m = T ————
. . . Prior BV 1
Yes 7115 0.34 (0.04-3.10) - |
No 162/289 0.67 (0.49-0.92) —e—il
L

favoring pembro T

Pembro Better BV Better

Data cutoff: January 16, 2020. Estimated Hazard Ratio
* Most pts BV-naive
THE UNIVERSITY OF
CHICAGO MEDICINE & Kuruvilla J et al. ASCO 2020; Abstract 8005. Oral, HoD
BIOLOGICAL SCIENCES Zinzani P et al. EHA 2020; Abstract LB2600. Late Breaking

Kuruvilla J et al.. ASH 2020: Abstract 1158. Poster Courtesy of Sonali M Smith, MD



KEYNOTE-204: Pembro vs. BV in R/R cHL

Primary End Point: Progression-Free Survival

Per Blinded Independent Central Review
Including Clinical and Imaging Data Following Auto-SCT or Allo-SCT

100 —

90 - Events HR P value
=S n (%) (95% Cl)
— 80 53.9%
[ 35.6% Pembro 81 (53.6) 0.65 0.00271
g 70 7 I (0.48-0.88)
- I BV 88 (57.5)
O
()
= 50
g 40 -
D Median (95% CI)
g 3077 13.2 mo (10.9-19.4)
S 204 8.3 mo (5.7-8.8)
o

10 —

-
0 3 39

No. at Risk

Pembro 151 116 96 74 65 55 44 35 18 15 9 4 1 0
BV 153 103 63 41 32 26 19 14 10 7 5 2 1 0
Data cutoff: January 16, 2020.

E THE UNIVERSITY OF .
&y CHICAGO MEDICINE & Kuruvilla J et al. ASCO 2020; Abstract 8005. Oral, HoD
BIOLOGICAL SCIENCES Zinzani P et al. EHA 2020; Abstract LB2600. Late Breaking . .
Kuruvilla J et al.. ASH 2020; Abstract 1158. Poster Courtesy of Sonali M Smith, MD




KEYNOTE-204: Pembro vs. BV in R/R cHL

Progression-Free Survival in Key Subgroups

No. of Events/N

HR (95% CI)

I
I
=e I
|

Overall 169/304 0.65 (0.48-0.88)
Prior auto-SCT
Yes 57/112 0.72 (0.42-1.23) ——1—
No 112/192 0.61 (0.42-0.89) —e—i |
Disease status after frontline therapy I
Primary refractory 72/123 0.52 (0.33-0.83) —e——1 :
Relapsed <12 months 46/84 0.82 (0.45-1.48) —e—
Relapsed 212 months 51/97 0.72 (0.41-1.25) —e——
Sex I
Female 81/130 0.49 (0.31-0.78) —e— |
Male 88/174 0.75 (0.49-1.14) —e——i
Age I
<65 years 132/255 0.59 (0.42-0.84) —e—i |
265 years 37/49 0.64 (0.32-1.30) ._.l_.
ECOG PS .
0 91/186 0.54 (0.35-0.83) —e— :
1 771117 0.76 (0.48-1.21) ———
Geographic region I
us 9/24 0.89 (0.16-4.98) o4
Ex-US 160/280 0.66 (0.48-0.91) —e—|
Prior BV I
Yes 7/15 0.34 (0.04-3.10) °® }
No 162/289 0.67 (0.49-0.92) —eo—il
| I P L A A : """"" | L | T R N S S A LS | B L 1
0 1 2 3 5 6

Data cutoff: January 16, 2020.

THE UNIVERSITY OF
CHICAGO MEDICINE &
BIOLOGICAL SCIENCES

Pembro Better i i
Y. Battor Estimated Hazard Ratio

Kuruvilla J et al. ASCO 2020; Abstract 8005. Oral, HoD
Zinzani P et al. EHA 2020; Abstract LB2600. Late Breaking

Kuruvilla J et al.. ASH 2020; Abstract 1158. Poster

Courtesy of Sonali M Smith, MD



Combination targeted therapy in R/R cHL

Grade 3-4 AE’s seen in all groups
slightly higher in Ipi-groups
(43% ipi vs. 50% in triplet vs. 16% in nivo groups)

Grade 5 toxicity
Mo e 2 deaths from pneumonitis (nivo group and triplet

group)

THE UNIVERSITY OF
&5 CHICAGO MEDICINE & Houot R, Merryman RW, Morschhauser F.. Lancet Haematol. 2020

REQTOGICAL SGTENGES Sep;7(9):e629-e630 Courtesy of Sonali M Smith, MD



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?

Other chemotherapy

Brentuximab vedotin

Brentuximab vedotin + nivolumab
Brentuximab vedotin + pembrolizumab
Nivolumab

Pembrolizumab

Other

S Y Y
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Agenda

Module 1: Follicular lymphoma
Module 2: Mantle cell lymphoma

Module 3: Diffuse large B-cell ymphoma

Module 4: Hodgkin lymphoma

Module 5: CAR T-cell therapy in DLBCL and other lymphoma subtypes
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Module 5: CAR T-cell therapy

 Key Relevant Data Sets

— Lisocabtagene maraleucel versus axicabtagene ciloleucel (axi-cel) +
tisagenlecleucel for R/R large B-cell lymphoma (LBCL)

—  ZUMA-12: First-line axi-cel for high-risk LBCL

— TRANSCEND NHL 001: Lisocabtagene maraleucel for R/R LBCL
— JULIET: Tisagenlecleucel for R/R DLBCL

— ELARA: Tisagenlecleucel for R/R FL

—  ZUMA-5: Axi-cel for R/R indolent non-Hodgkin lymphoma

LA L— 4¥eﬁ£:v1ew



CD19 Directed CAR T Cell Products in Clinical Development

FHCRC / SCH

CD19 Ab

Hinge

Transmembrane

Signal 2

Signal 1

Gene transfer Retrovirus Lentivirus Lentivirus
KTE-C19 CTL-019 JCAR017 (CD4:CD8 = 1:1)

Axicabtagene ciloleucel Tisagenlecleucel Lisocabtagene maraleucel
Axi-cel Liso-cel
Axi-cel Tisa-cel Liso-cel

THE UNIVERSITY OF
&’ CHICAGO MEDICINE &
BIOLOGICAL SCIENCES

Adapted from van der Steegan et al. Nat Rev Drug Discov, 2015 Courtesy of Sonali M Smith, MD



Liso-cel (TRANSCEND NHL-001)

A Duration of response

—— Complete response (median NR, 95% CI NR-NR)
—— Total (median NR, 95% Cl 8-6-NR)
—— Partial response (median 1-9 months, 95% Cl 1-1-2.1)

B Progression-free survival
—— Complete response (median NR, 95% Cl NR-NR)
—— Total (median 6-8 months, 95% Cl 3-3-14-1)
—— Partial response (median 2-8 months, 95% Cl2:1-3.0)

C overall survival

—— Complete response (median NR, 95% Cl NR-NR)
—— Total (median 21-1 months, 95% Cl 13-3-NR)
—— Partial response (median 9-0 months, 95% Cl 6-0-10-4)

100+ —— Stable disease and progressive disease (median 1-1 months 95% Cl 1.0-1-6) —— Stable disease and progressive disease (median 5-1 months, 95% Cl 2.9-6-5)
. 80 5
g g t
20 g
0 T T T T T T T T T 1 0 T T T T T T T T T 1 0 . : : : T I, T T T T T |] T T ]
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Duration of Response Overall Survival Progression-free survival
Patients (n=269)
Gytokine release syndrome, neurological 127 (47%)
sseaioaobatl
: . Gytokine release syndrome™
Key patient features:
Any grade 113 (42%)
269 of 344 pts received product - 4%
Grade 4 2 (1%)
42% Over age 65y Time to onset, days 5(1-14)
Time to resolution, days 5(1-17)
0,
6 7 A) C h e m O_ refra Cto ry Neurological eventst
. Any grade 80 (30%)
7 pts with secondary CNSL s B
Grade 4 4 (1%)
Time to onset, days 9 (1-66)
Time to resolution, days 11 (1-86)

THE UNIVERSITY OF
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BIOLOGICAL SCIENCES

Abramson JS et al. Lancet. 2020 Sep 19;396(10254):839-852 Courtesy of Sonali M Smith, MD



Liso-cel (TRANSCEND NHL-001)

A Duration of response

—— Complete response (median NR, 95% CI NR-NR)
—— Total (median NR, 95% Cl 8-6-NR)
—— Partial response (median 1-9 months, 95% Cl 1.1-2-1)

100 A

_. 80+
&
: 60 + i :
a
2 e - _I—
5 40-
i
o]
()

20 -

0 | | | | | | | | | |

0 3 6 9 12 15 18 21 24 27 30

Duration of Response
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Liso-cel (TRANSCEND NHL-001)

B Progression-free survival

—— Complete response (median NR, 95% CI NR-NR)

—— Total (median 6-8 months, 95% Cl 3-3-14-1)

—— Partial response (median 2-8 months, 95% Cl 2-1-3-0)

—— Stable disease and progressive disease (median 1-1 months 95% Cl 1.0-1-6)
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Liso-cel (TRANSCEND NHL-001)

C oOverall survival
—— Complete response (median NR, 95% CI NR-NR)
—— Total (median 21-1 months, 95% Cl 13-3-NR)
—— Partial response (median 9-0 months, 95% Cl 6-0-10-4)
—— Stable disease and progressive disease (median 5-1 months, 95% Cl 2-9-6-5)

100
80
g
S 60+
2
& L % T
T 40+
u
>
© | j
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| |
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I T |
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Progression-free survival
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Liso-cel (TRANSCEND NHL-001)

Key patient features:

269 of 344 pts received product
42% over age 65y
67% chemo-refractory

7 pts with secondary CNSL

THE UNIVERSITY OF
&Y CHICAGO MEDICINE &

BIOLOCICAL SCIENCES Abramson JS et al. Lancet. 2020 Sep 19;396(10254):839-852 Courtesy of Sonali M Smith, MD



Liso-cel (TRANSCEND NHL-001)

Patients (n=269)

Gytokine release syndrome, neurological 127 (47%)
events, or both
Gytokine release syndrome

Any grade 113 (42%)

Grade 3 4 (1%)

Grade 4 2 (1%)

Time to onset, days 5(1-14)

Time to resolution, days 5(1-17)

Neurological events

Any grade 80 (30%)
Grade 3 23 (9%)
Grade 4 4(1%)
Time to onset, days 9 (1-66)
Time to resolution, days 11 (1-86)

=4 THE UNIVERSITY OF
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Matching-Adjusted Indirect Comparison (MAIC) of Liso-cel vs Axi-cel
and Tisagenlecleucel in R/R Large B-Cell Lymphoma
Is there a “best-in-class” CAR-T product?

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

Matched and Adjusted

Patients in TRANSCEND are weighted to match the averages
and standard deviations reported in the comparator trial;
ESS reflects practical sample size after adjusting

Patients who would not have been
eligible for enrollment in the comparator
trial are excluded

The comparator trial differs on eligibility
criteria and patient characteristics

Adjustment is based on prognostic factors

Comparator 1 Comparator 2 Comparator 1 Comparator 2 Comparator 2

N=6 ESS=3 N=6
3
? t

N

o

=6 N=6

i

EEN
B

ESS, effective sample size; IPD, individual patient data.

H:;o =)o
Igo

CHICAGO MEDICINE &
HIOTQGIGAE SSIENCES Cartron G et al. ASH 2020; Abstract 2116 Courtesy of Sonali M Smith, MD



Liso-cel vs. Axi-cel and Liso-cel vs. Tisa-cel

. _ ) Efficacy and Safety Outcomes for MAIC of Liso-cel vs i
Overall Survival for MAIC of Liso-cel vs Axi-cel Tisagenlecleucel
Overall Survival e
Ovpeet vt -— Overall Survival
Consared Progrevison Ao wrvnel (W0 - 1 7-0.9)
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E‘ o) el Jas-col Madken (V5% Ol N (12,8-) mentin: K » 101 :- a9 - i PSR
E i i S e e T it %
0.2 e L .
o i
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. ] ”: & 0 L] M:VM 4 26 20 3 N2 M M —— ‘.ﬁ s
After matching and adjusting, response and survival efficacy outcomes favored liso-cel, with significantly
6 18 20 22 14 2 28 X I M4 M M & higher odds of ORR and CRR and lower rates of mortality and progression vs tisagenlecleucel.
woresa Safety outcomes were generally comparable between trials, with lower odds of grade 23 CRS with liso-cel
tive sample size 9

* Pairwise matching-adjusted comparison study with matching and then
adjustment of ZUMA-1, TRANSCEND, JULIET

* Better safety and comparable efficacy: liso-cel versus axi-cel

» Better efficacy and comparable safety: liso-cel versus tisa-cel

3 THE UNIVERSITY OF
&% CHICAGO MEDICINE &

BIOLQGICAL SCIENGCES Cartron G et al. ASH 2020; Abstract 2116 Courtesy of Sonali M Smith, MD



Liso-cel vs. Axi-cel and Liso-cel vs. Tisa-cel

* Pairwise matching-adjusted comparison study with matching
and then adjustment of ZUMA-1, TRANSCEND, JULIET

» Better safety and comparable efficacy: liso-cel versus axi-cel

» Better efficacy and comparable safety: liso-cel versus tisa-cel

THE UNIVERSITY OF
&Y CHICAGO MEDICINE &

BIOLOGICAL SCIENCES . .
Cartron G et al. ASH 2020; Abstract 2116 Courtesy of Sonali M Smith, MD



Interim Analysis of ZUMA-12 Trial of Axi-cel as First-Line Therapy for
Patients with High-Risk Large B-Cell Lymphoma

Moving CAR T-cell therapy earlier:

ORR Was 85% and CR Rate Was 74%

100
85% ORR* Response
90 1 Evaluable
80 N=27*
2 70 Median follow-up (range), months 9.3(0.9-18.0)
¢ Patients with 2 6-month follow-up, n (%) 19(70)
2 60 4 Patients with ongoing response as of 19 (70)
-4 R 74%CR | data cutoff
(n=20) Median time to response (range), months
& 40 Initial objective response 1.0 (0.9-3.1)
3 30 |__CR 1.0(0.9-64) |
Patients converted from PR / SD to CR, n (%) 5(19)
20 1 bl PR to CR 4(15)
10 - g 0% | SDtoCR 1(4)
0 - (n=0)
ORR SD PD

*1n the safety evaluable st [N = §2), the ORR was B5% and CR rate was 78%
*InCOudes all treated patients with centr ally confirmed dinesse type (Soubie /tr phe Mt hyrrphomas) or 1P score 2 3 who received 2 1 » 108 CAR T colin/hg and have 2 | month of folow up
CAR, chamerc antigen receptor; CR, compiete resgonse; ORR, objective respone rate. PO, progressive & PR partal response 3O statle doease

Med f/u 9.5m

=2 THE UNIVERSITY OF
&¥ CHICAGO MEDICINE &
BIOLOGICAL SCIENCES

Neelapu SS et al. ASH 2020; Abstract 405

high-risk DLBCL

Are CAR-T cells “better” if
utilized earlier?

* Higher frequency of
CCR7+CD45RA+ T-cells

 Greater CAR-T cell
expansion

Courtesy of Sonali M Smith, MD



Efficacy and Safety of Tisagenlecleucel in Adult Patients
with Relapsed/Refractory Follicular Lymphoma: Interim
Analysis of the Phase 2 Elara Trial

Fowler NH et al.
ASH 2020;Abstract 1149.
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Phase Il ZUMA-5 Trial of Axicabtagene Ciloleucel

Phase 2 (N = 160 planned for enroliment)

FL: n= 125
R/R (with n 2 80 evaluable for efficacy)
INHL
MZL: n= 35
Key eligibility criteria Primary endpoint
* R/RFL (Grade 1 - Grade 3a) or MZL (nodal or extranodal)? * ORR (IRRC-assessed per the
+ 22 prior lines of therapy—must have included an Lugano classification?)
anti-CD20 mAb combined with an alkylating agent Key secondary endpoints
Conditioning regimen * CR rate (IRRC-assessed)
* Fludarabine 30 mg/m? IV and * DOR, PFS, 05
cyclophosphamide 500 mg/m? IV on Days -5, -4, -3 * AEs
Axi-cel: 2 x 105 CAR+ cells/kg * CART cell and cytokine levels

Jacobson CA et al. ASCO 2020; Abstract 8008. Courtesy of Christopher R Flowers, MD, MS



ZUMA-5: Response

100 1 93% ORR
F
$ 80 -
c
-
& 60 -
@
>
T 40
o)
o)
% 20 -
&
0 a1t

ORR SD ND’
All Patients (N = 96)

95% ORR

81%CR

SD
FL (n = 80)

mCR
81% ORR “PR
msSD
BND
75% CR
(n=12)
19%
(n=3)
- |
ND ORR SD ND
MZL (n = 16)

* The median time to first response was 1 month (range, 0.8 -3.1)
+ Of the 80 patients with FL, 10 (13%) had an initial response of PR at Week 4 and later converted to CR,

Jacobson CA et al. ASCO 2020; Abstract 8008.

Courtesy of Christopher R Flowers, MD, MS



Year in Review — Clinical Investigators Provide
Perspectives on the Most Relevant New
Publications, Data Sets and Advances in Oncology:

Nontargeted Therapy for Lung Cancer

Tuesday, January 19, 2021
5:00 PM -6:00 PM ET

Faculty

Matthew Gubens, MD, MS
Suresh S Ramalingam, MD

Moderator
Neil Love, MD
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Thank you for joining us!

CME and MOC credit information will be emailed to
each participant within 5 business days.
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