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R-CHOP vs Pola-R-CHP

Double-Hit Lenfoma (education)
DHL;Aliance;DA-EPOCH+Venetoclax
DHL;HOVON152;DA-EPOCH+ Nivo

CNS proflaksisinde yuksek doz MTX etkisiz mi?
Axicabtagene ciloleucel vs SCT

Lisocabtagene Maraleucel vs SCT
Tisalecleucel vs SCT (BELINDA)trial

Circulating tm DNA for non-invasive disease detection of patients with CNS
lymphoma

. CT monitoring and MRD assesment using NGS assay after frontline

teratment of DLBCL
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Empirical Development/Optimization of R-C+ =
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N >90°9
O OU % oU"7% 65-70% {0-80
& 70

Optimal supportive care |

CHOP R-CHOP 6xR-CHop PIO-4xR-CHOP+2R 5 4 R-cHP
IPI all - 6 x R-CHOP R-CHOP + XY

IPI 2/3 - 8 x R-CHOEP

1993 2002 2008 2019 2021
Longer treatment (8 vs 6) R-CHOP + X all comer designs
5 Dose-density (14 vs. 21) X = Bortezomib
= Higher doses (Mega) X = Lenalidomide
- Early Transplant X = Ibrutinib
Infusional applications X = other

New CD20 antibodies
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The POLARIX Study: Polatuzumab Vedotin with
Rituximab, Cyclophosphamide, Doxorubicin,
and Prednisone (Pola-R-CHP) Versus Rituximab,
Cyclophosphamide, Doxorubicin, Vincristine
and Prednisone (R-CHOP) Therapy in Patients with
Previously Untreated Diffuse Large B-Cell Lymphoma
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POLARIX: A randomized double-blinded study

Patients

« Previously untreated DLBCL
» Age 1B-80 years

« IP12-5

+ ECOG PS D-2

Stratiflication factors

v [P score (2 v 3=5)

* Buby csease (<7.5 va 27 5cm) R-CHOP! +
« Geographic region (Western Europe. US polatuzumab vedotin placebo
Canada. 8 Australia vs Asa vs res! of world)
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Pola-R-CHP

Polatuzumab vedotin (1.8mgkg)*
R-CHP + vincristine placebo

Cycles 1-8
{1 cycle=21 days)

R-CHOP
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Rituximab
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Baseline characteristics

ITT population

Ago
Sex, n (%)

ECOG PS5, n ()

Bulky diseasae (7.5cm), n (%)
Elevated LDH, n (%)

Time from diagnosis to treatment initiation
Ann Arbor Stage, n (%)
Exwanodal sites, n (%)

Pl score, n (%)

Coll-of -ongin, (%)*

MYC/BCLZ expression, n (%)"
MYC/BCL2/BCLE rearrangement, n (%)*

Median (range), years
WMaie

0-1

P

Presant

Yeos

Median, days
-

22

2

3-5

ABC
GCB
Unclassified

Double expression
Double-Mriple-hil

Pola-R-CHP (N=440)
65.0 (19-80)

239 (54)
374 (85)
66 (15)
193 (44)
291 (66)
26
393 (89)
213 (48)
167 (38)
273 (62)

102 (31)
184 (56)
44 (13)
139 (38)

26 (8)

R-CHOP (N=439)

66.0 (19-80)
234 (53)
363 (83)

I15(17)
192 (44)
284 (65)

27
347 (88)
213 (49)
167 (38)
272 (62)

119 (35)
168 (50)

51(15)
151 (41)

18 (6)
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Primary endpoint: Progression-free survival
Pola-R-CHP significantly improved PFS versus R-CHOP

100 — Pola-R-CHP {N=440)
— R-CHOP (N=439)
80 + Censored
HR 0.73 ooz
60 95% Cl: 0.57, 0.95
‘;a!; R |
E 40 » Pola-R-CHP demonstrated a 27%
Q- T e reduction in the relative risk of
disease progression, relapse,
20 o or death versus R-CHOP
« 24-month PFS:
04 . : : . l 76.7% with Pola-R-CHP versus
' ! 70. h R-CHOP (A=6.
0 p i 18 24 30 36 42 0.2% with R-CHOP (A=6.5%
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Event-free survival

100 — Pola-R-CHP (N=440)
— R-CHOP [N=430)
80 + Censored
HR 0-75 (P=0.02)

80 95% Cl: 0.58, 0.96
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E s
w 40 4

20 -4
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0 6 12 18 24 30 36 42

Time (months)
W of patieces ol s

£ i

iITT popusianos. Diata cuf-off Jona 28 007 meeciian J8.J0 b s o
EFS, wrond-bue e




Response rates and disease-free survival

Best overall response Disease-free survival
100 + I 100
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Overall survival

100
80
— Pola-R-CHP (N=440)

~ 60
ﬁ = R-CHOP (N=438)
3 <= Cansored

40

20

HR 0.94 (95% CI 0.65, 1.37); P=0.75
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Patients receiving subsequent treatments

s Pola-R-CHP (N=440) = R-CHOP (N=439)

30.3%

Patients (%)

Any treatment” Radiotherapy Systemic SCT CAR-T
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Safety summary
Safety profiles were similar with Pola-R-CHP and R-CHOP

Pola-R-CHP R-CHOP
n (%) (N=435) (N=438)
Any-grade adverse events 426 (97.9) 431 (98.4)

251 (57.7)

13 (3.0)

Serious adverse events 148 (34.0) 134 (30.6)
Adverse evenls leading 10
Discontinuation of any study drug 27 (6.2) 29 (6.6)
Polatuzumab vedotin / vincristine 19 (4.4) 22 (5.0)

Dose reduction of any study drug 40 (9.2) 57 (13.0)

Dats o -0% Jura 7 71




Common adverse events

Pola-R-CHP R-CHOP
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Conclusions

Pola-R-CHP The safety profiles of
significantly prolongs Pola-R-CHP and
PFS compared with R-CHOP were
R-CHOP (HR 0.73) ) comparable )
in patients with
intermediate- and
high-risk previously

untreated DLBCL

Exploratory analyses These results
are ongoing with support the use of
regards to vanous Pola-R-CHP
subgroups and ) in the initial
other prognostic management of
classification systems patients with DLBCL
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Double-Hit lymphoma — Optimizing therapy
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High-grade B-Cell Lymphoma (HGBL)

GCB ABC

DHL - MYC and BCL2




High-grade B-Cell Lymphoma (HGBL)
G(CB ABC

B | THL-MYCand BCL2 and BCL6
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Double Expresser lymphomas (MYC and BCL2)

e ———
- S ——— -?h".\.
T - e
" L1 W ==
" HIran sl ralal®
I I - '; . |

Double Expressers

£l
—

e ¢

J-:."u

. ABC




Double Expresser lymphomas (MYC and BCL2)




Genetic Subtypes of DLBCL

GENE EXPRESSION
SUBGROUPS

GENETIC
SUBTYPES
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Genetic Subtypes of DLBCL

GENE EXPRESSION
SUBGROUPS
S—— All Tumors I
ABC DLBCL I _—l P <0.001
GCB DLBCL
0 5 10 15
Percentage
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i % P value:
i I 20
il Im | A
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‘Double-Hit” and Molecular HG signatures
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Optimal Approach to High Grade B-Cell Lymphoma

& American Society of Hematology



Patient population/Study Treatment Outcome
Rosenwald et al. 3 2383: DLBCL/HGBL R-CHOP MYC-R was associated with shorted PFS and OS;
(MYC-R Retrospective analysis of Neg. prognostic impact of MYC-R only with BCL2
in 11%) prospective and patient registry and/or BCL6 and an IG partner

studies

Dunleavy et al. 4 MYC-R Aggressive B-cell lymphoma. DA-EPOCH-R 4-year EFS and OS were 71% and 77%; No
Prospective, single-arm, multicenter difference for SH versus DH/THL
trial

Chamuleau et al. * 82 MYC-R DLBCL. R-CHOP + 2-year EFS and OS were 63% and 73%
Prospective single-arm multicenter  lenalidomide
trial

Leppa et al. ¢ 139 DLBCL. High IPI score/high-risk Dose-dense 5-year FFS and OS were 74% and 83%. No
cohort. 12% had DHL. chemo (MTX/R- significant worse outcome for DHL group.
Prospective, single arm, multicenter CHOEP-14, ARA C
trial.

McMillan et al. ** 111 DLBCL. IPI 3-5. 12% had HGBL. R-CODOX-M/R- 2-year PFS and OS were 68% and 76%. No worse
Prospective study. IVAC outcome for HGBL.

Laude et al.? 160 All patients had HGBL. R-CHOP versus At 32 months, 2 and 4-year PFS were 40% and
Retrospective study. intensive 28% for R-CHOP; 57% and 52% fi
chemotherapy therapy.




Prognostic Significance of MYC rearrangement

Lunenburg Lymphoma Biomarker Consortium

2383 patients
MYC-R in 264 (11%)
Received R-CHOP

31
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Rosenwald et al. JCO 2019

CONCLUSION

The negative prognostic
impact of MYC-R in DLBCL
is largely observed in
patients with MYC double
hit/triple-hit disease in

which MYC is translocated to
an |G partner, and this effect
is restricted to the first 2
years after diagnosis. Our
results suggest that
diagnostic strategies should
be adopted to identify this
high-risk cohort, and risk-
adjusted therapeuti

refined



" Study | N | Patientpopulation/Study | Treatment | Outcome
Rosenwald et al. 2383: DLBCL/HGBL R-CHOP MYC-R was associated with shorted PFS and OS;
(MYC-R Retrospective analysis of Neg. prognostic impact of MYC-R only with BCL2
in 11%) prospective and patient registry and/or BCL6 and an IG partner

studies

Dunleavy et al. 4 MYC-R Aggressive B-cell ymphoma.  DA-EPOCH-R 4-year EFS and OS were 71% and 77%; No
Prospective, single-arm, multicenter difference for SH versus DH/THL
trial

Chamuleau et al. 28 82 MYC-R DLBCL. R-CHOP + 2-year EFS and OS were 63% and 73%
Prospective single-arm multicenter  lenalidomide
trial

DLBCL. High IPI score/high-risk Dose-dense 5-year FFS and OS were 74% and 83%. No
cohort. 12% had DHL. chemo (MTX/R- significant worse outcome for DHL group.
Prospective, single arm, multicenter CHOEP-14, ARAC

trial.

McMillan et al. 5 111 DLBCL. IPI 3-5. 12% had HGBL. R-CODOX-M/R- 2-year PFS and OS were 68% and 76%. No worse
Prospective study. IVAC outcome for HGBL.
Laude et al.'’ 160 All patients had HGBL. R-CHOP versus At 32 months, 2 and 4-year PFS were 40% and

Retrospective study. intensive 28% for R-CHOP; 57% and 52% f
chemotherapy therapy.




Approach to Relapsed/Refractory HGBL
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Select Novel Approaches for HGBL
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Select Novel Approaches for HGBL
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Aggressive B-Cell Lymphoma
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Alliance 051701: Randomized Phase II/Ill Study
of DA-EPOCH-R + Venetoclax in Patients With
Previously Untreated Double-Hit Lymphoma

CCO Independent Conference Coverage Highlights*
of the 2021 ASH Annual Meeting, December 11-14, 2021
Atlanta, Georgia

*CCOis an independent medical education company that provides state-of-the-art medical information to
healthcare professionals through conference coverage and other educational programs.

powered by CE€a

Provided by Clinical Care Options, LLC

This program is supported by educational grants from AbbVie; AstraZeneca; Daiichi Sankyo, Inc.; GlaxoSmithKline;
Incyte Corporation; Jazz Pharmaceuticals; Merck Sharp & Dohme Corp.; and Novartis Pharmaceuticals Corporation.




Alliance 051701: DHL Cohort Study Design

. Randomized, open-label phase /11l trial in cohort of patients with DHL (data cutoff: July 8, 2021)
—  DA-EPOCH-R + venetoclax safety signal led to early closure, data release on December 2, 2020

Adults with DHL,*
ECOG PS £2;
adequate organ function;
no known CNS involvement;
no uncontrolled HIV, HBV, HCV;
receipt of steroids, radiation, or single
cycle of CT prior to enrolment allowed
(N =73%)

Continue until PD,
unacceptable toxicity or
completion of 6 cycles

Follow-up for 10 yr or
until death

Primary endpoint: PFS (phase Il)

Abramson. ASH 2021. Abstr 523. NCT03984448.

Veri Siniflandirma Tipi: Kurum igi / Internal



Alliance 051701: Baseline Characteristics

Median age, yr (range) 65 (41-80) 66 (37-79)
Female, n (%) 17 (47) 13 (43)
White 33 (97) PIACE)

Prior chemotherapy cycle, n (%) 20 (56) 18 (60)

Ann Arbor stage, n (%)
/1l 5 (14) 4 (13)
1H/1V 31 (86) 26 (87)

Elevated LDH, n (%) 22 (61) 16 (53)
IPI, n (%)

Low/low intermediate
High intermediate/high

FISH abnormality, n (%)

= MYC/BCL2 22 (63) 20 (67)
= MYC/BCL6 4 (12) 0
= MYC/BCL2/BCL6 9 (26) 10 (33)

Abramson. ASH 2021. Abstr 523. Slide credit: clinicaloptions.com

Veri Siniflandirma Tipi: Kurum ici / Internal



http://www.clinicaloptions.com/

Alliance 051701: Treatment Administered

Completed treatment, n 17 (49) 21 (70)

Median number of cycles, n (IQR) 6 (3-6) 6 (5-6)

Dose reduction for any agent/venetoclax 21 (60)/12 (34) 19 (63)

Dose omission for any agent/venetoclax, n (%) 10 (29)/9 (26)

Dose delay for any agent/venetoclax, n 5(14)/3 (9) 5(17
DA-EPOCH-R dose escalation, n (%) 8(22) 21 (70)

DAEPOCHRdosereduction by Llevel,n (%) 13G8)  s@)

DA-EPOCH-R dose reduction by 2 levels, n (%) 5(14) 2 (7)

Abramson. ASH 2021. Abstr 523.

Veri Siniflandirma Tipi: Kurum ici / Internal



Alliance 051701: Safety

Neutrophil Count Decreased
Anemia

Platelet Count Decreased
White Blood Cell Decreased
Lymphocyte Count Decreased
Febrile Neutropenia

Sepsis

Hypokalemia

Hypertension

Thromboembolic Event

Hypocalcemia

* Grade 5 AEs on or <30 days after treatment: 3.3% (1/30) with DA-EPOCH-R* vs

17.1% (6/35) with DA-EPOCH-R plus venetoclax’

1 each, dyspnea, sepsis. 'n = 5, sepsis; n = 2, cardiac arrest; n = 1 each, lung infection, hypoxia, COVID-19.

Veri Siniflandirma Tipi: Kurum ici / Internal
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Alliance 051701: Efficacy Outcomes

36

DoR
100+
80+
60+
40+
(95% Cl) Mo
20+
DA-EPOCH-R + VEN

Abramson. ASH 2021. Abstr 523. Reproduced with permission

Veri Siniflandirma Tipi: Kurum ici / Internal
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Alliance 051701: Conclusions

* In Alliance 051701, the addition of venetoclax to DA-EPOCH-R

was associated with excess treatment-related toxicity and
mortality, triggering early closure of the DHL cohort

 However, investigators concluded that DA-EPOCH-R performed
well as a control arm with limited follow-up

— Furthermore, study demonstrated feasibility of conducting prospective
cooperative group trials in setting of DHL

* Dual expressing lymphoma cohort receiving R-CHOP +
venetoclax of Alliance 051701 has completed phase Il accrual
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HOVON-152 Phase Il Trial
Jonge et al. ASH 2021 Abstract #1414

HGBCL with MYC and/or BCL6
rearrangements treated ith DA-EPOCH-R
induction and Nivolumab consolidation



HOVON152 - Background

* Prognosis is poor in DH/TH lymphoma with R-CHOP
* OS improvement is not proven with DA-EPOCH-R

 Tumors overexpressing MYC may be susceptible for immune
checkpoint inhibitors (Cl)

* Rationale for Cl after reaching CMR to improve tumor immune
surveillance for MRD

Jonge et al. ASH 2021 Abstract #1414
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HOVON152 - Objectives & Design

: Total (no, %) il *  Improve of 12-months
DE‘SIgI'I HOVON-152 Sex (no, %) p
Prospective, multi-center, single arm, phase Il trial ’F"'a“?l fg :g;i;
Eimate M .
|Newly diagnosed DLBCL | Age (years) D FS W|th Nivo I uma b
Screening for MYC and BCL? and BCLA rearrangement by FISH WHFIEd;Z:féqun:t;nce status (no, %) 61 53-66
¥ L] L] 0
During screening 1 cycle of R-CHOP s administered 0 oo consolidation from 70%
TS Rl : L
Sph il B0 ; Ann Arbor Stage (no, &) . . .
| + Newly diagnosed HGBL-DH/-TH I 4 1w to 85% in patients with
: «  Age > 18 year 1] 7 21E)
: »  WHO performance status 0-3 I 17 (6TH)
S * _Ann Arbor stage |I-IV International Prognostic Index score (no, %) CMR
Standard therapyl -1 7 (21%)
HOVON-152 registration | G—G—_—G——_— 2 13 (19%)
1 10 (30%)
- [ 4-5 3 {9%)
PET-CT scans: _ : Time from diagnosis to start treatment (days) Eva | uate C M R rates) OS
diagnosis, midterm, end-of-induction median (I0R] 9 8-77
End of treatment CMR after induction: Pathology central review Morphology (no, %)
*  Deauville 1-3 DLECL 25 (76%) an d Safety
* Megative lymphoma biopsy in the case of Blastoid/intermediate 5 (15%)
Deauville 4 Insufficient tissue quality for morphological 3 (9%) .
assessment
HOVON-152 registration for consolidation Pathology central review Rearrangements (na, %) EXp I ore b Ioma rke I's Of
DH (BCL2) 25 (76%)
CH (BCLA) 3 (9%)
TH 5 (15%) response
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HOVON152 - Results & Conclusion

Enrollment
From 2018 to 2021,

69 of 97 patients have been enrolled
33 patients were included for interim analysis

Toxicities during DA-EPOCH-R
Grade 5 AE (sepsis): 1 patient (3%)
Grade 4 AE: 9 patients (27%

Grade 3 AE: 9 patients (27%)

Neurotaxicity led to dose adjustments or
discontinuation of vincristine in 52% of the
patients. In an amendment the vincristine dose
was capped at 2 mg/cycle.

CMR achievement
20/33 patients reached CMR (61%; 95% CI 42-77%)
and continued with Nivolumab consolidation
11/33 patients did not reach CMR (33%)
2/33 patients went off protocol due to
progression

Toxicities during Nivolumab
Grade 4 AE: 1 patients
Grade 3 AE: £ patients

eri Siniflandirma Tipi: Kurum igi / Internal

T cells

Fercentages of T calls at siart of DA-EPDCH-R

. | Wil comon
A S p=03
a4
E
X
N .
T 01
:| i
Fesponse o incucaon beakment
FH cuem b
ctDNA s

M= 16 CEDMA analysis possible

1016 patients achieved CMR

3710 CMR patients were MRD neg
at midterm
1/10 CMR patient was MED pos

at midterm and relapsed

shortly after
6/16 patients did not achieve CMR
4 patients were MRD positive

M= 12 no clone detectable for monitoring

* 61% of patients achieve
CMR with DA-EPOCH-R

— Toxicity mainly due to
neurotoxicity

— 1 death due to sepsis (3%)
* Nivolumab consolidation is

safe

* Only one patient went off
protocol due to colitis

* Ct-DNA based MRD
negativity at midterm and

higher T cell percentages
after 1 cycle of R-CHOP.

Jonge et al. ASH 2021 Abstract #1414
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High-Dose Methotrexate is Not Associated with Reduction in
CNS Relapse in Patients with Aggressive B-Cell Lymphoma: an
International Retrospective Study of 2300 High-Risk Patients
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Background

« Central Nervous System relapse (CNS relapse) is an uncommon but
devastating complication of aggressive B-cell ymphoma

1.00 P < 001 —Bmisuppmlve
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Survival after CNS relapse’
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CNS relapse risk by CNS-IPI?
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Aim

» To determine whether systemic methotrexate is effective
at preventing CNS relapse in patients with aggressive B-
cell ymphoma and high risk of CNS relapse according to
currently used risk classifications

"! American Society of Hematology




Methods

« Multicentre, retrospective study, 21 sites
« Chart/registry review - consecutively diagnosed patients 2000-2020.

« To detect reduction in CNS relapse rate from 10% to 5%, a 0.05
- 1300 patients (650 no HD-MTX; 650 HD-MTX)

6 - North America —

1 - Asia

)

6 - Europe 8 - Australia

& American Society of Hematology



Definitions

e HD-MTX = at least one cycle of intravenous methotrexate at any
dose

* R-CHOP-like therapy = R-CHOP, R-CEOP, G-CHOP.

& American Society of Hematology




Eligibility criteria

« DLBCL with CNS-IPI1 4-6 OR « CNS involvement by lymphoma
« HGBL with rearrangements of at diagnosis*

MYC + BCL2 and/or BCL6 OR « PMBCL
» Primary breast/testicular DLBCL + Transformed NLPHD

« PTLD
« 18-80 years « Clinical suspicion high grade
« Curative intent anti-CD20 based transformation of low grade
chemoimmunotherapy lymphoma
« Biopsy proven transformed « Previously treated transformed
indolent B-NHL (treatment indolent lymphoma
naive)

« HIV associated DLBCL

c American SOCiEtY Of Hemato]ogy * Investigations to rule out CNS involvement not required

for enrolment




Methods

« CNS relapse events were included if present as a feature of first ymphoma
relapse

6 x 21 days
- 3
>
Date of Completion CNS
lymphoma of frontline relapse
diagnosis systemic

therapy

Time to CNS relapse: All-pts

& American Society of Hematology




Results — All-pts (n=2267)

n=2300

Median follow up :
5.8 years (0.0-19.1)

All-pts
n=2267

CNS-IPI 4-6 : 91.2%
R-CHOP-like* : 93.7%

Missing data

n=33

/\

No HD-MTX
n=1875

|

CNS relapse
n=168
9.0%

@ American Society of Hematology

HD-MTX
n=392

l

CNS relapse
n=31
7.9%

*R-CHOP-like = R-CHOP, G-CHOP, R-CEOP.
Remaining 6.3% received DA-EPOCH-R.



Baseline demographics

r—lg
cr—p-

o A

A
—

Factor All-pts (n=2267)
n (%) No HD-MTX HD-MTX
(n=1875) (n=392)
Diagnosis
-DLBCL 1751 (93.4) 352 (89.8)
-HGBL with 124 (6.6) 40 (10.2)
(MYC/BCL2/BCL6)
Age, median (range) 68 (18-80) 65 (19-80)
Age group, n(%)
-18-60 years 334 (17.8) 109 (27.8)
-61-80 years 1541 (82.2) 283 (72.2)
Sex, n(%)
-Male 978 (52.2) 237(60.5)
-Female 897 (47.8) 155 (39.5)
Stage, n(%)
-I-11 65 (3.5) 4(1.0)
-1V 1810 (96.5) 388 (99.0)
ECOG, n(%)
-0-1 659 (35.3) 226 (58.1)
2-4 1208 (64.7) 163 (41.9)
B-symptoms, n(%) 1019 (55.2) 219 (56.4)
LDH elevated, n(%) 1664 (89.5) 346 (88.9)
Extranodal sites, n(%)
-0-1 565 (30.1) 57 (14.5)
22 1309 (69.9) 335 (85.5)

@ American Society of Hematology




Baseline characteristics A s
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Figure 1: Cumulative incidence of CNS relapse All-pts; A = crude, B = adjusted for LDH,
age, extranodal sites, renal fadrenal involvement, ECOG performance status,

Figure 2: Cumulative incidence of CNS relapse CR-pts; A = crude, B = adjusted for LDH,
age, extranodal sites, renal fadrenal invelvement, ECOG performance status,
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All-pts: Disease and treatment characteristics

-
-
y
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e

-
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Factor No HD-MTX HD-MTX p-value
n=1875 n=392
HGBL with rearrangements of 0.018
MYC + BCL2 and/or BCLE, n (%) 124 (6.6) 40 (10.2)
Treatment, n(%) 0.303
R-CHOP-like* 1762 (94.0) 363 (92.6)
DA-EPOCH-R 113 (6.0) 29 (7.4)
Number of extranedal sites, n(%) <0.001
0-1 565 (30.1) 57 (14.5)
2 739 (39.4) 164 (41.8)
3 343 (18.3) 90 (23.0)
a 134(7.2) 54 (13.8)
>4 93 (5.0) 27 (6.9)
High-risk extranodal site, n (%)
Renal 287 (15.3) 107 (27.3) <0.001
Adrenal 112 (6.0) 44 (11.2) <0.001
Testicular 38(3.9) 25 (10.6) <0.001
Breast 23(1.2) 9(2.3) 0.104
CNS baseline assessment, n (%) <0.001
Nil specific 960 (51.2) 181 (46.2)
MRI or CT brain 50 (2.7) 27 (6.9)
CSF analysis 291 (15.5) 119 (30.4)
MRI/CT brain and CSF analysis 64 (3.4) 42 (10.7)
Unknown 510 (27.2) 23 (5.9)
CNS prophylaxis received, n (%) NIA]
None 1447 (77.2) -
Intrathecal MTX 428 (22.8) -
HD-MTX - 254 (64.8)
Intrathecal + HD-MTX 138 (35.2)




All-pts: Disease and treatment characteristics

Factor No HD-MTX HD-MTX p-value
n=1875 n=392
HGBL with rearrangements of 0.018
MYC + BCL2 and/or BCLE, n (%) 124 (6.6) 40 (10.2)
Treatment, n|%) 0.303
R-CHOP-like* 1762 (94.0) 363 (92.6)
DA-EPOCH-R 113 (6.0) 29 (7.4)
Number of extranodal sites, n(%) <0.001
0-1 565 (30.1) 57 (14.5)
2 739 (39.4) 164 (41.8)
3 343 (18.3) 90 (23.0)
4 134(7.2) 54 (13.8) . 0
>4 93 (5.0) 27 (6.9) } 23 :43.7% vs
High-risk extranodal site, n (%) 30.5%
Renal 287 (15.3) 107 (27.3) <0.001 - . a
Adrenal 112 (6.0) 44 (11.2) <0.001 High risk :
Testicular 38 (3.9) 25 (10.6) <0.001 51.4% vs 26.4%
Breast 23(1.2) 9 (2.3) 0.104
CNS baseline assessment, n (%) <0.001
Nil specific 960 (51.2) 181 (46.2)
MRI or CT brain 50 (2.7) 27 (6.9)
CSF analysis 291 (15.5) 119 (30.4)
MRI/CT brain and CSF analysis 64 (3.4) 42 (10.7)
Unknown 510 (27.2) 23 (5.9)
CNS prophylaxis received, n (%) N,"A|
None 1447 (77.2) -
Intrathecal MTX 428 (22.8) =
HD-MTX . 254 (64.8)
Intrathecal + HD-MTX - 138 (35.2)
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Cumulative incidence of CNS relapse: All-pts
(N=2267)

20 % Difference in 5 year risk = 1.1%
Adjusted HR: 0.68 (p=0.067)
9 2% _E 15 % —
010
2 _F
Q
8.1% 3
x 5%
Median time to CNS relapse from
diagnosis:
0% - HD-MTX 8.5 months
. ' : ' ' ' No HD-MTX 6.7 months
0 2 4 6 8 10
Time since diagnosis (years)
1851 1023 706 470 258 132 = N0 HD MTX “— HD MTX

386 245 17 63 17 7

Cumulative incidence of CNS relapse All-pts: adjusted for LDH, age,
extranodal sites, renal/adrenal involvement, ECOG performance status.




Results — CR-pts (n=1468)

CR-pts
n=1468

CNS-IPI 4-6 90.5%
R-CHOP-like* 93.7%

e

No HD-MTX HD-MTX
n=1151 n=317
CNS relapse CNS relapse
n=67 n=17
5.8% 5.4%

& American Society of Hematology

Median follow up =
5.4 years (0.0-18.7)

*R-CHOP-Iike = R-CHOP, G-CHOP, R-CEOP.
Remaining 6.3% received DA-EPOCH-R.




Exploratory subgroup analyses

« We performed subgroup analyses to explore the impact of HD-MTX
according to:

« HD-MTX dose (23g/m? vs <3g/m?)
 Number of extranodal sites

« Specific extranodal site involvement
 CNS-IPI score

« Histological diagnosis

* Presence of isolated CNS relapse vs systemic/synchronous CNS
relapse

« HD-MTX infusion schedule
« Concurrent use of intrathecal therapy

"; American Soclety of Hematology



Isolated CNS vs CNS/systemic relapse

Synchronous
Isolated CNS relapse CNS/systemic relapse
= p=0.51 =] p=0.55
é‘ﬁ'& - -%15'!6 =
3 :
§10% Bro% -
;. :
N g 3 —
e T T T T T T 0% -
o 2 4 6 8 10 s & 4 & & e
Thseainon Widex Swn Liatin) Time since index date (years)
I = & & & ¢ 1140 859 595 387 221 111

314 206 101 52 12 5

*Isolated CNS relapse = CNS relapse without systemic lymphoma

— NO HD MTX ~ HD MTX relapse within 28 days.
**Synchronous CNS/systemic relapse = CNS relapse occurring

within 28 days of systemic lymphoma relapse.




CNS-IPI score

CNS-IPI=5 CNS-IPI =6 CNS-IPI = 6 + extras”

p=0.92 p=0.42 p=0.71
%"I!ﬂ 15% %1“
g‘tu% -] P — gms k g-mm e
B ; ] k-1
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= No HD MTX —— HD MTX

*extras = patients with specific high risk extranodal
sites (testis, breast, renal, adrenal)




High-risk extranodal sites

Renal

20% p=0.53

§mx4

ganas-'

s

Eun*

0%
L I 1 I I |
0 2 4 [} 8 10

Time since index dale (years)

178 134 92 61 26 17
B4 S 24 14 4 0

Rigk of CNS relapse

20% -

15% -

5% -

0% -

Adrenal

p=0.50
| 1 1 ] 1 I
0 2 4 [ E 10
Time since index date (years)
38 17

44

1

) 6
o (¢]

— No HD MTX

Risk of CNS relapse

20% -

15%

5% o

0% -

Breast
p=0.99
T T T T
2 4 ] B 10
Time since index date (years)
10 7 ] 3 0
z o o o

— HD MTX

20% =

Testicular

0% -

p=0.24




Progression free and overall survival — CR-pts

PFS OS

100 % - 100 % -
S75% 75% -
E "
%50% - E:’:ﬂ% -
E'zs-a - 25% -
0% - 0% -
| | I | 1 | I ] ] I 1 I
0 2 4 6 8 10 0 2 4 6 8 10
Time since index date (years) Time since index date (years)
1140 859 595 387 221 111 1140 899 632 414 241 123

314 206 101 52 12 5 314 22 112 60 13 S




Conclusions

* In the largest study to date investigating efficacy of HD-MTX in
reducing CNS relapse in high-risk patients,HD-MTX was not
associated with reduction in CNS relapse:

— OQOverall
— For patients in CR at completion of frontline therapy
— In any high-risk subgroup

"} American Society of Hematology



SINGLE-ROUTE CN5 PROPHYLAXIS FOR AGGRESSIVE NON-HODGEIN LYMPHOMAS: REAL-WORLD OUTCOMES FROM 21
Us ACADEMIC INSTITUTIONS

Orellana-Noia VM, Reed DR™®, McCook AAY, Sen IM®, Barlow CM?®, Malecek M-K®, Watkins M®, Kahl BS®, Spinner MA”, Advani R”,
Voorhees TI©, Snow AB, Growver HSH, Ayers Al, Romancik J'I"'r Liu ¥ Huntington s Chavez ', Sased HY Lazaryam att

L " & - r r

Raghunathamn wi® E', Spurgeon fn-Eur Clila T.l!l.“, Ciel Prets C“, Olszewski .A..Iu, Ayers ECT | Landsburg [3115_, Echalier EI-iE'_, Lee JEI'Er Kamdar

p Y%, Caimi PF Y, Fu T, Liu 1Y, David KA™Y, Alharthy H™, Law 1™, Karmali RZ, Shah H®, Stephens DM™, Major A™, Rojek AE™, smith

sm™*, vellala A, Kallam A™, Nakhoda 5°°, Khan N™°, Sohail MA™, Hill BT™®, Barrett-Campbell 07, Lansigan F, Switchenko I°, Cohen
1 ]

1B, Portell CA

KEY POINTS:

1. Inalarge multicenter analysis of adult DLBCL patients, route of CNS prophylaxis did not affect CNS relapse rates
2. Testicular involvement, non-GCB subtype, and high extranodal burden predicted increased CNS risk despite MTX-
based prophylaxis by either route.

Veri Siniflandirma Tipi: Kurum ici / Internal



FDA Approved CD19 CARTs in R/R DLBCL

Axicabtagene ciloleucel
(Yescarta; axi-cel)

Tisagenlecleucel
(Kymriah; tisa-cel)

Lisocabtagene Maraleucel
(Breyanzi; liso-cel)

ZUMA-1

JULIET

TRANSCEND

J Vi Antigen-binding
scFv (anti-CD19) (CD19) domain
b4 Vi
‘- ; Hinge/Transmembrane and transmembrane
T cell
Signal 2: CD28 4-1BB Costimulatory
5 domain
g Signal 1: CD3Z L
CD28-CD3( 41BB-CD3C 41BB-CD3C

Duration of follow-up: 4 years
Locke FL, et al. Lancet Oncol. 2019;20(1): 31-42.

Duration of follow-up: 40.3 mo
Schuster S, et al. N Engl ] Med 2019;380:45-56.

;ﬁ‘* American Society of Hematology

Duration of follow-up: 18.8 mo
Abramson JS, etal. Lancet 2020; 396: 839-52



Start Your Engines: CAR T-cells Challenge Therapeutic Paradigm for

Relapsed/Refractory Aggressive B-cell Lymphomas
Introduction to Primary Analysis of ZUMA-7: A Phase 3 Randomized Trial of Axicabtagene
Ciloleucel (AxiCel) Versus Standard-of-Care Therapy in Patients with Relapsed/Refractory
Large B-Cell Lymphoma

Alex F. Herrera, MD

Azvociate Profesior
Division of Lymphoma, Department of Hematology and Hematopoletic Cell Transplantation

City of Hopa




Relapsed/Refractory Aggressive B-cell Lymphoma

 ~1/3 of pts with aggressive B-NHL

e Standard treatment is:

— Salvage/2L chemo-immunotherapy

— Autologous stem cell transplantation

(ASCT) for chemosensitive pts

* ASCT cures about half of pts

Event-free Survival (%)

100
3 PARMA

70+ |11'L

gg: y Mo ASCT (n=55)

40 - x'l e | BT

ggj e, _?alvage only (n=54)
10. v A - S —
°C 15 % 45 6 75 %

Months after Randomization

Figure 1. Kaplan-Meier Curves for Event-free Survival of Patients

in the Transplantation and Conventional-Treatment Groups.

Lg" American Society of Hematology Philip et al. NE/M. 1995.




Early relapse after R-CHOP - dismal outcomes

1° refractory/early relapse
after prior rituximab

e 2L salvage intent-to-
transplant outcomes:

— ORR 46%
— 3y EFS 20%
— 3y 0S 39%

@) American Society of Hematology

CORAL

1.00 1 1 Prior rtuximab: No (n « 41)
4+ 1 + Censored prior rituximab: No
Prior rituximab: Yes (n - 187)
+ + + Censored prior rituximab: Yes
0.75 4

0504 !

Survival Distribution Function

)
0.25 4 L
- <
i
P= 0010
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Event-Free Survival (years)

Gisselbrecht et al. JCO 2010




ZUMA-7: Uncharted Territory

! Aggressive B-NHL i
Primary Refractory
Relapse < 12 mo of 1L
\, J
Bridging CAR T-cells
chemo /
Bridging
chemo
Bridging \ Salvage/ASCT
chemo
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Primary Analysis of ZUMA-7: a Phase 3
Randomized Trial of Axicabtagene Ciloleucel
versus Standard-of-Care Therapy in Patients

with Relapsed/Refractory Large
B-Cell Lymphoma

Frederick L. Locke, MD'; David B. Miklos, MD, PhD’; Caron A. Jacobson, MD, MMSc*; Miguel-Angel Perales, MD*;
Marie losé Kersten MD, PhD*; Olalekan O. Oluwole, MBBS, MPH*; Armin Ghobadi, MD’; Aaron P. Rapoport, MD*;
Joseph P. McGuirk, DO?; John M. Pagel, MD, PhD'; Javier Mufioz, MD, MS, MBA, FACP''; Umar Farooq, MD';

Tom van Meerten, MD, PhD'’; Patrick M. Reagan, MD'; Anna Sureda, MD, PhD'?; lan W. Flinn, MD, PhD'¢;
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ZUMA-7 Study Schema and Endpoints: Axi-Cel Versus
SOC as Second-Line Therapy in Patients With R/R LBCL
R/R LBCL
N=359 s
77 sites
Axi-Cel (n=180) =4 Primary Endpoint

Key Eligibility: Conditioning S * Event-free survival®

»Aged 218 y - Chemotherapy + - IR (EFS) by blinded

* LBCL® o . € - AUE AR = central review

* R/R 512 mo of 1L therapy* || & B, £ EIIE[| 8

P = £ 2| 4| | E| KeySecondary
* Intended to proceed to “ ollol|a
E @ e s " o Endpoints
HDT-ASCT o 2 <||<||8| -ore
g o Responders I <
Liaes .

St@tiﬂutlnn. o SOC (n=179) E (CR or PR) Sl|e > 05

* Response to 1L therapy - < Proceed to || &1 |'5| Secondary Endpoints

* Second-line age-adjusted s MMB -g HDT-ASCT o||lo * PFS

IP1 {SAAIPI) = * Safety
) . Investigator-Selected - Honmndun * PROs
Optional Steroid-Only : = Additional
; Platinum-Based - No Protocol ed
Bridging (No Chemotherapy) Chemoimmunotherapy” Treatment Off S
Protocol? Crossover

* By i by s b i g Sulaand g mes CR 10§ L The b, ielipaid s wid Seleasd ai C8 lliswe! by Sagriy g vwrn adie § eligee 11) man™ha from iovgeetass o 1L e digy * dal O paledd s wisde awdd inudiaglarrea
bebomnnd by ¢ ctabtanvng o haongt hais dgey wir b Opligduiigdunrade |00 rogved Sy ) aeed Phada sborme (30 e iev' ffan] 5. 4 aad 1| doy barlin g ianerwryg 5 Wngle snccel babysair (1io ot wdi puwtar Aome Jo 0% CAR T (edafug
¢ Pt paiid el e SOK ey e iueked B GO B (AR & 0K, o BESMAR Y S of paterd s ridemerd vt et crbilad amspnctibuer gy C BB svins dalvsnd a0 Ve igen - pedlierd ) et 10 g i bt Apte of Aeap
prom e pay lugers Unaftess, corrrary eme | of sew Yprptorg haragy, o dealh from amy corw
1. Swwrchow WM, ot ol Bloog X016 12721732750 2 (heson B0, ot ol 1 O Ompnd. JO3 0,00 3005 3004

Locke et a! ASH 2021 Plenary Abstract 2



Patient Disposition: Nearly 3x as Many Axi-Cel Patients
Received Definitive Therapy Versus SOC Patients

Enrolled (Randomized)
N=359

Axi-Cel Arm
n=180

SOC Arm
n=179

Underwent Leukapheresis
n=178

Received 2 1 Dose of Salvage
Chemotherapy
n=168

Received Lymphodepleting

Responded to Salvage Chemotherapy
n=80

Chemotherapy Responded to Salvage Chemotherapy
n=172 and Underwent Leukapheresis
| n=69
1
Received Axi-Cel Infusion Received HDT-ASCT
n=170 n=64

94% received Axi-Cel

Locke et al

ASH 2021

36% received HDT-ASCT
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Patient Disposition: Nearly 3x as Many Axi-Cel Patients
Received Definitive Therapy Versus SOC Patients

Enrolled (Randomized) ‘

S ai0ns NOY Recoved

* Patient reg.eit [ f)
o Lot to fellow-up (n=1)
o Other (na2]

Eeaions for Nolt Procend ng
* PD (n=36)

o 30 (a=2))

s AE (mn=])

¢ Other (n:d]

N=359
Axi-Cel Arm SOC Arm
= n=179
featont Dd Net Urndergo n=180 1
l_“;;'t:':;“" Received 2 1 Dose of Salvage
* Other (ne1) Chemotherapy
Underwent Leukapheresis n=168
n=178 F
'“'w“::.‘ ::;;" - I Responded to Salvage Chemotherapy
o Death (ne2) n=80
ol el Received Lymphodepleting ;
Chemotherapy Responded to Salvage Chemotherapy
n=172 and Underwent Leukapheresis
ke arans Not Recerved n=69
o AE (n:2) <
Received Axi-Cel Infusion Received HDT-ASCT
n=170 n=64

Featons Dud Not Uncergo

Leubagherewn

e PD (n9)

o AE [ns])

o ey ffciens reiponie
(n=1)

e asons HDT Not Recerved
& PD (neS)

94% received Axi-Cel

36% received HDT-ASCT




Baseline Characteristics Were Generally Balanced
Between the Axi-Cel and SOC Arm

Characteristic AN-Cel it
n=180 N=359

Median age (range), years 58 (21-80) 60 (26-81) 59 (21-81)

265 years, n (%) 51 (28) 58 (32) 109 (30)
Disease stage IlI-1V, n (%) 139 (77) 146 (82) 285 (79)
sAAIPI of 2-3%, n (%) 82 (46) 79 (44) 161 (45)
Response to 1L therapy?®, n (%)

Primary refractory 133 (74) 131 (73) 264 (74)

Relapse €12 mo of 1L therapy 47 (26) 48 (27) 95 (26)
Prognostic marker per central laboratory, n (%)

HGBL (including double-/triple-hit) 31(17) 25 (14) 56 (16)

Double expressor lymphoma 57 (32) 62 (35) 119 (33)

MYC rearrangement 15 (8) 7 (4) 22 (8)
Elevated LDH level® 101 (56) 94 (53) 195 (54)

* A st ed by rretuBatGl M 1% Lt OF Daredoen Fatos . Y L LM Ay Tiraginund el preater Than ugees benit o rearrmal pept bo M L0 310y 1efetens e range
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Primary EFS Endpoint: Axi-Cel Is Superior to SOC

HR 0.398 (95% Cl, 0.308-0.514); P<0.0001

Median EFS (95% C1), mo  24-mo EFS Rate (95% C1), %

:

Axi-cel (N=180) 8.3(45158) 40.5% (33.2-472.7)
SOC (N=179) 2.0(1.6-2.8) 16.3%(11.1-22.2)
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Median Follow-up: 24.9 mo

0 s 6 8 10 12 14 16 18 20
No. at Rish Months

Au<el 180 85 82 74 67 52
SOC 179 29 27 45 24 20 12
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Primary EFS Endpoint: Axi-Cel Is Superior to SOC

HR 0.398 (95% Cl, 0.308-0.514); P<0.0001

100 4
Median EFS (95% CI), mo  24-mo EFS Rate (95% C1), %

. BD- Axi-cel (N=180) 83(4.5.158) 40.5% (33.2-47.7)
R SOC (N=179) 2.0(1.6-2.8) 16.3% (11.1-22.2)
E:
2 004
A L e e o S
$ Median EFS .
u.. d‘U‘" S
< , 3.3 Mo L,
-
> ]
& 2. 12 MO

1 ) —+——+t *~—+ * 44

] I

04 ! ! Median Follow-up: 24.9 mo
| 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Month

No. at Risk b
Ad<el 180 163 106 92 91 8 8 8 74 67 S2 &4 26 12 12 6
SOC 179 8 S4 45 38 3 29 27 25 24 20 12 9 7 6 3 1




Primary EFS Endpoint: Axi-Cel Is Superior to SOC

HR 0.398 (95% Cl, 0.308-0.514); P<0.0001

100 +
Median EFS (95% Cl), mo  24-mo EFS Rate (95% Cl), %
— B0+ Axi-cel (N=180) 8.3(4.5-158) 40.5% (33.2-47.7)
-E- SOC (N=179) 2.0(1.6-238) 16.3% (11.1-22.2)
3
¢ 01
A -
v 2-vear  40.5%
W
E 401
- I
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v [
w20+ : 2 . - |‘
E L L — : + g+
0
I
0- Median Follow-up: 24.9 mo " 16 ’ 3 A
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

No. at Rigk onths
Avicel 180 163 106 9.2 91 87 85 82 74 67 52 40 26 12 12 6
SOC 179 85 o4 45 38 32 29 27 15 24 20 12 9 7 6 3 1 0
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EFS Improvements With Axi-Cel Versus SOC Were
Consistent Among Key Patient Subgroups
Axi-Cel SOC
EFS Event/N  EFS Event/N HR (95% ClI)
Overall 108/180 144/179 —— 0.398 (0.308-0.514)
Age, years
<65 81/129 96/121 iy 0.490 (0.361-0.666)
265 27/51 48/58 Pr——— 0.276 (0.164-0.465)
Response to 1L therapy at randomization
Primary refractory 85/133 106/131 ——t 0.426 (0.319-0.570)
Relapse €12 months of 1L therapy 23/47 38/48 ’ ® { 0.342 (0.202-0.579)
SAAIPI
0-1 54/98 73/100 i 0.407 (0.285-0.582)
2-3 54/82 71/79 =1 0.388 (0.269-0.561)
Prognostic marker per central laboratory
HGBL-double/triple hit 15/31 21/25 ' * 1 0.285 (0.137-0.593)
Double expressor lymphoma 35/57 50/62 —_— 0.424 (0.268-0.671)
Axi-Cel Better | SOC Better
01 0.2 0.5 1 2 ;
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ORR Was Significantly Higher in Axi-Cel Versus
SOC Patients

Odds ratio, 5.31 (95% Cl, 3.1-8.9); P<0.0001

100

Best Response, %
& o o0
o o o

N
o

ol ewidgatie (ML) I ii <

-

ORR
83%

ORR

ORR
50%

o 21%
SO PD  NE® ORR SD PD  NE°
Axi-Cel (n=180) SOC (n=179)
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Median OS, Evaluated as an Interim Analysis, Was Not
Reached for Axi-Cel Versus 35.1 Months for SOC

100 -
* 804
3 &
..E B
a
= 490-
e Axi-cel SOC Stratified  Stratified
3 20- (N=180) (N=179) MR (95%Cl) P Value
Median OS NR 35.1 0.730 0,0270
0] (95% C1), mo | (28.3-NE) (18.5-NE) (0.530-1.007)  (NS)
0 2 4 6 8 10 12 14 16 18 20 22
No. at Ri=k Months
A <el 180 177 170 161 157 147 136 125 117 111 91 71
SOC 179 171 161 148 133 120 109 104 100 91 74 S8

24 26 28 30 32 34 36 38

0 44 32 21 14 S5 2
47 33 2 M4 7 a4 1

L= -~

* 56% of SOC patients received subsequent cellular immunotherapy (off protocol)
* Preplanned sensitivity analysis® suggests an OS benefit, likely confounded by SOC treatment switching
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Safety Profile of Axi-Cel Was Manageable and Consistent
With Previous Studies in Refractory LBCL?

Adverse Events,

r ]
I %) Axi-Cel SOC
Any AE 170 (100) 155(91) 168 (100) 140 (83) Reason for Death n=170 n=168
Pyrexia 158 (93) 15 (9) 43 (26) 1(1) Progressive disease,
Neutropenia® 121(71)  118(69)  70(42) 69 (41) : 47 28) 64 (38)
Hypotension 75 (44) 19 (11) 25 (15) 5 (3) Grade 5 AE during
Fatigue 71 (42) 11 (6) 87 (52) 4(2) protocol-specified 7 (4)*
Anemia 71 (42) 51 (30) 91 (54) 65 (39) ans serlod
Diarrhea 71 (42) 4(2) 66 (39) 7 (4) Difiaitive tharsen:
Headache 70 (41) 5(3) 43 (26) 2(1) related mortality, 1/170 (1) 2/64 (3)*
Nausea 69 (41) 3(2) 116 (69) 9(5) n/N (%)
Sinus tachycardia 58 (34) 3(2) 17 (10) 1(1)
Leukopenia® 55 (32) 50 (29) 43 (26) 37 (22)
Any serious AE 85 (50) 72 (42) 77 (46) 67 (40)

L Neelips 45, ot 3l NEng! ) Mg 2017107 2530-2%44 2 Lothe T, 21 B, Baod 2017190 M)
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Grade 23 CRS and Neurologic Events Were Generally
Consistent With Third-Line Treatment of Patients

CRS Parameter

CRS, n (%)*

symptoms, n/n (%)
Pyrexia

155/157 (99)

= o o Axi-cel SOC
eurologic Event Parameter n=170 n=168

Neurologic events, n (%)*
[ ] | [} 1€

36 (21)

Grade 23

Most cumnmn_:nv-gmde symptoms, n (!ﬁ
Tremor 44 (26) 1(1)
Confusional state 40 (24) 4(2)
Aphasia 36 (21) 0
AE management®, n (%)
Corticosteroids 54 (32)
Median time to onset, days 7 T
Median duratiun_p_f_events, days 9 23

Hypotension 68/157 (43)
Sinus tachycardia 49/157 (31)
AE managcmh-ﬁ?t‘:n (%) -
Tocilizumab 111 (65)
Corticosteroids 40 (24)
Vasopressors 11 (6)
Median time to onset, days 3
Median duration of events, days 7
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Conclusions

*» ZUMA-7 is the first randomized CAR T-cell trial and has 24.9 months median
follow-up

* ZUMA-7 met its primary EFS endpoint, demonstrating statistically significant
and clinically meaningful improvement in efficacy with axi-cel versus second-line SOC
in R/R LBCL

* Axi-cel showed superiority over SOC

>4-fold greater | 2.5-fold greater | 33% higher Double the EFS improvements

median EFS 2-year EFS ORR CR rate across key subgroups

* Nearly 3x the number of patients in the axi-cel arm received definitive therapy versus the
SOCarm

* Axi-cel had a manageable safety profile that was consistent with previous studies!-?

+ Paradigm shift: Axi-cel should be the new standard for patients with second-line R/R LBCL

1. Mewlapae T5% ot )l N Mg ) Med . JO1737TT2500-2%44 1 Loche 1L, #1 §. Bocd 2017100200

Locke ¢t al ASH 2021 Plenary Abstract 2




Veri Si

Lisocabtagene Maraleucel, a CD19-Directed Chimeric Antigen Receptor
T Cell Therapy, Versus Standard of Care with Salvage Chemotherapy
Followed by Autologous Stem Cell Transplantation as Second-Line
Treatment in Patients with Relapsed or Refractory Large B-Cell
Lymphoma: Results from the Randomized Phase 3 TRANSFORM Study

Manali Kamdar,' Scott R. Solomon,? Jon Arnason,? Patrick B. Johnston,* Bertram Glass,’ Yeronika Bachanova,® Sami Ibrahimi,”
Stephan Mielke,* Pim Mutsaers,® Francisco Hemandez-Ilizalituerl, ' Koji lzutsu,"' Franck Morschhauser,'? Matthew Lunning, "
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‘Univeryity of Colorado Cancer Conter, Aurora, CO, USA; ‘Northside Hospital Cancer istitute, Atlanta, GA, USA; Beth lyael Deaconess Medical Center, Boston,
MA, USA; “Mayo Clinkg, Rochester, MN, USA; ‘Helios Klinium Berlin-Buch, Berlin, Germany, *University of Minnesola, Mirmeapolis, MN, USA; "Unaiversity of
Oklahoma Stephenson Cancer Center, Didahoma City, OX, USA; ‘Center of Allogensic Stem Cell Transplantation and Cellular Therapy (CAST), Karolinska
Imstitutet and University Hospital, Stotkhotm, Sweden; ‘Eraamus University Medical Center, Rotterdam, The Netherlands, on behall of HOVON/LLPC, ""Roswell
Park Comprehensive Cancer Center, Buffalo, NY, USA: ""National Cancer Center Hospitsl, Tokyo, Japan. "“Unsversité de Lille, Centre Hospitaller Universitalre de
Lille. ULR 7348, GRITA Groupe de Recherche sur los formes Injectables ot les Technologhes Assockies, Lille, France, "*University of Mebraika Madical Center,
Omaha, NE, USA; “Fred Hutchinson Cancer Research Center, Seattie, WA, USA; “Celgene, a Bristol-Myers Squith Company, Boudry, Switzerland; “8-ttol Myen
Squibb, Princeton, NJ, LSA; "Massachusetts General Hospital Cancer Center, Boston, MA, USA
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Tisagenlecleucel vs Standard of Care as
Second-Line Therapy of Primary
Refractory or Relapsed Aggressive B-Cell
Non-Hodgkin Lymphoma: Analysis of the
Phase lll BELINDA Study
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BELINDA Study Design

Arm A: Tagenlecleucel (N=162)

Key eligibility
criteria:

+ 218 years-old W

* Histologically-
confirmed aNHL
r/r within 12
months of first-
Ene treatment

» auloHCT eligible
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Ao by
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s FR4Av 612mo
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Data cutoff: May 6, 2021

Secondary Endpoints:
* ORR: Best overall
response at/after

week 12
» Safety
* Cellular kinetics
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Baseline Demographic and Disease Characteristics

Tisagenlecleucel Arm SOC Arm
(N=162) (N=160)
Age 265 yr — no. (%) 54 (33.3) 46 (28.8)
Sex, M - no. (%) 103 (63.6) 98 (61.3)
Region = no. (%)
ust 48 (29.6) 47 (20.4)
Race
White 128 (79.0) 128 (80.0)
Asian 20 (12.3) 22 (13.8)
Black or African Amancan 8(4.9) 3(1.9)
Other/Unknown 6(3.7T) 7(4.4)
Ethnicity Hispanic or Latino 12 (7.4) 13(6.1)
Disease subtypes = no. (%)
DLECL-NOS 101 (62.3) 112 (70.0)
HGBL with MYC and BCLZ2 and/or BCL6 32 (19.8) 19 (11.9)
HGBL-NOS 7(4.3) 8 (5.0)
PMBCL 12 (7.4) 13 (8.1)
FL grade 3B 5(3.1) 1(0.6)
Other 5(3.1) 7(4.4)
Remission duration - no. (%)
Refraclory 107 (66.0) 107 (66.9)
Relapsed <6 mo 30 (18.5) 32 (20.0)
Relapsed 6-12 mo 25 (15.4) 21(13.1)
ECOG performance status 1 - no. (%) 70 (43.2) 65 (40.8)
IPl 22 - no. (%)" 106 (65.4) 92 (57.5)
Stage at time of study entry - no. (%)
WIE and IV ENI Bulky 55 (34.0) 62 (38.8)
Il and IV 107 (66.0) 98 (61.3)
Median time since initial diagnosis to randomization, median meo (Q1-Q3) 84 (6.8-11.1) 8.2(59-114)
Median time since most recent relapse/PD to randomization, median mo (Q1-Q3) 1.4 (0.9-2.2) 1.1 (0.8-1.8)
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Baseline Demographic and Disease Characteristics

Tisagenlecleucel Arm SOC Arm
(N=162) (N=160)
Age 265 yr - no. (%) 54 (33.3) 46 (28.8)
Sex, M = no. (%) 103 (63.6) 98 (61.3)
Region - no. (%)
ust 48 (29.6) 47 (29.4)
Race
White 128 (79.0) 128 (80.0)
Asian 20 (12.3) 22 (13.8)
Black or African American 8(4.9) 3(1.9)
Other/Unknown 6(3.7) 7(4.4)
Ethnicity Hispanic or Latino 12 (7.4) 13(8.1)
Disease subtypes — no. (%)
DLBCL-NOS 101 (62.3) 112 (70.0)
HGBL with MYC and BCL2 and/or BCL6 32 (19.8) 19(11.9)
HGBL-NOS 7(4.3) 8 (5.0)
PMBCL 12(7.4) 13 (8.1)
FL grade 3B 5(3.1) 1(0.6)
Other 5(3.1) 7 (4.4)
emission duration - no. FIE} o =N o
Refraclory 107 (66.0) 107 (66.9)
Relapsed <6 mo 30 (18.5) 32 (20.0)
Relapsed 6-12 mo 25(154) 21(13.1)
performance status 1 — no. |e) 70 (33.2) 65 (40.0)
IPI 22 - no. (%)" 106 (65.4) 92 (57.5)
Stage at time of study entry — no. (%)
WE and Il ENI Bulky 55 (34.0) 62 (38.8)
il and IV 107 (66.0) 98 (61.3)
Median time since initial diagnosis to randomization, median meo (Q1-Q3) 8.4 (6.8-11.1) 8.2(59-114)
Madian time since most recent relapse/PD to randomization, median mo (Q1-Q3) 1.4 (0.9-2.2) 1.1 (0.8-1.8)
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Baseline Demographic and Disease Characteristics

Tisageniecioucel Arm 50C Arm
(N=162) (N=160)
AQe EA5 yi - ne. (%) 54 (33 3) 48 (78 8)
Sax. M - no. (%) 100 (62 6) " (81.))
Region - no. (%)
ust 48 20 8) AT (70 4)
Ruce
Wride 126 (M9.0) 128 (80.0)
Anun 20 (123) Z2{138)
Black o Avwcan Arrercan Bi4w) N9
O Urinnoan e 74 4)
E=alcty Hisgars: of Lating 12(7.4) 13@.1)
Diseasze subtypet - no. (%)
DLBCL-NOS 101 (62 3) 112 (70.0)
L wiih MYC and anciior [.] 12 (19 8) Wy
| .
FLgod%e 38 $3.1) 1(06)
Orer 503.1) T(44)
Remision duration = mo._ (%)
Refractory 107 (66.0) 107 66 9)
Relageed <f mo 3 (183) 32 (20.0)
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Patient Trial Flow

« Median follow-up: 10 months
(range, 2.9-23.2) -
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Time to Tisagenlecleucel Infusion

« Median time to infusion for all patients on the Tisagenlecleucel arm was 52 days (range, 31-135)

UST(n=48)
41.0 days (range, 31-91) |

57.0 days (range, 38-135)
Non-US (n=114)

THo Ty Americe wes 8 yratficator factr . and & enroled palenty m Bt Group were fom the Undnd Sistes (US)
range, 14 days. "range, 1-17 doys

Fwy | il L ]

Recept of Tisageniecieucel
Randomuzation Apheresis Shipment Infusion
. . 4 4 *
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Days  30% 104 [range, 3-27) : 8.0 (ranpe, 72-115) I L 15.0 (range, 2.91) L
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No Difference in EFS Between Treatment Arms

EFS per BIRC in Tisagenlecleucel and SOC Arms

o « EFS* was not significantly different
Tisagenlecleucel arm (N=162): between treatment arms
3.0 months (95% CI, 2.9-4.2) _ _
2. SOC arm (N=160): - 4- - angry analysis:
§ 3.0 months (95% CI, 3.0-3.5) Stratified unadjusted HR: 1.07 (95%
e Cl, 0.82-1.40, p*=0.69)
§ o
3 i ~ Supportive analysis:
€ Stratified adjusted® HR: 0.95 (95%
iy Cl, 0.72-1.25)
2
& = - 6 patients responded to
tisagenlecleucel infusion, but were
captured as an EFS event due to
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EFS by Pre-infusion Response Status and Disease Diagnosis
in the Tisagenlecleucel Arm

EFS® by per BIRC Response Status Pre-infusion EFS per BIRC by Disease Diagnosis®
100 5 oE i PD: 1.2 mo (5% C), 1.0-1.4) 100+ —— DLBCL-NOS: 35 mo (95% C1, 105 5)
ﬂ o= 02 1.0 mo (99% €1, 1299 ==@== PMBCL: 47 mo(39% 01, 25640)
- n e O - PR: 1S mo (9% C1, 2542) cengene HOBL: 28 mo (95% C1,263.0)
2 oo f-. L, o~ - CR: 9.2 mo (5% CL .0-NE) ® 804 — @ = Other: 20 Mo (I6% CIL2247)
nd 1 h - w
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e ¢ s
3 40 T - 404
3 AN 3
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ORR at Week 6 and Best Overall Response

Week 6 Assessment®

Best Overall Response
(at/after Week 12 Assessment)®

(Response to PCT)
Tisagenlecleucel Arm SOC Arm
(N=162) (N=160)
ORR
CRePR - no. (%) (30546.2) 457.617)
Best Overall Response - no. (%)
CR 18 (11.1) 31(19.4)
PR 44 (27.2) 55 (34.4)
SD 48 (29.6) 46 (28.8)
l PO 42 (25.9) 22 (13.8)
UNK 10 (6.2) 6 (3.8)

Tisagenlecleucel Arm SOC Arm
(N=162) (N=160)
75 (46.3) 68 (42.5)
(38.4.54.3) (34.7-50.6)
46 (28.4) 44 (27.5)
29 (17.9) 24 (15.0)
19 (11.7) 22 (13.8)
S0 (30.9) 46 (28.8)
18 (11.1) 24 (15.0)
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ORR at Week 6 and Best Overall Response

Week 6 Assessment® Best Overall Response
(Response to PCT) (at/after Week 12 Assessment)®

Tisageniecleucel Arm SOC Arm Tisagenlecleucel Arm SOC Arm
(N=162) (N=160) (N=162) (N=160)

ORR 62 (38.3) 86 (53.8) 75 (46.3) 68 (42.5)

(30.8-46.2) (45.7-61.7) (38.4.54.3) (34.7.50.6)

CR4PR - no. (%)

95% CI

Best Overall Response - no, (%)

CR 18 (11.1) 31(19.4) 46 (28.4) 44 (27.5)
PR 44 (27.2) 55 (34.4) 29 (17.9) 24 (15.0)
SD 48 (29.6) 46 (28.8) 19 (11.7) 22 (13.8)
PD 42 (25.9) 22 (13.8) 50 (30.9) 46 (28.8)
UNK 10 (6.2) 6 (3.8) 18 (11.1) 24 (15.0)
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Week 6 Assessment®

ORR at Week 6 and Best Overall Response

Best Overall Response

(Response to PCT) (at/after Week 12 Assessment)®

Tisagenlecleucel Arm SOC Arm Tisagenlecleucel Arm SOC Arm

(N=162) (N=1860) (N=162) (N=1860)

e a0 62 (38.3) 86 (53.8) 75 (46.3) 68 (42.5)
95% ClI t (30.8-46.2) (45.7-61.7) (38.4.54.3) (34.7-50.6)

Best Overall Response - no. (%)

CR 18 (11.1) 31 (19.4) 46 (28.4) 44 (27.5)

PR 44 (27 .2) 55 (34.4) 29 (17.9) 24 (15.0)

SD 48 (29.6) 46 (28.8) 19 (11.7) 22 (13.8)

PD 42 (25.9) 22 (13.8) S0 (30.9) 46 (26.8)

UNK 10 (6.2) 6 (3.8) 18 (11.1) 24 (15.0)
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Conclusions

« EFS was not significantly different between tisagenlecleucel and SOC
treatment strategies in patients with aggressive NHL that was refractory or
relapsed early after first-line therapy

« Our findings suggest the importance of preventing PD prior to infusion

- A higher proportion of patients had PD at week 6, prior to CAR T-cell
iInfusion, in the tisagenlecleucel arm

« Effective bridging prior to CAR T-cell infusion and a shorter time to infusion
for this chemotherapy-refractory patient population could be critical to
improve outcomes

* Insights from this randomized Phase lll study should help guide optimal use
of CAR T-cells in patients with r/r aggressive NHL requiring second-line
therapy and design of future CAR-T trials
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Profiling of Circulating Tumor DNA for Noninvasive Disease
Detection, Risk Stratification, and MRD Monitoring
in Patients with CNS Lymphoma

Mutter JA®, Alig S*, Lauer EM, Esfahani MS, Mitschke J, Kurtz DM, Kuhn J, Bleul S, Olsen M,
Liu CL, Jin MC, Macaulay CW, Neidert NN, Volk T, Rauer S, Heiland DH, Finke J, Duyster J,
Wehrle J, Prinz M, lllerhaus G, Reinacher PC, Schorb E, Diehn M, Alizadeh AA, Scherer F

63® ASH Annual Meeting, Plenary Session, 12/12/2021




Central nervous system lymphoma

Central nervous system lymphoma (CNSL)
Major clinical challenges

Poor prognosis after relapse / progression Diagnosis relies on invasive procedures

Heterogeneous outcomes following Often inconclusive due to inaccurate
methotrexate-based treatment tissue targeting

Tools for accurate risk stratification and Associated with peri- and postoperative
prediction of outcomes are lacking morbidity and mortality

Ferrert AJM ot al., Lance! Haemalol, 2016

lllerhaus G ot al , Lancet Haematol . 2016 Alr EL ot al., J Neurosurg, 2009 - '
Grommes C ot al., J Clin Oncol, 2017 Manoj N et al., J Neurosc! Rural Pract, 2014 U 2 eacrars
Holdhol M et al., Onco Targets Ther. 2020 Malone H et al., Workd Neurosivg, 2015 ' Pa—




Central nervous system lymphoma

Central nervous system lymphoma (CNSL)
Major clinical challenges

Poor prognosis after relapse / progression Diagnosis relies on invasive procedures

Heterogeneous outcomes following Often inconciusive due to inaccurate
methotrexate-based treatment tissue targeting

Tools for accurate risk stratification and Associated with peri- and postoperative
prediction of cutcomes are lacking morbidity and mortality

Unmet need for innovative biomarkers that facilitate ‘
1) Identification of patients at high risk for relapse / progression '“i
2) Biopsy-free diagnosis of CNSL A -




Circulating tumor DNA in CNSL

Limitations of ctDNA detection in CNSL

Extremely low ctDNA concentrations in plasma
Low detection rates in plasma (0-32%) by NGS
Limited applicability of single gene assays (MYD88 L2557)

Yoon &t al., Cancer Res Treal, 2021
Montesinos-Rongen M et al., J Mol Diagn, 2020
Hattori K et al., Cancer Sclence, 2018
Fontanilles M ot al., Oncotarge!, 2017



Methods

CAPP-Seq

- Targeted capture high-throughput sequencing technology . ?
- Sequencing panel: 199 kb, capturing 580 genetic regions h b
= Genotyping of gDNA in tumor and ctDNA in CSF and plasma '

PhasED-seq

- Utilizes phased variants (PVs) that occur within a typical cfDNA molecule
- Ultrasensitive detection of c¢tDNA (~1:2,000,000 = 0.00005%)

- Monitoring of ctDNA in plasma and CSF

W Plus strand
Kurtz DM*, Soo J* et al., Nal Biolechnol, 2021 fDNA — :m;;:m
Kurtz DM*, Scherer F* ot al , J Clin Oncol, 2018 MO U i 9

Newman AM*, Lovejoy AF*, Klass DM* et al., Nal Biolechnol, 2016 Adaphed o TR
Scherer F*, Kurtz DM*, Newman AM"* et al., S¢/ Trans! Med, 2016 Wartz OM®, S00 J* ot al, Naf Ristechnsd, 2001 oy
Newman AM et al , Nal Med, 2014 \ IRUTATS




Study cohort (Freiburg University)

Patent cohort (n = 67

Median sge (years) 5 T—
Gender, n (%) _

Fer e 30 (44.8)

Llake 3 (58.2)
Diagnoals, n (%)

PCNSL 55 (82.1)

molsled SCHNSL (ISCLC) 12(17.8)
Histology. m (%)

CLBCL &5 (97

L 1(1.5)

CO38s LBCL 1(1.5) Tumor Plasma 1 '
Tﬂwﬂvrhlﬂ i 52 (17 6) Plasma

Plasma

Paluate 10 (14.9) CSF

b % CSF
Surgical procedure, n (%)

Bapay ST (83.1)

Complee resecton 2{(30) :

Partial retection 4(6.0) Non-CNSL brain tumors Healthy controls
MEKCC score, n (")

1 1{v 5

. 3 (38.2) ’

3 19 (28 4) Total Hmplei, 270

NA 8(119)
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Improved tumor-informed ctDNA detection in CNSL

PhasED-seq
S 1 . L ] ]
& ;i 100+
2 80- .
8 80 = 10+
< L
g 601 Ex 17
AN Sensitivity other 2>
~ 401 HTS-based studies N PN Sensitviy =< 01-
= r 1 -I'.:-.: = K 1 =8 "
2 I B ¢ cp &7 00
é <01 I y 4 B o 0.0014
f?'i'.' 0- — i - “ _i 0.0001%y

NoO' 804 78 25 41 23 14 528 24 22 19
Pretreatment plasma Pretreatment CSF

Yoon el al.. Cancer Res Treat, 2021
Montesinos-Rongen M et al , J Mol Diagn, 2020
Hattorl K et al., Cancer Science, 2018
Fontandles M et al., Oncolarge!, 2017

FC = Flow cytomelry
CP = Cylopathology
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Association of pretreatment ctDNA with radiographic features

Plasma CSF
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Pretreatment plasma ctDNA as a prognostic biomarker
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Pretreatment plasma ctDNA as a prognostic biomarker
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On-treatment plasma ctDNA as a prognostic biomarker
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On-treatment plasma ctDNA as a prognostic biomarker
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Biopsy-free CNSL classification

CNSL vs. Non-CNSL (other primary brain tumors or brain metastases)
- Different treatment strategies

- Suboptimal discriminatory capacity of radiographic imaging

- Mutational landscapes are fundamentally different

N

Hypothesis: CNSL can be diagnosed without surgical procedure
based on ctDNA mutational profiles in CSF or plasma

Methodology

- Training cohort: Mutational data from 30 CNSL tumors (this study) and 2647 Non-CNSL
tumors (public datasets)

- Approach: Ensemble of Empirical Bayesian Models to define a Classifier score
- Independent validation cohort: Tumor-agnostic genotyping by CAPP-Seq:
- CNSL (35 tumors, 46 CSF, 52 plasma) P N
- Non-CNSL (18 tumors, 16 CSF, 16 plasma) ’i&m_m_-.ﬂ-




Biopsy-free CNSL classification

Independent validation cohort: total of 183 samples

sz MOAN.... BOHL...... IO Lo

Tumor CSF* Plasma*
nw=18 n=16 n= 16
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Memorial Sloan Kettering
Cancer Center

A Prospective Multicenter Study of Minimal Residual Disease
Assessment Using a Next-Generation Immunosequencing Assay and
CT Monitoring for Surveillance after Frontline Treatment in lefuse
Large B-Cell Lymphoma

Anita Kumar MD, Jason R. Westin MD, Stephen J. Schuster MD, Grzegorz S. Nowakowski MD, Izidore
S. Lossos MD, Allison Jacob, Ashlee Joseph, Leana Laraque, Venkat Seshan PhD, Shreya Vemuri,
Andrew D. Zelenetz MD PhD



Background

Standard Surveillance Strategy in DLBCL:

‘ _ s Surveillance
{ lete
DLBC Induction chema  IERESULCLC ; ‘ >
Remission Clinical evaluation CT scans }
+ For 2z years

q3mos qbmos

* Diffuse large B-cell ymphoma (DLBCL) is frequently curable after frontline therapy, however, relapses
can occur after achievement of a PET-negative complete remission (CR).

* Early radiographic detection of relapse may be associated with improved outcomes

* Controversy exists regarding the utility of post-therapy surveillance imaging:
* Patient anxiety

. L
* Radiation exposure = chnosnlg “Limit use of surveillance ‘

* False-positive results

o Cogh L Wisely CT imaging in pts in CR
* Unclear survival benefit from aggressive NHL"

A vutsatoe of the AHIM Foundanos

Thompson JCO 2014

g
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Study Design: prospective, multicenter, non-therapeutic

Primary endpoint: determine the test characteristics (sensitivity, specificity, NPV, PPV) of the immunosequencing MRD assay

I(ey Eligibility Criteria: Treatment Response Surveillance
=18 years

* De novo DLBCL or HGBCL
(including PMBL, TCRBCL, etc)

* Receive 1% line multi-agent

Chﬂ'ﬂ'lﬂth&l"apy (RCHOH clinical =3 =3 PETCR | * ¢ 9 12 15 18 21 Maew
trial, can include RT or e v o’ ) T T T ]
HDT/ASCR) | s, S, .

* Required baseline test Pﬂt?ﬂm&unmmmn ‘ + MRD blood sample and CT Scan |
specimen to identify tumor- it e el 8_ME) e sump

. chemotx start), during treatment,
specific clonotype or post-treatment (<4 months

* Transformed disease from from chemotherapy end)
antecedent or simultaneous e ————
indolent lymphoma not eligible

Peripheralblood _ SHIP at AMBIENT TEMPERATUE TO ADAPTIVE
MRD samples I ——= BIOTECHNOLOGIES ON DAY OF SAMPLING AND
collected in 2 SUBSEQUENTLY PROCESSED at ADAPTIVE

K2EDTA tubes

(‘: 63rd ASH Annual Meeting and Exposition
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MRD Methodology: clonoSEQ® Adaptive Biotechnologies

Baseline biopsy: ID tumor specific clonotype(s)

‘ e\ VAVRAN bghylnsof I““““ * B-cells have unique marker of

i' Lttn‘:’;,i/\ AAEAS :‘> L_.L“/ill clonality as a result of variable,

diversity, and joining (VDJ) gene
segments in immunoglobulin gene

* Identify and track rearrangements
of IgH-VDJ, IgH-DJ , Igkappa,
Iglambda and translocations in

_ By B Norrmw Bucell ECIIIE'IgH

Batrat ! E!:,) . 12::: ocs A S ®DLBCL

Im
® Memorial Sloan Kettering
AT O

Peripheral blood: quantify presence of tumor-associated sequences ("MRD")

|

Cancer Centor

3rd ASH Annual Meeting and Exposition
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Patient Flow Chart

Reasons Inevaluable: Pts Enrolled
No baseline pathology (n=50) N=500 Evaluable patients:
Primary refractory (n=22) * Pre-treatment pathology
Died d"'f"';'lg SEERCTRRIN (A ) + Completed frontline treatment
Lost to follow up (n=8) 4 - d 5
Withdrew consent (n=8) Pts Evaluable® Achieved PET-CR at end of therapy
Other (n=6) N=398

Enrolled Pre-Tx Enrolled During Tx Enrolled Post-tx

N=g6 (24%) N=214 (5496) N=88 (22%0)

Moemaorin
Concer C

Q’: 63rd ASH Annual Meeting and Exposition
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Baseline Patient Characteristics (n=398)

Characteristic N(%) Characteristic N(%)
Site of Enroliment Stage
Memorial Sloan Kettering 221 (55%) Al 155 (39)
MD Anderson Cancer Center 55 (14%) n/v 203 (621)
University of Pennsylvania 54 (13%) R-IPI Score
Mayo Clinic 42 (12%) Very good (o) 53(13)
University of Miami 26 (7%) Good (1-2) 184 (46)
Age in years, median (range) 62 (19-95) Poor (3-5) 161 (40)
Male, n (%) 229 (58) Treatments
Diagnosis RCHOP x 6 cycles 146 (36%%)
DLBCL, NOS 345 (86%6) REPOCH x 6 cycles 82 (20%)
Primary Mediastinal B-cell Lymphoma 25 (6%6) Clinical trial 59 (15%6)
High Grade B-cell Lymphoma 20 (596) RCHOP +RT 36 (10%)
T-cell Rich B-cell Lymphoma 5 (1%) Other RCHOP variations 75 (19%)

Other (transformed indolent B-cell NHL) 3 (196)

€ 63rd ASH Annual Meeting and Exposition

Veri Sinifland = #




Duration of complete response

10

-

04 06 08

Proportion progréssion—free

02

i At 2-years, 89% (86, 92)
were in ongoing remission

0.0

1 ] 1 1 1] T T
0 12 24 6 48 60 72 ‘

Time (n months) from start of treatment

Median follow up 34 months

Q': 63rd ASH Annual Meeting and Exposition

[ 4
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Relapses, n=43

How was relapse detected?

Clinical symptoms alone 4 (9%)
Evaluation by oncologist alone o (0%)
| Surveillance imaging alone 19 (44%) |

Imaging - and - clinical symptoms and/or evaluation by oncologist 20 (47%)

In 44% of patients, relapse was detected using surveillance
imaging (typically CT CAP) in an otherwise asymptomatic,
clinically well patient |

Memaorial Sloan Kettering
Cancer Center

@ 63rd ASH' Annual Meeting and Exposition

Veri Siniflan



MRD Analysis—Evaluable Relapsed pts

43 relapses

3 pts ID samples failed quality control
———— | 1 pts ID sample failed calibration
1 pt no MRD results < go days of relapse

38 patients with MRD results

Memaorial Sloan Kettering
Cancer Center

Q’, 63rd ASH Annual Meeting and Exposition
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MRD Analysis—Evaluable Relapsed Patients, PBMC and plasma
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MRD Analysis—Evaluable Relapsed Patients

months post treatment

EOT 3 6 9 12 15 18 21 24
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MRD Analysis—Evaluable Relapsed Patients

manths pos! reatmend MRD Results
EOT 3 6 &) ® WD Postve
@ VRO Undetectatie
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MRD Analysis—Evaluable CR pts

356 CR pts

29 pts ID samples failed quality control
— | 33 pts ID sample failed calibration
15 pts pending sequencing

279 pts with MRD results

Memorial Sloan Kettering
Cancer Center

€ 63rd ASH' Annual Meeting and Exposition
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CR pts MRD results, N=279, PBMC and plasma

-

j;—' 09 9 G0 0 OSSOSO 0 | @i +— Undetectable MRD during
R T3 _‘}__-1 BERE TR durable CR, N=218 (78%)
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CR pts MRD results, N=279, plasma
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Undetectable MRD during
durable CR, N= 243 (87%)

MRD positive during
durable CR, N=36 (13%)

Any positive in plasma
compartment

Memorial Sloan Kettering
Cancer Center

63rd ASH Annual Meeting and Exposition



Summary of test characteristics

Test characteristics at the patient level:

Compartment | Sensitivity Specificity

Positive predictive Negative predictive

value value

PBMC and Plasma | 63% (24/38) 78% (218/279) 28% (24/85%) G4% (218/232)
Plasma 58% (22/38) 8796 (243/279) 33%‘{12!53} 949 (243/259)
PBMC 53% (20/38) 83% (231/279) 29% (20/68) §3% (231/249)

Cellular compartment - peripheral blood mononuclear cells
Acellular compartment - plasma

Plasma MRD detection had improved sensitivity and specificity compared with circulating cells

Memorial Sloan Ketlering
Cancor Centor

Q’r 63rd ASH Annual Meeting and Exposition



Conclusions

» DLBCL patients treated in modern era (2015-to date) have overall excellent
outcomes after achieving an EOT PET-CR

« The first prospective data with standard follow up schedule to describe how
relapses are detected in DLBCL.
— Retrospective data has reported low rate of asymptomatic relapse detection
— A substantial proportion (44%) of clinical relapses were detected
radiographically in asymptomatic patients in our study, supporting the
value of CT surveillance imaging in DLBCL, particularly for pts with
advanced stage or high-risk disease.

-~ Given increased number of therapies in rel/ref DLBCL (i.e., CART), early
detection may have higher likelihood of translating into an overall survival

benefit
Memorial Sloan Kettering
Cancer Center

"r 63rd ASH Annual Meeting and Exposition
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Conclusions

— The results may be related to:
* The very limited amount of circulating DNA in PET-CR patients

« Degradation of ctDNA collected in EDTA tubes and processed at variable
timepoints

« Plasma MRD detection had improved sensitivity and specificity compared with
circulating cells

* Further investigation of false positive results are ongoing

Memorial Slean Kettering
Cancer Center

@ 63rd ASH' Annual Meeting and Exposition
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1.

Ozet

Pola-R-CHP ‘nin ilk secenek tedavide yer almasi icin maliyet analizi onemili
bir parametre

Double-Hit Lenfoma: hala IPI, FISH analiz sonucu elde edilinceye kadar
onemli bir parametre. IPI dusuk hastada R-CHOP, yuksek hastada DA-
EPOCH ile tedaviye baslanmali ve nihai sonuca gore tedavi modifiye
edilmelidir. DH in FISH ile sinirli olmadigi, DH signature Gn onemi...

CNS proflaksisinde yuksek doz MTX konusu prospektif calismalarla
desteklenmedikge standart yaklasim degismemeli.

CAR-T cell e ulasma giderek daha zorunlu hale gelmekte.CAR-T ye erken
evrede tedavi gereksinimi artmakta. Primer refrakter/ erken nuks hastada
CAR-T standart tedavi secenegidir. Kurtarma rejimine yanitsiz hastalarda da
CAR-T dusunulmeli. CAR-T teknolojisine daha kolay ulasiimali.

Remisyonda DBBHL da CT ile hastalik takibi yeniden giindeme gelmis
durumda

cf-DNA non-invaziv hastalik tani, prognoz ve takibinde giderek yer alacaktir.
Alt-yapida molekuler genetik ile ortak calisma onem kazanmakta.



ASH 2021 sonrasi

Diffuse Blylk B Hicreli Lenfoma
guncellemesi

Burhan Ferhanoglu.

VKV Amerikan Hastanesi
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