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Patient’s
PBMCs

* Immunomaanetic selection

* Lentivirus transduction

» Expansion

* Formulated at specified
CD4/CD8 composition for
Defined Cell Product

CAR*CD8*
‘ CD&8* (targets tumor) B
CD4* (targets tumor, supports
persistence) @
Other PBMC Cell Types CAR*CD4*
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Immunotherapy of non-Hodgkin’s lymphoma with a
defined ratio of CD8" and CD4" CD19-specific chimeric

antigen receptor-modified T cells

Cameron J. Turtle,"?* Laila-Aicha Hanafi,' Carolina Berger,'? Michael Hudecek,t
Barbara Pender,' Emily Robinson,’ Reed Hawkins," Colette Chaney," Sindhu Cherian,?
Xueyan Chen,? Lorinda Soma,® Brent Wood,? Daniel Li,* Shelly Heimfeld,’

Stanley R. Riddell,"** David G. Maloney™**

Hypothesized that a 1:1
CD4+/CD8+ ratio would provide a
more uniform CAR-T cell product,
result in reproducible in vivo
activity, and facilitate identification
of factors that correlate with
efficacy and toxicity

Turtle at Al. Sci Trans Med, 2016
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Tisagenlecleucel Axicabtagene Lisocabtagene
ciloleucel maraleucel

Construct FMC-63 murine scFv FMC-63 murine scFv FMC-63 murine scFv
41BB costim domain CD28 costim domain 41BB costim domain
Viral transfer Lentiviral Gamma retroviral Lentiviral
Collection Resting state apheresis, Resting state apheresis, Resting state apheresis,
Cryopreserved Fresh only Fresh only,
Bulk cells Bulk cells Selection CD4 and CD8
Manufacture CD3/CD28 stim CD3/CD28 stim CD4, CD8 selection
CD3/CD28 stimulation
Dose administered 0.6-6.0 x 1078 CAR-T 2 x 10"6/kg 100 x 1076 (CD4/CD8) in
cells Max 200 x 1076 separate vials (1:1)

Bologna, Royal Hotel Carlton
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TRANSCEND FL: phase 2, open-label, multicenter, multicohort study

&=
5:Q
Key FL eligibility criteria PET-positive |
* Age > 18 years Leukapheresis disease reconfirmed Day 29 I_I
*R/RFL J il il
— 4L+ cohort ; . Follow-up
— 3L cohort Liso-cel . |9 = On-study: 5 years
— 2L cohort (POD24 Q manufacturing LymphOdePlfhon Liso-cel . - Long-term
and/or mGELF)? Screening \—/ FLU 30 mg/m" and e o First disease (NCT03435796):
» FL histologically confirmed Bridging therapy allowed CY 300 mg/m? x 3 days 100 x 10° CAR* T cells assessment up to 15 years after

< 6 months before screening (2—7 days after LDC) liso-cel infusion

with PET-positive and
measurable disease

* Received combination of Primary endpoint (efficacy set)
g{‘&ﬁ&f" antibody and - ORR (BOR of CR or PR) per IRC by PET/CT per Lugano 2014 criteria’
« ECOG PS < 1 Secondary endpoints

» CRrate, DOR, DOR if BOR is CR, and PFS per IRC by PET/CT per Lugano 2014,1 and OS

* Adequate organ function
» Safety, cellular kinetics, HRQOL; B-cell aplasia (exploratory)

\

» Study endpoints of ORR and CR rate were tested hierarchically with null hypotheses in the following order at 1-sided a = 0.025 significance:

— Sequence 1: 3L+ FL (ORR = 60%), 4L+ FL (ORR =< 50%), 3L+ FL (CR rate < 30%), and 4L+ FL (CR rate < 20%); sequence 2: 2L FL (ORR = 50%) and
2L FL (CR rate = 19%)
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President: Pier Luigi Zinzani

May 7, 2024



=

Follicular LymphomasWorkshop

Patients with 2L+ FL Patients with 3L+ FL

(safety population) (focused efficacy subset)

Leukapheresed ITT set Leukapheresed ITT set
n=139 n=114

Not infused, n = 4 Not infused, n = 3

« AE,n=1 e AE,n="1
* No longer met eligibility * No longer met eligibility
criteria, n = 3ab < > criteria, n = 23b
Received nonconforming product, Received nonconforming product,
n=5¢ n = 4¢

Liso-cel—treated set
(safety set)
n=130

Liso-cel—treated set
n =107

Not efficacy evaluable, n = 6
» Baseline PET not evaluable or
. no measurable disease by
7 IRC, n = 4
* No repeated PET after
bridging, n = 2

Efficacy set
(focused efficacy set)
n =101

aHistory of transformed FL (n = 1); PPET-negative at pretreatment assessment (2L+, n = 2; 3L+, n = 1); “Nonconforming product was defined as any product wherein one of the CD8 or
CD4 cell components did not meet one of the requirements to be considered liso-cel but was considered appropriate for infusion. ITT, intention to treat.

Bologna, Royal Hotel Carlton
May 7, 2024

President: Pier Luigi Zinzani




: | THANSCE
Follicular LymphomasWorkshop Pat| e nts ‘De“ 0graphiGs N ﬁ

Patient demographics and baseline characteristics Liso-cel—treated set2
Median (range) age, y 60 (23—80) 62 (23—80)
Male, n (%) 83 (64) 66 (62)
FL subtype/grade at screening, n(%)
Grade 1/2 15 (12) / 83 (64) 9(8) /72 (67)
Grade 3A 31 (24) 25 (23)
Unknown 1(1) 1(1)
Ann Arbor stage at screening, n (%)
Stage /I 2(2)/16 (12) 1(1)/11(10)
Stage IV 45 (35) / 67 (52) 39 (36) / 56 (52)
FL International Prognostic Index at screening, n (%)
Low risk (0—1) 23 (18) 12 (11)
Intermediate risk (2) 38 (29) 34 (32)
High risk (3—5) 69 (53) 61 (57)
Lactate dehydrogenase > ULN, n (%) 53 (41) 47 (44)
Met modified GELF criteria at most recent relapse, n (%) 73 (56) 57 (53)
Prior lines of systemic therapy, median (range) 2(1—10) 3(2—10)
Prior HSCT.,? n (%) 33 (25) 33 (31)
Received prior rituximab and lenalidomide, n (%) 23 (18) 23 (21)
Refractory to last systemic therapy,® n (%) 86 (66) 72 (67)
Double refractory (anti-CD20 and alkylator), n (%) 80 (62) 69 (64)
POD24,° n (%) 73 (56) 58 (54)
Received bridging therapy, n (%) 49 (38) 44 (41)

Bologna, Royal Hotel Carlton
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Primary endpoint: ORR pe IRC by bet eraII response

3L+ FL efficacy set (n =101)
100

95 (94%)

80 -
70 -
60 -
50 -
40 A
30 -
20 A
10 A

97% 94%

(95% Cl, 91.6—99.4) | (95% Cl, 87.5—97.8)
P <0.00012 P <0.00012

3 (3%) 1 (1%) 1 (1%) 1 (1%)

Best response per IRC, %

CR PR SD PD Not
evaluable

Primary and key secondary endpoints were met; all null hypotheses were rejected

ORR was 97%, with all responders achieving CR except 3
30One-sided Pvalye (Ho of ORR < 60%; Ho of CR rate < 30%).
ORR was consistently high across subgroups Ho, null hypothesis; SD, stable disease.

Bologna, Royal Hotel Carlton
& Y President: Pier Luigi Zinzani
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3L+ FL efficacy set (n =101)
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0 3 6 9 12 15 18 21 24 + : . : : : : : : :
Time from response, months 0 3 6 9 12 15 18 n 24 7
No. at risk (censored) Time from liso-cel infusion, months
3L+ FL 98 (0) 91 (1) 83 (1) 77 (5) 62 (12)49 (12) 8 (40) 7 (0) 0 (7) No. at risk (censored)
3L+ FL 101 (0) 96 (1) 89 (0) 78 (6) 72 (3) 50 (20) 19 (30) 7 (11) 2 (5) 0(2)

Bologna, Royai Hotei Cariton
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TRA
Most common TEAEs? (> 10%) in patients with 2L+ FL
Persistence of liso-cel transgenes
2L+ FL liso-cel—treated set (n = 130) 100 4 6%
Neutropenia 65% 5 90 8o%
CRS 58% e
Anermia _§ .
Headache _5 <
Thrombocytopenia » Most common grade > 3 TEAEs i =
Constipation were cytopenias z g"
- e Grade » 3 — Febrile neutropenia, n = 8 (6%) ?::g
Diarrhea All grade = Serious TEAEs were reported in $
i =]
Lymphopenia 25% of patients g
Fatigue
Tremor

1 2 3 6 9 12 18
Time from liso-cel infusion, months

Leukopenia
Asthenia

0 10 2 30 4 5 60 70 8 9% 10
TEAE incidence, % . N
» Persistence of liso-cel was observed up to 18 months

STEAE peri fi ime from initiation of liso- inistration includi Day 90. i i i i -
% ytmine relesse yncrome; TEAE, estment emeriik atvene cvent, | o ﬁ;ti; :gr;fitrl‘zon (22 of 49 evaluable patients), with follow

Morschhauser F, et al. ICML 2023 [Abstract #LBA4]

Bologna, Royal Hotel Carlton ) : e :
President: Pier Luigi Zinzani
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Treatment for CRS and NEs

100 -
Corticosteroids only
80 A .
m Tocilizumab only

R
u 60+ m Tocilizumab and
- corticosteroids
£ 40 -
o 2%

20 - 11% 14%

CRS and/or NEs CRS NEs

2L+ FL
Patients with CRS and NEs li'sp""cf;lf:t r1e3a<§fd =€t
CRS,2 n (%)

Any grade 75 (58)
Grade 1 55 (42)
Grade 2 19 (15)
Grade 3 1(1)
Grade 4/5 0

Median (range) time to onset, days 6 (1—17)

Median (range) time to resolution, days 3 (1—10)

NE,b n (%)

Any grade 20 (15)
Grade 1 15 (12)
Grade 2 2 (2)
Grade 3 3(2)
Grade 4/5 0

Median (range) time to onset, days 8.5 (4—16)

Median (range) time to resolution, days 3.5 (1-17)

Other AESIs, n (%)

Bologna, Royal Hotel Carlton

President: Pier Luigi Zinzani

Prolonged cytopenia (grade =3 at Day 29)° 29 (22)
Recovery to grade < 2 neutropenia at Day 909, n/N (%) 18/20 (90)
Recovery to grade < 2 anemia at Day 90¢, n/N (%) 5/6 (83)
Recovery to grade = 2 thrombocytopenia at Day 909, n/N (%) 11/19 (58)

Grade = 3 infection®. 7 (5)

MAS 1(1)

Tumor lysis syndrome 0

Hypogammaglobulinemia! 6 (5)

SPM (2 AML, 1 rectal cancer, 1 colon adenocarcinoma)’ 4 (3)

May 7, 2024
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Patients with 2L+ FL

Leukapheresed ITT set
n=139

Not infused, n = 1

* No longer met eligibility, n =1 (PET-
negative at pretreatment
assessment)

Received nonconforming product,
n=1a

|
Patients with

high-risk 2L FLE

Leukapheresed ITT set
n =25

<
<t

Liso-cel—treated set
n=23

n=23

Leukapheresed ITT set
n=114

Liso-cel—treated set
n =107

v

Efficacy set¢
n =101

A\ 4

-

Not infused, n = 3

* AE, n=1d

* No longer met eligibility, n = 2 (history
of transformed FL, n = 1; PET-negative
at pretreatment assessment, n = 1)

|

Not efficacy evaluable, n = 6

* Baseline PET not evaluable or no
measurable disease by IRC, n = 4

* No repeat PET after bridging, n =2

aNonconforming product was defined as any product wherein one of the CD8 or CD4 cell components did not meet one of the requirements to be considered liso-cel but was considered
appropriate for infusion; &The high-risk 2L FL cohort included patients with POD24 from diagnosis and/or mGELF; cLiso-cel-treated patients with PET-CT positive disease per IRC prior to

Bologna, Royal Hotel Carlton

May 7, 2024

President: Pier Luigi Zinzani
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Median (range) age, y

Male, n (%)

FL grade 1 or 2 / 3a at screening,2 n (%)

Ann Arbor stage at screening, n (%)
Stage I/l
Stage lII/IV

FL International Prognostic Index at screening, n (%)
Low risk (0—1) / intermediate risk (2)

2L FL
(n = 23)

53 (34—69)
17 (74)
17 (74) / 6 (26)

6 (26)
17 (74)

11 (48) / 4 (17)

3L+ FL
(n = 107)

62 (23—80)
66 (62)
81 (76) / 25 (23)

12 (11)
95 (89)

12 (1) / 34 (32)

High risk (3—5) 8 (35) 61(57)
LDH > ULN before lymphodepletion, n (%) 6 (26) 47 (44)
Met mGELF criteria at most recent relapse, n (%) 16 (70) 57 (53)

Symptoms attributable to FL 6 (26) 13 (12)

Threatened end-organ function/cytopenia secondary to lymphoma/bulky disease 7 (30) 24 (22)

Splenomegaly 0 4 (4)

Steady progression over at least 6 months 3(13) 16 (15)
Median (range) prior lines of systemic therapy 1(1-1) 3 (2—10)
Prior HSCT, n (%) 0 33 (31)
Received prior rituximab and lenalidomide, n (%) 0 23 (21)
Refractory to last systemic therapy,? n (%) 15 (65) 72 (67)
Double refractory (anti-CD20 and alkylator),< n (%) 11 (48) 69 (64)
POD24 from initial immunochemotherapy, n (%) 15 (65) 58 (54)
POD24 from diagnosis, n (%) 12 (52) 46 (43)
Received bridging therapy, n (%) 5 (22) 44 (41)

Bologna, Royal Hotel Carlton

= President: Pier Luigi Zinzani
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Best response per IRC, %
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2L FL efficacy set (n = 23)

| I TN
1 96% 96%
4 n=22 n=22
(95% Cl, 78.1—99.9) (95% Cl, 78.1—99.9)
i P < 0.00012 P < 0.00012
i 4%
4 : : — I .
PR SD PD Not evaluable

Bologna, Royal Hotel Carlton
May 7, 2024

President: Pier Luigi Zinzani

Primary and key secondary
endpoints were met
All null hypotheses were rejected

ORR was 96%, with all responders
achieving CR

In patients with 3L+ FL!
* ORR=97%
* CRrate =94%
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== 2L FL (n = 23)°
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3L+FL (n =
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£ |
Z 0.6 A =l
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= 0.5 1
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S 0.4 . 12-month \ 12-month
. o Median DOR DOR Median DOR DOR
=t ’ o
§ 0.2 1 NR gsggc.lssfa 9
s (95% Cl, 19.3—NR) ¢ “aray (95% Cl, 18.0—NR) (95/0808Ij47)2.5_

0.1 1 @ Median follow-up: 16.8 months

0.0 1 T T T T T T T T T

0 3 6 9 12 15 18 21 24
Time from response (months)
No. at risk (censored)

2L FL 22 (0) 22 (0) 21 (0) 21 (0) 16 (4) 13 (3) 3(10) 2 (0) 0(2)

aTwenty-two of the 23 patients with 2L FL were responders; 98 of the 101 patients with 3L+ FL were responders.

Bologna, Royal Hotel Carlton
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i/o,n—f'riee ssurvival. peldlBElnieiicacy set
NEE= - 0 .

=+= 2L FL (n = 23)
3L+ FL (n=101)

g 1.0
- 1 L,
g_ 0.9 7 T |1 "
2 08
c
2 0.7 1
o
& 0.6
5
'5 0.5 T
()
S 0.4 . 12-month . 12-month
on Median PFS Median PF
S PFS edian PFS PFS
& 0.3
I NR 91.3%
N (95% CI, 20.2—NR) ~ (95% Cl, 69.5— (95% CI, 19.0—NR)  (95%Cl, 71.4—
a 14 : 97.8) 87.2)
_g : @ Median follow-up: 17.8 months
E 0‘0 i T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27
Time from liso-cel infusion (months)
No. at risk (censored)
2L FL 23 (0) 22 (0) 21 (0) 21 (0) 20 (1) 16 (3) 5(11) 2 (2) 2 (0) 0(2)

Bologna, Royal Hotel Carlton
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=+= 2L FL (n = 23)
3L+ FL (n=101)

100 A g
i
90 A
80 A
® 70 1
©
2 60 A
S
2 50 -
£ 40 Median OS  12-month OS Median OS  12-month 0S
>
© 3 95.7% 92.1%
NR (95% Cl, 72.9— NR (95% Cl, 84.8—
20 - 99.4) 96.0)
10 7 @ Median follow-up: 17.8 months Median follow-up: 17.9 months
0 i T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27

Time from liso-cel infusion (months)
No. at risk (censored)

2L FL 23 (0) 22 (0) 22 (0) 22 (0) 20 (2) 17 (3) 8(9) 3(5 2(1) 0(2)

Boiogna, Royal Hotel Carlton
May 7, 2024
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ES 5(37)10%) in liso

FL
107
Neutropenia - 61% 60% 66%
CRS 1 52% 59% TEAEs in 2L vs 3L+ FL
Headache - 28%
Fatigue - * 61% vs 78% with grade > 3 TEAEs
Diarrhea
Anemia - 41% * 17% vs 26% with serious TEAEs
Lymphopenia -
Abdominal pain 1 * Most common grade > 3 TEAE was
Constipation A 21% neutropenia (52% vs 60%)
Leukopenia 1 — 1 (4%) vs 5 (5%) with febrile
Back pain 1 neutropenia
Thrombocytopenia - uGrade = 3 28% » Grade = 3
Increased blood creatinine All grade All grade * There was no grade > 3 CRS in 2L FL
Diuiness ] T T T T T T T T T 1
100 80 60 40 20 0 20 40 60 80 100

TEAE incidence, %

3TEAE period was defined as the time from initiation of liso-cel administration through and including study Day 90; PAll cases of leukopenia in 2L FL were grade > 3; Only TEAEs that occurred

in = 10% of patients with 2L FL are shown for 3L+ FL.
CRS, cytokine release syndrome; TEAE, treatment-emergent adverse event.

Bologna, Royal Hotel Carlton
May 7, 2024

President: Pier Luigi Zinzani
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CRS?

52%

any grade
(n=12)

No Grade 3—5 CRS
Median time to onset: 6 days

Median time to resolution: 3 days

Rologra, Royal Heiel Cariton
May 7, 2024

2L FL (n = 23)
b
30% NEs 13%
grade 1 grade 1
(n=7) (n=3)
T
gra= 5e any grade o
(n=5) (2 4) 4%
grade 3
(n=1)

No Grade 4—5 NEs
Median time to onset: 8.5 days
Median time to resolution: 2.5 days

:
President: Pier Luigi Zinzani

CRS in 2L vs 3L+ FL
* 52% vs 59% with any-grade CRS

* Grade 1-2 CRS only vs 1% grade 3 CRS (all
others grade 1-2)

* Median time to onset of 6 days in both cohorts

* Median time to resolution of 3 vs 4 days

NEs in 2L vs 3L+ FL
* 17% vs 15% with any-grade NEs
* No grade 4-5 NEs in either cohort
- 4% vs 2% with grade 3 NEs
* Median time to onset of 8.5 days in both cohorts

* Median time to resolution of 2.5 vs 4.5 days

13% vs 31% received tocilizumab and/or
corticosteroids to manage CRS/NEs
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AESI, n (%)

Prolonged cytopenia? (grade > 3 at Day 29)
Recovery to grade < 2 neutropenia at Day 90°, n/N (%)
Recovery to grade < 2 anemia at Day 90°, n/N (%)
Recovery to grade < 2 thrombocytopenia at Day 90°, n/N (%)

Grade = 3 infection

Grade 5 TEAE of MAS/HLH
Tumor lysis syndrome
Hypogammaglobulinemia®

Second primary malignancy®

2L FL
(n =23)

3 (13)
2/2 (100)
NAb
1/1 (100)
0
1 (4)
0
1(4)

1 (4)

3L+ FL
(n =107)
26 (24)
16/18 (89)
5/6 (83)
10/18 (56)
7(7)
0
0
4(4)
30)

i N

aGrade > 3 laboratory abnormalmes of neutropema anemia, or thrombocytopema on Day 29; bRecovery data are presented for patlents with prolonged cytopenla who had Iaboratory results after Day
a a at Day 29. | hi L he 90-day trea C a a A

Bolo gtia, Raoyai Hotel C 1]t(

President: Pier Luigi Zinzani
May 7, 2024
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Liso-cel cellular kinetics by PCRa:b

10°7 I\ — 2LFL
-

- '/ N"’ 3L+
o . 101 ¥ .
o U % -
S % & =
203 1
© 1021
D= RO .

10"

1 4 8 11 15 22 29
No. of patients Study day
2LFL 22 22 23 22 20 22 22

Bologna, Royal Hotel Carlton

President: Pier Luigi Zinzani
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Patients (n/N) with liso-cel
transgene, %

Patients (n/N) with
BCA, %

8

100 1
90
80 -
70 -
60 -
50 -
40 A
30 A
20 -

0 4

Persistence of liso-cel transgene

95 96 m2L
8 FL
71
65
47 45 45
38 43
28
20
98 _83_ l N 33 2 vAN | 22
102 . 17 . 21 101 20 88 . 20 . 18 74 . 10 L) .
1 2 12 18
B-ceII apIaS|a
95 100 100 97 5

66 66 63
102 17 21 20 86 20 88 20 82 11 4
T 1

T|me from liso-cel |nfu5|on (months)
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* Liso-cel demonstrated high response rate and a good safety profile in patients
with 2L and 3L R/R FL, with no grade > 3 CRS or infections and low rates of NEs
and prolonged cytopenia

* Liso-cel will likely be FDA-approved for the above indications in the US this
month, adding another IEC to the available options for pts with R/R FL

* FDA-required specifications to meet liso-cel definition were loosened last
week, which will likely result in decreased proportion of out of spec products
and faster turn around for patients

Bologna, Royal Hotel Carlton

May 7, 2024




