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Allogeneic SCT in 2022

Remains the standard of care for many patients with high-risk MDS, high-risk or relapsed AML
and ALL, high-risk myelofibrosis, many patients with severe aplastic anemia and subsets of
patients with refractory lymphoid malignancies

We now recognize that immunologic graft vs. tumor effects are critical for the success of
alloSCT, which have led to utilization of lower intensity conditioning regimens for many

Early mortality has dramatically declined (from 30-40% 25 years ago to 5-10% now)

AlloSCT (including for those with well matched unrelated donors) now routinely performed for
patients up to age 75, even with modest comorbidities common with aging

Access remains a problem, with outcomes compromised for non-white patients, especially for
those lacking a suitable matched related sibling
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Impact of HLA Matching:
Race and ethnicity matter
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CIBMTR Study: Race and Access to HCT

African-Americans less likely to receive HCT compared to Whites
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However, a MUD is not available for every patient.
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Likelihood of HLA Matching:
Race and ethnicity matter

Match likelihood

Race or ethnic group of searching patient for hematopoietic cell
transplantation

Gragert L, et al. N Engl J Med. 2014; 371(4): 339-348.

1 JSYIVESTER

N C I Cancer Center
COMPREHENSIVE CANCER CENTER

UNIVERSITY OF MIAMI HEALTH SYSTEM A Cancer Center Designated by the

National Cancer Institute

m 8/8 HLA match >7/8 HLA match




The HLA Barrier: Need for an HLA-matched donor

High-resolution donor-recipient HLA matching contributes to the success of 1.0 -
unrelated donor marrow transplantation B ]
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Mismatched grafts close the disparity gap

\
Match rates for 5 broad race groups

« Registry modeling from BTM 100 .
Bioinformatics 9% - Pl
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Post-transplant cyclophosphamide (PTCy) enhances
GVvHD prevention in the haploidentical setting

Donor Circulating T cells in haplo-HSCT recipient
T cells

® T naive T stem cell memory @ T memory
‘ Proliferating cell .

Apoptotic cell
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15-MMUD Study

Primary Endpoint: Overall Survival

72% MAC and 79% RIC

CIBMTR
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CIBMTR
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Everyone has a <6/8 donor

HLA Match between donor and 0 Match rates for 5 broad race groups
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15-MMUD Conclusions

This approach is feasible and safe, and outcomes are similar to other settings using PTCy

48% of patients enrolled were racial/ethnic minority groups: MMUD PTCy broadens access to
transplant

Manuscript accepted for publication (2/2021): Journal of Clinical Oncology

* Antonio Jimenez-Jimenez (Sylvester) co-first author
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Post-Transplant Cyclophosphamide (PTCy) Is Associated with
Improved Clinical Outcomes in HLA-MMUD Hematopoietic Cell
Transplantation (HCT): The University of Miami Experience

« UM established the leading mismatched unrelated donor transplant program in the US

» Trial Highlights:
« 73 patients, 218 years s/p MMUD s/p HCT 1/2016 and 12/2019
« Post-HCT GvHD prophylaxis: PTCy vs. historical SOC ATG
« 70% Hispanic and Afro-Caribbean patients
« 30% Highly mismatched grafts in experimental arm

Jimenez Jimenez A, Komanduri K et al., The TCT Meetings of ASTCT and CIBMTR.
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Results
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Future Directions

The 15-MMUD study will be followed by a multicenter NMDP-sponsored clinical trial using peripheral
blood stem cell grafts:

 ACCESS: A Multi-Center, Phase Il Trial of HLA-Mismatched Unrelated Donor Hematopoietic
Cell Transplantation (HCT) with Post-Transplantation Cyclophosphamide for Patients with
Hematologic Malignancies (21-MMUD) (Jimenez Jimenez A, Devine S, Al-Maki M et al.)

« 40 sites, ~180 patients.

« University of Miami/Sylvester activated and currently leading national accrual

J SYLVESTER N C I Cancer Center
e, COMPREHENSIVE CANCER CENTER
UNIVERSITY OF MIAMI HEALTH SYSTEM A Cancer Center Desi /

enter Designated by the
National Cancer Institute



NATIONAL
MARROW

BE 2% THE MATCH'

DONOR
PROGRAM'

' CENTER FOR INTERNATIONAL BLOOD
& MARROW TRANSPLANT RESEARCH

ACCESS: A Multi-Center, Phase Il Trial of HLA-Mismatched Unrelated Donor
Hematopoietic Cell Transplantation with Post-Transplantation Cyclophosphamide
for Patients with Hematologic Malignancies

Resource for Clinical Investigation in Blood and Marrow Transplantation
(RCI BMT)

Version 1.0
January 28, 2021

NMDP Protocol Chair
Steven Devine, MD'

CIBMTR Protocol Officers
Bronwen Shaw? (adult)
Larisa Broglie? (pediatric)

Primary Objective
Ay G| N

Stratum

Stratum

Stratum

* Adult subjects undergoing HCT with a PBSC graft
source and receiving a myeloablative conditioning
(MAC) regimen and PTCy-based GVHD prophylaxis

 Adult subjects undergoing HCT with a PBSC graft
source and receiving a non-myeloablative (NMA) or
reduced-intensity conditioning (RIC) regimen and
PTCy-based GVHD prophylaxis

* Pediatric and young adult subjects undergoing HCT
from a BM graft source and receiving a MAC
regimen and PTCy-based GVHD prophylaxis

To determine overall survival (OS) at one year following Study Patients with eligible diagnosis receiving a MMUD PBSC or BM
transplantation of a PBSC product from a MMUD using Population (pediatric strata only) product at participating transplant centers
PTCy-based GVHD prophylaxis.
) Study This is a multi-center Phase |l study with three strata (two adult strata
m J Design/Phase |based on conditioning intensity and one pediatric) designed to estimate
Transplantation of a PBSC or BM product from a HLA- the one year OS following MMUD PBSC or BM (pediatric stratum only)
mismatched unrelated donor (MMUD) using PTCy-based transplantation.
GVHD prophylaxis will be safe and feasible and will result
in a high likelihood of overall survival at one year following . . . .
. HCT. Y Primary Endpoint: 1 ¥OS following HCT in each
adult strata




Conclusions: PTCy to improve MMUD HCT

Despite a higher degree of HLA-mismatch, PTCy following MMUD HCT resulted in superior
OS, RFS, GRFS and lower NRM when compared to ATG-based GvHD prophylaxis.

Outcomes following PTCy appear to be approaching historically excellent outcomes with
matched unrelated donor HCT, as the utility of this platform continues to be explored
prospectively.

MMUD with PTCy appears to be a safe and effective alternative graft source for individuals
without matched sibling or registry donors and significantly levels the playing field for
underrepresented minorities.
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Access Barriers and Outcome Disparities
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Conclusions

Autologous and allogeneic HCT remain the standard of care for many patients with high risk

and/or relapsed malignancies, including myeloma, relapsed lymphoma and many patients with
MDS and AML

Significant disparities exist, with lower referral and utilization rates based on gender and race
Biological barriers (e.g., increasing ethnic diversity with underrepresentation in registries) also
exist, but can be addressed with steadily improving outcomes with approaches including

mismatched transplantation using PTCy

Approaches to address disparities must be holistic, with attention to bias, financial access
barriers, cultural barriers, education and biological factors
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CD19 CAR T-cells Yield Durable Remission in ~40%
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Number of CAR T cell infusions: 2016-2021
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CAR T cell Indications Annually:
2016-2020
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CD19 Antigen Loss is a Common Cause
of treatment failure after CAR19 Therapy

e 7/21 (33%) ZUMA-1 patients w/ disease PRE-INFUSION PAng _DAY 60
progression after therapy were CD19 ”’”"““? w
negative® ‘ r
* 34 patients treated with commercial Axi-Cel ' _‘ L
at Stanford* z ' "‘ : @
* 16 developed disease progression ° ‘t‘ » ¥
* 12 were biopsied at time of progression
e Six showed CD19 loss I T -

n

Lymph node analysis pre-CAR and at L Y o ‘DAY 60 RELAPSE
Day 60 highlighted loss of CD19 but AN ey, CD19 © . iei
. . 0 ﬁ, ' 5 I i . S J ¥ 2w
preservation of CD20 expression tis G e

#Neelapu et al, ASH2017 Abstract #578 *Jean Oak et. al, ASH2018 Abstract #4656



A75 CD19 Downregulation
A62 CD19 Downregulation

A53 CD19 Loss

A30 CD19 Downregulation
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Pre-treatment CD19 by IHC is not associated

with Clinical Outcomes

H-score = %tumor cells positive (0-100) x staining intensity (0-3)

Pre-axicel CD19
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Pre-treatment quantitative flow may identify
patients at risk for treatment failure
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Simultaneous targeting of two tumor antigens may
overcome antigen loss and improve efficacy

/Co-administratiorm

Anti-CD19 Anti-CD20/22

0@

Pros:
» Defined dose for each CAR

Cons:
« Multiple production runs
» Potential competition

\- When to infuse 2" dose /

/ Co-expression \

(co-transfection or bicistronic)

Anti-CD19

N,

Anti-CD20/22

o
Pros:

« Each CAR molecule signals
independently
* Reduces steric concerns

Cons:

Givalent-bispecifin

receptor

Anti-CD19-CD20/22

-

Pros:
» Each cell expresses
both scFVs

Cons:

» Can generate multiple
\ CAR populations

/

» Distal scFV may have
\ signalling deficiencies /
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Phase | Dose Escalation Study of CAR19-22 in Adults

with Relapsed/Refractory DLBCL or B-ALL

Primary Objectives

* Determine feasibility of production

« Assess safety

Secondary

Obiectives

* Response rate and clinical efficacy

Exploratory

Obiectives

« CAR19-22 persistence

a-CD22 (M971)

a-CD19 (FMC63)

hCD8 + CD8tm
e? " "l " "%,

e S

4-1BB
CD3z

» Antigen remodeling at Relapse

I JSYIVESTE Spiegel, Muffly, Mackall, et al., Nat Medicine 2021

COMPREHENSIVE CANCER CENTER
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Clinical Outcomes
ALL : 100% ORR, 88% CR
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CD19 Negative Relapse Occurs after Treatment with CAR19-22
¥ 21092 2452 SL23

SA34

SA37 Relapsed
SA10 Patients

(n= 26)
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Relapse after CAR19-22
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CD19-CD22 Bispecific CAR-T Summary

Closed system manufacturing with the prodigy is feasible

« CAR19-22 had limited toxicity, one DLT grade 4 CRS and ICANS
Beneficial Clinical Outcomes: Overall Response: 69%
« 20 DLBCL and 2 PMBCL: ORR: 62% > 29%CR

« 17 ALL patients: ORR:100% - 88% CR

« Unfortunately, 36% DLBCL and 50% ALL subjects have relapsed CD19- CD22+,
thus multi-antigen targeting will require new constructs and strategies

« Brexu-cel now the only available therapy for Adults with R/R ALL

« Stanford (Mackall, et al) manufacturing for a more balanced CD4/CD8 cell product
and have reopened the trial to treat another 15-20 ALL patients

__r COMTMLISIE CANCe L Spiegel, Nat Medicine 2021 w_

UNIVERSITY OF MIAMI HEALTH SYSTEM

National Cancer Institute



Optimizing CAR-T Therapy: Model by Spiegel and Miklos

Tumor Biology:
- Tumor Antigen Density
- Tumor microenvironment

DAY 60 RELAPSE

T ST oz [REREINEIRSLI P
S NN A

D19

CAR-T Product

Patient
W\I—ﬂ Apheresis Transfection Infusion [
— — —_—
3

28 60 90 180 270 360

7 14 21

CAR-T Product Fitness: Day 0
- Patient T cell fitness
- CAR-T construct CAR-T Pharmacokinetics and Pharmacodynamics
- CAR-T manufacturing - Characterize which CAR-T localize to tumor

- Immune Phenotype of CAR-T blood expansion

COMPREHENSIVE CANCER CENTER
A Cancer Center Designated by the
National Cancer Institute

UNIVERSITY OF MIAMI HEALTH SYSTEM
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AUTO3: First CD19 and CD22 Targeting Bicistronic CAR

Gamma Retroviral-Based Vector with RD114 Pseudotype

« Dual antigen targeting

 Two independent CARs delivered in
single retroviral vector

« Humanized binders

« CD22 CAR with novel pentameric
spacer

« OX40/41BB costimulatory domains
designed to improve persistence

* Independently target CD19 and CD22

aCD19
scFV

CD8aSTK .

0X40

TS

TCRz

aCD19CAR aCD22CAR

comp
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Phase 1/2 study of AUTOZ3, the first bicistronic chimeric antigen receptor (CAR)
targeting CD19 and CD22, followed by an anti-PD1 in patients with

relapsed/refractory (r/r) Diffuse Large B Cell Lymphoma (DLBCL):
Results of Safety Cohorts of the ALEXANDER study

Aravind Ramakrishnan, MD , Kirit M. Ardeshna , Connie Lee Batlevi, MD, PhD , Maria A V Marzolini, Wendy Osborne, MBBS , Eleni
Tholouli, MD, MRCPath , Carlos Bachier, MD, PeterA McSweeney MD, Ellzabeth Budde MD, Nancy L. Bartlett MD, Muhammad Al-Hajj,
PhD, Yiyun Zhang PhD Slmon Thomas, PhD Martin Pule, MD , Vijay ari MD, Nushmia Z Khokhar, MD , Maud Jonnaert

PhD Robert Chen, MD and Lazaros Lekakls MD.

50 x 106 150 x 106 300 x 108

AUTO3 AUTO3 AUTO3
(N=7) (N=16) (N=10)
All Grades 17 (35%) 1 (14%) 4 (25%) 2 (20%) 10 (63%)

Grade 1 10 (20%) 1(14%) 2 (13%) 2 (20%) 5 (31%)

Low rates of CRS
Grade 2 6 (12%) 0 1 (6%) 0 5 (31%)
>Grade 3  1(2%) 0* 1 (6%) 0 0
I JSYIVESTER

UNIVERSITY OF MIAMI HEALTH SYSTEM

A Cancer Center Designated by the
National Cancer Institute



Neurotoxicity (NT/ICANS)

Total (N=49)
All Grades 3 (6%) 1(14%) 2 (13%) 0 0
> Grade 3 2 (4%) 1(14%) 1(6%) 0 0
RESPONSES
150 x 106 300 x 10° 450 x 106
AUTO3 AUTO3 AUTO3
(N=16) B (N=16)
N Evaluable* 43 6 13 9 15
ORR 28 (65%) 4 (67%) 4 (31%) 7 (78%) 13 (87%)
CR 22 (51% 2 (33%) 4 (31%) 5 (56%) 11 (73%)
PR 6 (14%) 2 (33%) 0 2 (22%) 2 (13%)
Lasrs
UNIVERSITY OF MIAMI HEALTH SYSTEM

A Cancer Center Designtd by the
National Cancer Institute



First-in-Human Data of ALLO-501A, an Allogeneic Chimeric Antigen Receptor
(CAR) T Cell Therapy and ALLO-647 in Relapsed/Refractory Large B Cell
Lymphoma (R/R LBCL): ALPHA2 Study.

Frederick Lundry Locke, Shahbaz Malik, Michael Timothy Tees, Sattva Swarup
Neelapu, Leslie Popplewell, Jeremy S. Abramson, Jennifer T. McDevitt, Chu Ri Shin,
Eren Demirhan, Cyril Konto,|Lazaros J. Lekakis] H. Lee Moffitt Cancer Center &

« Off the shelf allogeneic CAR-T
« TCR is KO to avoid GVHD.

« CD52 is also KO and anti-CD52 Ab is added to Flu-CTX to avoid
rejection.

o Still suboptimal expansion
* Viral reactivations: letermovir to prevent CMV

1 JSYIVESTER Locke, et al., ASH 2021
UNIVERSITY OF MIAMI HEALTH SYSTEM

A Cancer Center Dc«sign\;téd by the
National Cancer Institute







Michael R. Bishop, MD

Primary Analysis of ZUMA-7: a Phase 3 reem———
Randomized Trial of Axicabtagene Ciloleucel
Versus Standard-of-Care Therapy in Patients

With Relapsed/Refractory Large

Tisagenlecleucel vs Standard of Care as
Second-Line Therapy of Primary

B-Cell Lymphoma Refractory or Relapsed AggreSS|Ye B-Cell
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Michael Bishop, et al

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,3 Patrick B. Johnston,* Bertram Glass,’ Veronika Bachanova,® Sami Ibrahimi,’
Stephan Mielke,® Pim Mutsaers,® Francisco Hernandez-Ilizaliturri,'® Koji Izutsu,'" Franck Morschhauser,'? Matthew Lunning, '3
David G. Maloney, ' Alessandro Crotta,'® Sandrine Montheard,'> Alessandro Previtali,'> Lara Stepan,'¢ Ken Ogasawara, '®
Timothy Mack, ¢ Jeremy S. Abramson'?

University of Colorado Cancer Center, Aurora, CO, USA; ZNorthside Hospital Cancer Institute, Atlanta, GA, USA; 3Beth Israel Deaconess Medical Center, Boston,
MA, USA; “Mayo Clinic, Rochester, MN, USA; Helios Klinikum Berlin-Buch, Berlin, Germany; ¢University of Minnesota, Minneapolis, MN, USA; 7University of
Oklahoma Stephenson Cancer Center, Oklahoma City, OK, USA; 8Center of Allogeneic Stem Cell Transplantation and Cellular Therapy (CAST), Karolinska
Institutet and University Hospital, Stockholm, Sweden; °Erasmus University Medical Center, Rotterdam, The Netherlands, on behalf of HOVON/LLPC; "°Roswell
Park Comprehensive Cancer Center, Buffalo, NY, USA; ""National Cancer Center Hospital, Tokyo, Japan; '2Université de Lille, Centre Hospitalier Universitaire de
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Primary EFS Endpoint: Axi-cel is Superior to SOC ZUMA-7

;

00
o
1

(o))
o
1

H
o
1

Event-Free Survival (%)

N
o
1

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

Median EFS 24-mo EFS Rate

(95% CI), mo (95% Cl), %
Axi-cel (N=180) 8.3(4.5-15.8) 40.5% (33.2-47.7)
SOC(N=179) 2.0(1.6-2.8) 16.3%(11.1-22.2)
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Median Follow-up: 24.9 mo

No. at Risk
Axi-cel 180 163
SOC 179 86

6 8 10 12 14

106 92 91 87 85 82
54 45 38 32 29 27

16 18 20 22 24 26 28 30 32 34
Months

74 67 52 40 26 12 12 6
25 24 20 12 9 7 6 3 1 0

Locke et al ASH 2021 Plenary Presentation




: , . TRANSFORM
TRANSFORM: Event-free survival per IRC (ITT set; primary endpoint)

Median follow-up in both arms: 6.2 months

100
90 - Liso-cel arm SOC arm
(n = 92) (n = 92)
80 + Censored ; ;
Patients with events, n
® 70 1 Stratified HR (95% Cl) 0.349 (0.229—0.530)
©
£ 60- P < 0.0001
5 6-month EFS rate, % (SE) 63.3 (5.77) 33.4 (5.30)
“ 0.5
g : Two-sided 95% ClI 52.0—74.7 23.0-43.8
| . 1 1
Zé', 40 ; ; L HF 12-month EFS rate, % (SE) 44.5 (7.72) 23.7 (5.28)
:>_’| 30 i i Two-sided 95% Cl 29.4-59.6 13.4—34.1
i E =7
20 i !
SOC median EFS: Liso-cel median EFS:
10 7 | 2.3 months : 10.1 months
B 1 95% Cl, 2.2—4.3 1 95% Cl, 6.1—NR
0 T T | — T T T T T T t T T T T T T T T T
01 2 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19
No. at risk Time from randomization, months One-sided P value significance
Liso-cel arm 92 89 86 66 62 43 36 27 26 21 19 17 9 9 7 6 6 4 O threshold to reject the null
SOC arm 92 83 66 35 32 23 21 16 16 12 11 10 6 4 4 4 4 2 2 0 hypothesis was < 0.012

EFS is defined as the time from randomization to death due to any cause, progressive disease, failure to achieve CR or PR by 9 weeks post-randomization or start of a new antineoplastic therapy

due to efficacy concerns, whichever occurs first.

Cl, confidence interval; HR, hazard ratio; NR, not reached; SE, standard error. 8
Kamdar M, et al. ASH 2021 [Abstract #91]



BELINDA

No Difference in EFS Between Treatment Arms

EFS per BIRC in Tisagenlecleucel and SOC Arms

i « EFS2 was not significantly different
Tisagenlecleucelarm (N=162): —=— between treatment arms
3.0 months (95% Cl, 2.9-4.2) . .
80- SOC arm (N=160): —4- — Primary analysis:
g 3.0 months (95% Cl, 3.0-3.5) Stratified unadjusted HR: 1.07 (95%
B Cl, 0.82-1.40, p>=0.69)
$ 60-
S — Supportive analysis:
°§ " Stratified adjusted® HR: 0.95 (95%
- Cl, 0.72-1.25)
: 56 o) w5 T — 6 patients responded to
R e hodg=<a tisagenlecleucel infusion, but were
3 captured as an EFS event due to
4« SD/PD before or soon after
0 2 < 6 8 1_0 12 14 16 18 20 22 infUSiond
Number of patients still at risk Time (months)
Tisagenlecleucel arm 162 156 57 32 19 13 6 1 1 0 0 0
SOC arm 160 148 45 3 25 17 12 7 6 3 1 0

3EFS events defined as PD/SD after day 71 or death at any time. ®p-value derived from 1-sided stratified log-rank test. Adjusted for for potential imbalances in patient characteristics with pre-specified
covariates of age, sex, race, ECOG performance status, histological subgroup, disease stage, and disease subtype. “Stratified adjusted HR accounting for delayed responses in both arms yield HR of

0.84 (95% CI: 0.63, 1.12).

BIRC, blinded independent review committee; Cl, confidence interval; EFS, event-free survival, HR, hazard ratio; OS, overall survival; PD, progressive disease; SD, stable disease; SOC, standard of 9

care. Presented atthe 2021 ASH Annual Meeting, 11-14 December, 2021; Georgia World Congress Center- Atlants, GA



TRIAL ZUMA-7 BELINDA TRANSFORM
Axi-Cel SOC Tisa-Cel SOC Liso-Cel SOC
N=180 N=179 N=162 N=160 N=92 N=92

Patlent dlsp05|t|on
CART mfusnon (%) 94 N/A 96 N/A 98 N/A

" Bridging (%) 65° N/A 83 N/A 68 N/A

. Median days to 13 N/A 52 N/A NR N/A
infusion

N/A 36 N/A 33 N/A 47

N/A 56 N/A 51 N/A 55

ZUMA-7 only allowed corticosteroids for bridging.

W @DrmiguelPerales Locke et al, Bishop et al, K.amdar et al, ASH 2021 @ Memorial Sloan Kettering
Locke et al, NEJM 2022; Bishop et al, NEJM 2022



Varying definitions of EFS in 2"d line CAR-T trials

« ZUMA-7: time from randomization to the earliest date of disease
progression, commencement of new therapy for lymphoma, death from
any cause, or a best response of stable disease up to and including the
response on the day 150 assessment.

« BELINDA: time from randomization to stable or progressive disease at or
after the week 12 assessment.

« TRANSFORM: time from randomization to death due to any cause,
progressive disease, failure to achieve CR or PR by 9 weeks post
randomization, or start of new antineoplastic therapy, whichever occurs
first.

UNIVERSITY OF MIAMI HEALTH SYSTEM A Cancer Center Designat ed by the

National Cancer Institute




BELINDA

Time to Tisagenlecleucel Infusion

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

ust (n=48)
I 41.0 days (range, 31-91) |
e Receipt of Tisagenlecleucel h
Randomization Apheresis Shipment Infusion
- 4 h 4 h 4 ¢
Days 1.0° 60 23.5 (range, 22-34) " 11.0(range,463)
Leukapheresis ¢ (9% %12
Days = 3.0°  10.0(range, 3-27) 28.0 (range, 22-115) . 15.0 (range, 2-91) .
A A A
Randomization Receipt of Tisagenlecleucel Infusion
Apheresis Shipment
| 57.0 days (range, 38-135) |

Non-US (n=114)

TNorth America was a stratification factor, and all enrolled patients in this group were from the United States (US).
srange, 1-6 days. °range, 1-17 days 3

Presented atthe 2021 ASH Annual Meeting, 11-14 December, 2021; Georgia World Congress Center- Atlants, GA



Potential explanations for BELINDA Outcomes

* Design
EFS definition

Michael R. Bishop, MD

SOC allowed 2 lines of

Tisagenlecleucel vs Standard of Care as
Second-Line Therapy of Primary Salvage
Refractory or Relapsed Aggressive B-Cell

Non-Hodgkin Lymphoma: Analysis of the o Patl e nt fa Cto rS?

Phase Ill BELINDA Study

Michael R. Bishop, Michael Dickinson?, Duncan Purtill®, Pere Barba*, Armando Santoro®, Nada Hamad®, Koji Kato”, Anna Sureda®, Richard Greil?, -
Catherine Thieblemont™®, Franck Morschhauser'?, Martin Janz'2, lan Flinn'3, Wemer Rabitsch™, Yok Lam Kwong'®, Marie José Kersten's, . .

Monique C. Minnema'”, Harald Holte'®, Esther Hian Li Chan'S, Joaquin Martinez-Lopez?®, Antonia M.S. Mueller?", Richard T. Maziarz22, Joseph P. Scan to obtain

McGuirk??, Emmanuel Bachy?, Steven Le Gouil?5#, Martin Dreyling®, Hideo Harigae?’, David Bond®, Charalambos Andreadis?, Peter u

McSweeney', Mohamed Kharfan-Dabaja®, Simon Newsome?!, Evgeny Degtyarev¥!, Christopher del Coral®2, Giovanna Andreola®, Aisha
Masood®, Stephen J. Schuster, Ulrich Jaeger®, Peter Borchmann®:", Jason R. Westin
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ZUMA-7

EFS vs. OS as a primary endpoint
for 24 line CAR-T Trials

Primary EFS Endpoint: Axi-cel is Superior to SOC

Median OS, Evaluated as an Interim Analysis, Was Not
Reached for Axi-cel Versus 35.1 Months for SOC

0, .
o HR 0.398 (95% Cl, 0.308-0.514); P<0.0001 10
F 804
Median EFS 24-mo EFS Rate =
g %01 (95% CI), mo (95% Cl1), % 2 60
E Axi-cel (N=180) 8.3(4.5-15.8) 40.5% (33.2-47.7) a 20
2 607 SOC(N=179) 2.0(1.6-2.8) 16.3%(11.1-22.2) £ Axi-cel SOC  Stratified  Stratified
o 3 20 (N=180) (N=179) HR(95%Cl) P-Value
2 -
£ 40 Median OS NR 35.1 0.730 0.0270
o 0 (95% Cl), mo | (28.3-NE) (18.5-NE) (0.530-1.007)
5 T . . : . T . T : . T T . r T . T T r r
@ 50 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
No. at Risk Morths
Medisn Follciint 288 a Axicel 180 177 170 161 157 147 136 125 117 111 91 71 60 44 32 21 14 S 2 0
0 . . ' . ' i : : S ‘ i i ‘ i . . soc 179 171 161 148 133 120 109 104 100 91 74 S8 47 33 21 14 7 4 1 0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
vt Months * 56% of SOC patients received subsequent cellularimmunotherapy (off protocol)
Axicel 180 163 106 92 91 & 8 & 74 67 52 4 26 1 12 6 * Preplanned sensitivity analysis®suggests an OS benefit, likely confounded by SOC treatment switching
soc 179 8 54 45 38 32 29 27 25 24 20 12 9 7 6 3 1 0
“ Analysis utilized the validated and commonly used Rank Preserving Structural Failure Time model, which preserves randomization as described by Robins and Tsiatis (Commun Stat Theory Methods. 1991;2609-2631),
and revealed thedifferencein treatment effectif SOC patients did notreceive subsequentcellularimmunctherapy. Stratified hazard ratio was0.580(95%Cl, 0.416-0.809).
7 Locke et al ASH 2021 Plenary Presentation 12 Locke et al ASH 2021 Plenary Presentation

, @DrMiguelPerales

Locke et al, ASH 2021; Locke et al, NEJM 2022



Which is the better study design?

CAR T vs. ASCT CAR T vs. Salvage CIT

vs
|
| |
| |
CART ASCT am ASCT

W @prMiguelPerales

Salvage




Are CAR-T therapies reaching enough patients?

® Short answer is (for most)....NO!
® Estimate of DLBCL cases in the US is approximately 25K/year

®* Probably 10K patients eligible per FDA label (~5K relapsed, 5K
refractory)

® Probably <2500 patients per year treated <25% of patients
who qualify

® Likely similar underutilization rates to what we already see for
both autologous and allogeneic transplantation

| PSYLVESTER
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From diagnosis to cure

lJ mx&%&g Komanduri, J Clinical Oncology, 2021

UNIVERSITY OF MIAMI HEALTH SYSTEM
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Where is CAR-T therapy for lymphoma in 20227

« CAR-T therapies have truly shifted our treatment paradigm with unprecedented success
in relapsed and refractory CD19+ lymphoma/leukemia

 However...treatments are associated with significant relapse rates, non-relapse mortality
and cost

« Two of three 2" line trials for high-risk are positive, but ASCT may still have benefit for
those with chemosensitive relapse

« Dual targeting in lymphoma (eg., CD19/22) is theoretically promising but still unproven
« Bispecific antibody and other non-cellular technologies continue to improve

« With high costs (both for products and for care) access is limited even in the United
States a key challenge will be finding ways to sustainably provide access and develop
new therapies

J SYLVESTER N C I Cancer Center
e COMPREHENSIVE CANCER CENTER
A Cancer Center Designated by the

UNIVERSITY OF MIAMI HEALTH SYSTEM

National Cancer Institute
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