CART versus allogenic stem cell
transplant for Acute B cell
lymphoblastic leukemia patients

Great Debate Sea Island 2022



The Debaters

The “CART gunner” The “Transplant Sage”
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“You can't let a young 'un decide for himself. He'll grab at the first
flashy thing with shiny ribbons on it, then when he finds out there's
a hook in it, it's too late” Andy Griffith, the Andy Griffith Show 1961



A question of effective versus experimental....

Allogeneic transplant offers superior curative
therapy for patients with B cell acute lymphoblastic
leukemia compared with anti-CD19 directed CART



What is the clinical experience of
using allogeneic stem cell
transplantation for ALL?



Allo-transplant for adults with ALL is growing over time

Number of Allogeneic HCTs for Acute Lymphoblastic Leukemia
(ALL) by Recipient Age (Pediatric category) in the US
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Allo-transplant as consolidation for ALL patients in CR1 or CR2

Number of Allogeneic HCTs for Acute Lymphoblastic Leukemia
(ALL) by Disease Status in the US
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Allo-HSCT from HLA matched donors is curative in
>50% of pediatric patients

Survival after Allogeneic HC Ts for Acute Lymphoblastic Leukemia (ALL),

Using Matched Donors, Age <18 Years, in the US, 2009-2019
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Allo-HSCT from HLA matched donors is curative in >40%
adult patients in CR and 30% patients in relapse.

Survival after Allogeneic HCTs for Acute Lymphoblastic Leukemia (ALL),
Using Matched Donors, Age =218 Years, in the US, 2009-2019
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Allo-transplant outcomes for ALL are improving over time

Trends in Survival after Allogeneic HC s for Acute Lymphoblastic
Leukemia (ALL), in the US, 2001-2019
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Allo-transplant is effective across different cytogenetic
risk groups for Ph(-) ALL
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Survival after allo-transplant varies by race, likely as a
consequence of different successes in finding HLA

matched donors across different racial/ethnic groups

Survival after Allogeneic HCTs for Acute Lymphoblastic Leukemia (ALL),
Age 218 Years, in the US, 2009-2019

W p<0.0001
80 -
o il
5 60 i e =
ol T L et
3 40- Hispanic (n=2186) SR ———
£ Non-Hispanic White (n=5822)
Non-Hispanic Black or African American (n=3574)
20° Non-Hispanic Asian (n=443)
O _I | | I | | | | I I |
0 1 2 3 4 5

Years

) J"-_':.-: C | B M T R *includes Non-Hispanic Native Hawaiian or other Pacific Islander, American Indian or Alaska Native,

nasoon  More than one race, and Non-resident of the US "



Haplo-transplants yield equivalent or better outcomes
as other donor sources in ALL patients
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Equivalent LFS in older ALL patients conditioned with MAC
or RIC and transplanted with a haplo-identical donor
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CD19 41BB CART produce durable remissions in
pediatric ALL but at the cost of long-term B cell aplasia
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FDA approved brexucabtagene autoleucel CART for adults
based upon ZUMA-3 phase 1/2 clinical trial

42% died due to disease progression
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Only about % of adult ALL patients have PFS at 1 year with
40% having grade % CRS and/or grade % neurotoxicity
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Allo-transplant is recommended treatment for MRD(-) r/r ALL
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Summary of CART for ALL

* Pediatric ALL versus adult ALL
e 46% 1-year PFS in r/r pediatric patients treated with CART
e 28% 1-year PFS in r/r adult patients treated with CART

* CART as a “bridge to transplant”
* 10% of pediatric Elaina patients in CR received allo-HSCT
e 18% of adult ZUMA-3 patients in CR received allo-HSCT

* CART versus allo-transplant
e ZUMA-3 shows 20% 2-year survival in r/r adult patients
* Allo-transplant yields 30% 5-year survival for patients with r/r disease

* CART in pediatric patients with r/r ALL yields ~50% long term PFS
 Allo-HSCT in pediatric patients with r/r ALL results in 5—60% 5-year survival



Questions?







Outcomes for pediatric ALL after chemotherapy have improved
so much, there is less need for CART or allo-transplant.
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Increasing frequency of Ph+ and Ph-like
genetic subtypes in older ALL patients
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Outcomes for adults with ALL treated with
chemotherapy are inferior due, in part, to increased
frequency of adverse genetic features in older patients
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