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¥ oBuECTIVES

Identify the current indications of CAR T-cell therapy and Bispecifics in B-cell
non-Hodgkin lymphomas.

2. Summarize the existing challenges associated with delivery of care with CAR
T-cell and bispecific therapies.

3. Discuss therapeutic options to manage relapse post-CAR T-cell therapy.

4. Recognize the future implications for CAR T-cell and bispecific therapies.
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Definition of abbreviations

= BCMA: B-cell maturation antigen

= CAR T-cell: Chimeric antigen receptor T-cell
= CLL: Chronic lymphocytic leukemia

= DLBCL: Diffuse large B-cell lymphoma

= FL: Follicular lymphoma

= MCL: Mantle cell lymphoma

= MZL: Marginal Zone lymphoma

= NRM: Non-relapse mortality

= PFS: Progression-free survival

= OS: Overall survival a
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CAR T-Cell Therapy:
A Living Therapy
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What is CAR T-cell therapy?

= Stands for Chimeric Antigen Receptor T-cell Therapy

= Immunotherapy that uses engineered T lymphocytes
to specifically target the intended cancer cell
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jon recognition domain

<« arget antigen

CAR T-cell benefits
* Localization
= Cytotoxic kiling
« Expansion
« Persistence

CD19: B-cell lymphomalALL
BCMA: Multiple myeloma

FDA approved

b@' CD19

Encoded by the 7.41 Kilobase
CD19 gene on short arm of
chromosome 16

Expressed in all phases of B-
cell development

It is incorporated in flow
cytometry panels to diagnose
B-cell malignancies
o B-cell ALL, B-cell lymphomas
(DLILECL. FL, MCL, MZL) and

Ideal target for
immunotherapy
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BCMA

Member of the tumor necrosis
factor receptor (TNFR)
superfamily

Expressed preferentially by
mature B lymphocytes, with
minimal expression in
hematopoietic stem cells or
nonhematopoietic tissue
Essential for survival of long-
lived bone marrow plasma
cells

Ideal target for
immunotherapy
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CART cells bind to cancer
cells and kill them

et

‘CULTIVATING EXCELLENCE: Bridging Perspectives In Oncology Care

Sarce:

e ®
,’Q)' EE] |6

gkt gl
G S
W Cancercell
igens
S LA -
= ¥
o CART cell
Yookt 8. gt
ek 18
ool

CAR T-cell Therapy

ke Make CAR T cells in the lab

- Insert gene for CAR
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Brexucabtagene
autoleucel

31 line DLBCL No
Transformed FL. No
PMBCL No
2% line DLBCL No
RIR MCL. Yes

No

RIRFL
(non-transformed)

RIR CLL

RIR B-cell ALL
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’3’ B-cell lymphoid malignancies: indications by
&commercially available products 2024 (adults)

Axicabtagene  Tisagenlecleucel

Lisocabtagene
ciloleucel

maraleucel

Eos — 2024 —
z Aol
Jaca 202220 91103 Fowter N o o Nt . 2022 26: 32532 FALLSUHHIT
Mascnnause ol & | Gt Wslgnan Lymphor. L
Sk T, o Lo 2025 4201040254169

11

Diffuse Large

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

: 4

B-cell Lymphoma

— 2024 —

12

NCODA: Fall Summit

October 2024



Exploring Bispecifics and CAR-T Therapies

N
& Before availability of CAR-T

Outcomes of R/R DLBCL after failing 2 prior Rx were dismal

Table 2 Rale of response lo chemolheragy alter refractory disease
LY32(CCIG)  CORAL (LYSARC)
1

UDACC{n= 165 WMC(a=8)  fn=219) fn=1m) Pocied N = 636)
Patacts evavate b respersa ot s ® 05 mw
Response rae. 5% &) E) » » 3

i R o

Aesponserate by relractory catgey, (5% G

Primary kacory
m El 7 ) B
R " 1 2 e
Reracory 1 secondine o terdne hery
m E) 2 x ® B
s ? s » 1 101520
Rl <12 0 postASCT
m " = El )
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’3’ Diffuse large B cell lymphoma:
& Relapsed or refractory disease
Ry o ettt crttorin. 253308
 on e s vorsomnenist ey
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Axicabtagene Tisagenlecleucel Lisocabtagene
Ciloleucel maraleucel
FDA Approval indication for Yes, ZUMA-1 Yes, JULIET Yes, TRANSCEND
3 line and beyond NHLOO01
FDA Approval indication for Yes, ZUMA-7 No Yes, TRANSFORM
2" line and beyond
FDA approval for refractory - - Yes, PILOT
disease to 1 line
chemoimmunotherapy or
relapse after 1%t line
chemoimmunotherapy and
are not eligible for HCT due
to comorbidities or age
CULTIVATING EXCELLENCE: Bridging Persp Bishop M, et al. N Engl J Med. 2022;386(7):629-639 FALLSumMmMIT

Kamdar M, et al. Lancel. 2022: 399: 224-2308
Sehgal A, ot al. Lancet, 2022; 23 (8): 106677
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.t ZUMA 1: Axicabtagene ciloleucel

G y' Var bLeCL PMBCL or TFL. a
?
N pts enrolled 81 30 I

N pts treated with axi-cel 77(95%) 24.(80%) 101(91%)
Median (range) age, years. 58 (25.76) 57(2376) 58 (23.76)

Stage IV disease o7 (87%) 19 (79%) 86 (85%)
23 prior lines of therapy 49 (64%) 21 (88%) 70 (69%)
Relapsed after auto HCT 16 21%) 5@1%) 21 1%
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ASH  Annual Meeting

1764 Long-Term (4- and 5-Yea) Overal SurvivalIn ZUMA-1,the Pivoral Study of
Axicabtagene Ciloleucel (Axi-Ce in Patients with Refracory Large B-Cell Lymphoma (LBCL)

one updated from is not
reflected in ths figure

= Axi-cel, axicabtagene ciloleucel; CR, complete response: NE, not estimable; OS,
PD, PR, follow-up
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5-Year OS

Ovarall Survival, %

With 25 years :ef FIU:“2 6% (95% Cl
é%\ﬂe-zll%Z;ranongaéalleh(soléealegd ’

The 5-year OS rate:

= In CR=64.4% (95% Cl, 50.8-75.1): the
median survival time am%n% ?8 |E(e
%%SE?,UE?N was not reached (95%

; . o .
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REGULAR ARTICLE ® blood advance:

Comparison of 2-year outcomes with CAR T cells (ZUMA-1) vs salvage

Treatment Difference
chemotherapy in refractory large B-cell lymphoma
HR=0.27 (95%CI1=0.00-0.38)

73% reduction in risk of death

ZUMA-1 Median 0S
SCHOLAR-1 (95% CI), mo
80 31.0 (11.5-NE)
= 5.4 (4.6:63)
=
F 60
H
s 40
]
3 20
o

0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32
Time from onset of salvage therapy, months
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Lymphoma from ZUMA-1
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H’ Curative Potential of Axicabtagene Ciloleucel (Axi-Cel): An Exploratory
%’ Long-Term Survival Assessment in Patients with Refractory Large B-Cell

wsporan | 1w | messsn | waesne |asossen

CRat 12 and 24 months may be

Table 2. Cumulatve ncidence of Death n Patients with a CR
predictive of extended OS (cure?)

patents with
Weska | Wowh3 | Mowns | Wewni | wewn:t | *
an prerey preee) (nez9)
5|3 so 18480322 | 10261279
D 0P 351002505 19068322 | 1043225 | 5309158 o
[e——" 2702129 | 2602110 o

Oue o other ressons 8421209 | 9961210 | 13267260 | 13117260 | 182051279
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analyses from

o
ZUMA-1 using endpoints to
K rv;osn(h 94.4% 100% measure cure along with survival
D: o . o s

analyses with up to 6 yrs F/U

DSS: Disease-specific
survival

LREFS: lymphoma-related
event-free survival

— 2024 —
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3 line setting and beyond

IMA-1 JULIET TRANSCEND NHL001

Pts enrolled m 165 304
Pts roceived CAR T 01 n 204
(25 nonconforming)
Median (range) age, years 58 (23.76) 56 (2276) 63(5470)
Histology o DLBCL-NOS=88 DLBCL=137
tFLor PMBCL=24 tFL=21 tFL=60
Other =2 Transformed (other)=18.
MBCL=15
HGBCL (MYC/BCL2IBCLE)=36
2% 2% %
DLBCL=E2%
4% o 5%
DLBCL=49%
2 grade 3=13% > grade 3=22% >grado
Neurologic event v g
2 grade 3=28% > grade 3=12% > grade 3=10%
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Hypoalbuminemia
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Impact of hypoalbuminemia on the prognosis of relapsed!
refractory B-cell lymphoma treated with axicabtagene.
cloleucel

Aoumn
gy

s S

o 0w ® ® @ ® @ w

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care FALSUMHY
sl ot 1. Arn W 201,55 105-12

October 2024

22

ndard-of-Care Axi Its from the US Lymphoma CAR-
T Cell Consortium

H’). Five Year Outcomes of Patients with Large B-Cell Lymphoma Treated with
Sta b Cilol I' R
N

42% would not have met eligibility criteria Real World Data
for ZUMA-1
\

= 17 US acadenmic centers 1
= 297 pts underwent leukapheresis with intent to 1 \\ ]

manufacture axi-cel H N L%
= 275infused, OS and PFS calculated from infusion date i S % s
* Median F/U of 58 months, median OS was 34.9 months. H .,

and median PFS was 8.7 months
= 5-year OS 40.3% (95% Cl 34.2 - 46.4%)
= 5-year PFS and 28.5% (95% Cl 23 - 34.2%)

8. [

= MVAfor | OS: Male, LDH > ULN, ECOG of 2-4, elevated S e o T o

bilirubin > 1.5 mg/dL.

= MVAfor | PFS: Male, LDH > ULN, ECOG of 2-4,
elevated bilirubin > 1.5 mg/dL, >3 prior Rxs

= 5-year risk NRM=16.2% — 2020 —
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,Q’f Moving CAR T-cell therapy to 2" line
« 3 randomized studies:
o0ZUMA-T7: Axi-cel vs. SOC (Axi-cel better)
oTRANSFORM: Liso-cel vs. SOC (Liso-cel better)

oBELINDA: Tisagenlecleucel vs. SOC (no difference)

SOC: standard of care

‘CULTIVATING EXCELLENCE: Bridging Perspec: RIS
Locke .ot N vt J e 2022 380 03058

Oncology Care

Ko .ot o Lot 2025 300 22042300
—

24

NCODA: Fall Summit



Exploring Bispecifics and CAR-T Therapies October 2024

Survival with Axicabtagene Ciloleucel
in Large B-Cell Lymphoma

P ——
GSXCH RaePINC  Pake  Overall Sumival s

M ompscom oo %

Posrr——

Months

ZUMA 7: shows OS
advantage (vs. SOC)

1. Overall Surval

censoring, NE denote no stmabe, and NR nt reached.
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Improved Overall Survival with Axicabtagene Ciloleucel Vs Standard of Care in Second-
Q’)’ Line Large B-Cell Lymphoma Among the Elderly: A Subgroup Analysis of ZUMA-7
?

+ 109 patients were
included in analysis o MmuMsmE s mmmm s T

« Axi-cel= 51; pts 265 R
yrs (270 y=26, max " e
age=80 yrs) OO o

SOC= 58; pts 265 yrs
(270 y=27, max ¢
age=81 yrs) :
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‘Y@ Lisocabtagene maraleucel 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 (TRANSFORM):
results from an interim analysis of an open-label,
randomised, phase 3 trial

EFS No updates on OS (yet)

o
2927095806

ny
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& QuEsTION 1

Mr. J.M. is a 65 y/o old man who was diagnosed with stage IV diffuse large B cell
lymphoma. He received front-line treatment with chemoimmunotherapy and
achieved a complete remission. Unfortunately, his disease relapsed within 9
months. Which of the following treatment options are correct?

He can be treated with axicabtagene ciloleucel based on results of ZUMA-7
showing superior EFS compared to standard of care

He can be treated with lisocabtagene maraleucel based on results of
TRANSFORM showing superior EFS compared to standard of care

He can be treated with tisagenlecleucel based on results of BELINDA showing
superior EFS compared to standard of care

Aand B
All of the above

29
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Mantle Cell Lymphoma
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N ZUMA-2: ORR

67% (95% CI, 53 — 78)
100

ORR by IRRC Assessment Was 93% (95% Cl, 84 — 98) and CR Rate Was

icacy-
Evaluable

= N =60

g Median follow-up (range), mo 123(7.0-323)

g Patients with 2 24 mo follow-up, n (%) 28 (47)

'% Median time to response (range), mo

H Inital resgonse 10(08-31)

g CR 3.0(09-93)

7z Patients converted from PR/SD to CR, n (%) 24 (40)

= PRI CR 21(35)
Do CR 3(5)

—

October 2024

CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care FALLSumMmMIT
i
,Q’ study 3-year update (OS)
=
c [
= 60
:
o
Time (months)
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Multicenter Seamless Design Study

o-cel treated set (N=88)

Median (rang 685 (36.86)
White race, n (%) 77 (87.5%) Median F/U= 16.1 (0.4-60.5) months
TP53 mutation, n (%) 20 23%) ORR= 83.1%
= 83.1%
Blastold morphology, n (%) 27 31%) CR=72.3%
Complex karyotype, n (%) 26.@0%) Median DOR= 15.7 months
Wedian (range) prior Rx 31
CRS (any grade)= 61%; Grade 3-4=1%
Previous BTKI,n (%) 83 64%)
o e ) 25 o) Neuro events (any grade)= 31%
Grade 3-4= 9%
Pravious HCT, n (%)
Alo=6 (7%)
Disease status Relapsed=27 (31%)
Refractory=61 (69%)

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

Warg e . Gl Oncol, 2024 42010 1461157

Q’)’ Lisocabtagene Maraleucel in Relapsed/Refractory Mantle Cell Lymphoma: Primary
i Analysis of the Mantle Cell Lymphoma Cohort From TRANSCEND NHL 001, a Phase |

33
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Follicular Lymphoma
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Follicular Lymphoma: ZUMA-5

Figure

Relapsed;i
Follow.

Refractory Indolent Non-Hod
up rom the Phase 2 ZUMA-5 Tr

igkin Lymphoma: 4-Year
al

o 4-year 0S=72%

Nosip 55, o A Sox Homso 2023 (bt 4068)
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Updated outcomes from ZUMA-5 after 24 years median follow-up
159 pts enrolled (127 FL; 31 MZL) and 152 treated with axi-cel (124 FL; 28 MZL)
Median F/U 52.5 months (range, 20.3-69.4; FL: 53.7, MZL: 43.8)
Median progression-free survival= 57.3 months (95%CI=34.9-NE)
© 4-year PFS=52%
Median overall survival (OS)= Not reached

35

4

Tisagenlecleucel in Adult Relapsed or Refractory Follicular Lymphoma:
The Phase 2 ELARA Trial

nfuscd patents
ey
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g
N=97 Grade 1012 47(485)
Median prior therapies of 4 (2-13) L o
FLIPI high >3=59.8% Tookzumab use urng CRS tooun
Median F/U 9.9 months ses 5(106)
b
‘o S e 25
Median OS ot reached o S A CE o E9
w o B— 2cn
g T ey e -
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Tisagenlecleucel in Adult Relapsed or Refractory Follicular Lymphoma:
The Phase 2 ELARA Trial

Table 2 | Best overall response in the EAS and per-protocel

population®

Local IRC Local

Parameter  Per-protocol set, n=85 EAS, =94

assessment  assessment  assessment  assessment

IRC

)

V4
N

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care
Four N, Nat oc, 2021, D 17, k. 10.1008S41591.021-01622.0,

37
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* R/RFL: 3L* and 2L pts with progression within 24
months (POD24) of Dx and/or modified Groupe

« Liso-cel (100 x10% CAR+ T cells) after LD
chemotherapy
« 17 endpoint ORR per IRC by PET/CT
« N of patients who underwent leukapheresis=139
o Ninfused= 130
o N evaluable for efficacy=124
o Median age= 62 (23-80) years
o High-risk FLIPI=57%
o Median (range) prior lines of therapy= 3 (2-10)

‘CULTIVATING EXCELLENCE: Bridaing Perspectives in Oncoloay Care
Mrscinouse , e 8 IOML 223 5 7-80)

h’ TRANSCEND FL: Phase 2 Study Results of Lisocabtagene Maraleucel (Liso-Cel) in Patients
)' (Pts) with Released/Refractory (R/R) Follicular Lymphoma (FL)

FDA grants accelerated approval to
lisocabtagene maraleucel for follicular

lymphoma

d'Etude des Lymphomes Folliculaires (GELF) criteria o e e

* Median F/U=18.9 (0.3-28.2) months
* Evaluable 3L* pts=101

* ORR=97%

* CR=94.1%

pcossaad 7, Ociceer 2026

October 2024
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Chronic Lymphocytic Leukemia
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CAR T-cell in CLL vs. other low grade

(TRANSCEND CLL004)! (ZUMA 5)2
(N=23) (N=124)

Follicular lymphoma

(N=85)"

CAR T-cell Li ic Tisageniecleucel
product Maraleucel Ciloleucel
Study type Phase 1 Phase 2 Phase 2
ORR 82% 94% 87.1%
cR ! 79% 729%
PR 36% 15% 14.1%

*per protocol

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care FALLSUHHIT
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,’Q”

Bispecifics in B-cell Lymphomas
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+ N=90
Median age 60 (53-67) years
Bulky disease= 31 (34%)
Median prior lines of Rx= 3 (2-4)
Prior autologous hematopoietic
cell transplant=19 (21%)
POD24=47 (52%)
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Glofiamab for Relapsed or Refrastory
Diffsse Large B-Cell Lymphoma

‘CULTIVATING EXCELLENCE: Brid

Dxkincon Wi o . N g J e, 2022 307
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Epcoritamab, a Novel, Subcutaneous CD3xCD20 Bispecific T-Cell-Engaging Antibody, in
Relapsed or Refractory Large B-Cell Lymphoma: Dose Expansion in a Phase I/l Trial

47

Overall response rate

Q&

OveralResponse Rate (%)
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Challenges Associated with Delivery of
Care with CAR T-Cell and Bispecific
Therapies

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care FALLSUHMIT
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Challenges associated with Rx delivery

CAR T-Cell Therapy Bispecifics
+ Cost (approx. § 450,000) = Cost (albeit apparently less costly)
o Parts withoiit labor o Epcoritamab 9 cycles=$120,000
+ Complex logistics = But usually prescribed until disease
o Limited number of centers progression
* Manufacturing takes time « No data on 2™ line setting
o 14-28 days

« Transitioning pts from the inpatient to
* Short-term toxicities outpatient setting

o CRS, neurotoxicity
* Long-term toxicities
o Pancytopenia, 2" malignancies

+ Management of side effects in the
community setting
o CRS, neurotoxicity

50

& QuEsTION 2

Which of the following statements in incorrect:

a. Axicabtagene ciloleucel is approved in the second line setting in
patients with diffuse large B-cell lymphoma

b. Epcoritamab is a bispecific therapy approved in the second line
setting in patients with diffuse large B-cell lymphoma

c. T-cell cancers have been reported after CAR T-cell therapy

d. Bispecifics are off-the shelf, providing an advantage for faster
administration

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care FALLSUHMIT
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:@‘

Short-Term Toxicities

— 2024 —
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4
’ Cytokine Release Syndrome (CRS)

Potentially serious complication of CAR-T therapy
- K about exact mechanism continues to
evolve
Cytokine mediated inflammatory response:

o In vivo CAR-T activation and expansion

o Also, from immune cells (macrophages) that
respond to CAR-T activation

ImmunoTarets and Therpy Dore

Cytokine Release Syndrome: Current
Perspectives

» Symptoms: Mild (pyrexia) > severe (hemodynamic
compromise and organ failure)

* Median time to onset 2-3 days

» Rare: Hemophagocytic lymphohistiocytosis
(HLH)/macrophage activation syndrome (MAS)
— 2024
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ASTCT consensus grading (CRS)

,&)‘ Always rule out a possil us cause of the fever

Blood and urine cultures, chest examine sites of IV lines
Table2
ASTCT GRS Consensus Grading
| Grager Crade2 [ Grade 3 [ Gratea
Fever [ vemperatwre =38 Temperature :35°C___ | Temperature 2 385°C | Temperature z35°c
With
Hypotension None Not requiring Requ withor
| vasopressors ‘without vasopressin (excluding vasopressin)
Andier
Hyporia None Requiring low-flow Requiring high-flow nasal can- Requinng pas tive pressure (cg.
nasalcannuda’or pula’ facemask. nonebreather CPAP. BIPAP. intubution and
how-by. mask or Venturi mack mechanical ventilation)
Organ e with GRS may be CTCAE V50 RS prading.
. =3¢ Butable sntipyreticor a5 0
feveris no bonge RS severty. In this
R grad rypewia not atributable For. 3s°
€. hypotension requiring 1 ade 3 CRS.
* Low-flow ‘ 6 n b pediatnics. High-flow
nsal cannula i defined a3 axygen delivered ¢ ~6 minuse.

— 2024 —
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xb. Neurotoxicity

g
« Generally, manifests as a toxic encephalopathy
o Confusion, disorientation, difficulty finding

ASTCT Consensus Grading (ICE score*)

words, etc.
I3

o In more severe cases, seizures, elevated — =

intracranial pressure, cerebral edema

3 object o clock,

: 3 points

« May last few hours to several days

“Show me2

« ltis generally reversible, although deaths have

fingers" or “Close your eyes and stick out your tongue”): 1 point

been reported . sentence (eg. isthe
. ) . bald eagle”): 1 point
* Biphasic presentation
At ion: ability to count backwards from 100 by 10: 1 point
o Phase 1: Days 0-5, may have concurrent “ICE: Immune Effector Cell-Associated Encephalopathy
CRS score
o Phase 2: After day +5, by then CRS has
generally subsided
> Onset can be later with certain CAR T-
cells — 2020
Ncopa
CULTIVATING EXCELLENCE: Bridging Per B
Lo O . Bk Bood Moo Tt 2015,
”’)’ ASTCT consensus Grading (ICANS¥)
?
s
ASTCT icANS Consensus Grdin o Al
Newrotosity Gradet ez Gades Grades
Domain
ckscore” s 56 oz
Depresseaiont | mvatens g e
ofcomcioumess | sponancousty | vice
setzure NA A
Voo fnding | NA A
v i8] A A
cermoral sdema
ot i, oy
withn CE scoreof Ticans
N s o ool
. s with o WHDO it e nt conHrd s Pttt et snd b nloded fom KNS s 1 oy b raded
scorting o CTCAE V30,
*ICANS: Immune effector cell-associated neurotoxicity syndrome — 2028 —
Ncopa
CULTIVATING EXCELLENCE: Bridging Perspectives in Oncoloay Care FALLSumMmMIT
o T, 201025 62538
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b@‘

Future Implications with CAR T-
Cell Therapy Failure and
Bispecific Use after Long-Term
Toxicity Exposure

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care
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Exploring Bispecifics and CAR-T Therapies

- Duration of cytopenias
post CAR T-cell therapy
is variable, ranging from
14 to 180 days,

sometimes longer

- Significant percentage
experience persistent
cytopenias lasting >30
days

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

T o T 2 et

%- Long-term toxicities

Cytopenia (CAR-to-penia)

) irfections

Transfusion dependence

- Prolonged hospitalization

Increased medical costs

58

i of my K is
comparable between LPD and MM

= At 1-year=4%
= At 2-year=6%
= At 3-year=9%

‘CULTIVATING EXCELLENCE: Bridaing Perspectives in Oncoloay Care
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Features and Factors Associated with Myeloid Neoplasms after Chimeric Antigen

5” Receptor T-Cell Therapy
N

[&] Cumuative incidence of post-CART M fromtime f infusion
stratiied by primary lagnoss
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08
2
Z 06
Z 04

02

B-cell LPD
ol ™
o G ) 18 2 0 36
Time, mo
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& « Dismal prognosis in general

approximately 6 months

CAR T-cell therapy failure

o Median overall survival after failing axicabtagene ciloleucel

ToTHE EDiToR
Outcomes of patients with large B-cell lymphoma
progressing after axicabtagene ciloleucel therapy

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

Spiega ¥, et . Bood. 2021, 157 (13 185235
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%8, Allogeneic Transplant following CAR T-cell Therapy for Large B-cell Lymphoma

N=88 & = ==
ledian age 54 (19-72) years s

18 US centers

>

e 0550 9951 072

Survival proabilly

Tiefon o T vt
Nurber st sk
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What about bispecifics (CD3*CD20) in the
setting of post CAR T-cell failure

Epcoritamab’ Glofitamab?
n CAR T failed/N total 61/157 (38.9%) 51/155 (31%)
ORR 54.1% Not reported
CR 34.4% 35%
Median DOR 9.7 months Rouieced

‘CULTIVATING EXCELLENCE: Bridaing Perspectives in Oncoloay Care FALTSIRMY
Thislemon C, et . JCin Oncl. 202341220847
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’3’, Secondary Cancers after Chimeric Antigen
& Receptor T-Cell Therapy

As of 12-31-2023, the FDA had become aware of 22 cases of T-cell cancers that
occurred after CAR-T product treatment. Such cancers include: T-cell lymphoma,
T-cell LGL, PTCL, and CTCL

Among 14 cases with data, cancers manifested within 2 years after CAR T cells
(range, 1 to 19 months), with roughly half occurring within the 1%t year

Some are still under investigation. In 3 cases for which genetic sequencing was
performed, the CAR transgene was detected in the malignant clone

With > 27,000 doses of the 6 approved products having been administered in the
USA, the overall rate of T-cell cancers is low (22/27,000= 0.081%)

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care FALTSIRMY

Versun I o . N EnglJ od. 2024 3907554585
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nature
N [ ——

Vewsiumss | Q

Do cutting-edge CAR-T-cell
therapies cause cancer? What the
datasay

reatment. Butis CART toblame? Thehunt s onfor answers.

The FDA has since documented more cases

As of March 25, 2024, the agency had received 33 reports of such lymphomas among
some 30,000 people who had been treated (33/30,000= 0.11%)

It now requires all CAR-T therapies to carry a boxed warning on the drug’s packaging,
which mentions that such cancers have occurred

The European Medicines Agency has launched its own investigation

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

Wl G Nt 2024 629, 2224

64

” CAR T-cell therapy vs. Bispecifics (DLBCL)
% CAR T-cell
Indications 20 line, 3* line 3*line CART
Pre-treatment Complex "
recquirements o) Simpler (off-the-shelf) Bispecifics
Rx. frequency Single infusion Multiple (months) CART
Administration Specialized centers Community setting ElEeciics
possible
Lymphodepletion Needed Not needed Eposiics
CNS efficacy Present, but limited ? CART
IP vs. OP Mostly IP (but doable OP) oP Brasiie
Toxicities o + Bispecifice
Cost et ++ (for up to 9 months) Clemesios
Follow-up Longer (5 yrs) Short CART
CULTIVATING EXCELLENCE Bidaina e +in Oncoioay Care
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& QuEsTION 3
Which of the following statements is incorrect?

a. The incidence of neurotoxicity is higher with bispecifics compared to
CAR T-cell

b. The incidence of neurotoxicity is lower with bispecifics compared to
CAR T-cell

c. Bispecifics are off-the—shelf products whereas CAR T-cell require long-
term manufacturing time of 14-28 days

d. Bispecifics are more feasible for administration in the community setting

NoOoDA
‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care FALLSUHMIT
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| T
& SUMMARY

CAR T-cell revolutionized Rx of DLBCL, MCL,
and FL. Here to stay!
In relapsed/refractory DLBCL

© CRat 12 and 24 months—> suggest durable response

(2cure)

In primary refractory DLBCL or early relapse
(<12 months)

o Axi-cel better than SOC (1EFS, 10S)

o Liso-cel better than SOC (1EFS)
Brexu-cel and liso-cel approved in R/R mantle
cell lymphoma
Axi-cel, tisagenlecleucel and liso-cel in RIR
follicular lymphoma

Efficacy reproducible in the “real world” setting

« Long-term toxicities of CAR T-cell are
challenging
o CAR-to-penia
o Hypogammaglobulinemia
o Therapy-related myeloid neoplasms (9% at 3
year)
> CHIPs* prior to CAR T-cell vs. after CAR T-cell?
« T-cell lymphoma(s) derived from CAR T
product (CAR transgene)
o Real phenomenon
o Incidence very low= 0.081-0.11%

CHIP: Clonal hematopoiesis of indeterminate potential

‘CULTIVATING EXCELLENCE: Bridging Perspectives in Oncology Care

October 2024
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¥ summary

« Bispecifics represent an important addition to treatment algorithm of

DLBCL and follicular lymphoma

o Efficacy of bispecifics in post-CAR T-cell failure-> bridging to

allogeneic HCT

o More feasible in the community setting
oAppears to have a more “friendly” toxicity profile (vs. CAR T-cell)

o Long-term toxicities lacking

o No reported cases of T-cell cancers

‘CULTIVATING EXCELLENCE: Bridaing Perspectives in Oncoloay Care
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QUESTION

ANSWERS

Exploring BiSpecifics and CAR-T Therapies

Mohamed A. Kharfan-Dabaja, MD, MBA, FACP
Professor of Medicine
Vice-Chair, Hematology
Director, Blood and Marrow Transplantation and Cellular Therapies
Director, Cancer Research Office (Florida Campus)
Mayo Clinic (Florida campus)

Orlando, FL
October 25, 2024 2020

5 in Oncology Care
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