ALLO-647 for Lymphodepletion in the Allogeneic CAR T Cell Setting: Safety Experience With ALLO-501/501A
in Patients With Relapsed/Refractory Large B-Cell and Follicular Lymphomas
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BACKGROUND RESULTS

* Allogeneic chimeric antigen receptor (CAR) T cell therapies derived from healthy donors may address limitations PATIENTS Tab|e 3 Safety — Grade 23 Cytopenias Over Tlme PHARMACOKINETICS

associated with autologous CAR T cell therapies by providing immediately available, off-the-shelf therapeutic options
for patients with relapsed/refractory (R/R) large B-cell ymphoma (LBCL)'?

Figure 3 Patient Disposition * ALLO-647 showed a dose-dependent increase in exposure following ALLO-501/501A administration (Figure 4A)

* For allogeneic CAR T cells to be successful, there must be a safe and effective way to control host lymphocyte

CAR T Cell-Naive * CART cell expansion was observed following ALLO-647—-containing lymphodepletion, which was superior in responders versus
rejection of allogeneic CAR T cells (allo-rejection)??

Safety Analysis Population (N=87)? Pts Who Received nonresponders with CAR T cell persistence up to month 4 (Figure 4B); responders generally received a higher dose of ALLO-647

« Lymphodepletion regimens including ALLO-647, a proprietary anti-CD52 monoclonal antibody, are designed ALLO-501/501A than nonresponders (data not shown)
to selectively prevent host rejection of CD52-knockout allogeneic CAR T cell products such as ALLO-501 and Received ALLO-647 in LD Manufactured With » Following lymphodepletion, the median time to absolute neutrophil count and absolute lymphocyte count recovery to grade <4 was
ALLO-501A (Figure 1)*5 + 39 mg (n=11) the Phase 2 Selected 7 days and 28 days, respectively (Figures 5A and 5B)
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Figure 1. ALLO-501/501A and ALLO-647 - ALPHA (n=49) g {i=ei) Day 28, n (%) 25 (29) 20 (33) 11 (33) 5(19) Figure 4. ALLO-647 Exposure (A) and CAR T Cell Expansion (B)
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Lymphodepletion Is Enhanced by Addition of ALLO-647, an Anti-CD52 Monoclonal Antibody Day 56, n (%) 17 (20) 14 (23) 7(21) 3(12) A CAR T Cell Expansion (n=86)* B CAR T Cell Expansion (n=86)"
CD52-knockout Anti-CD19 Recipient T cell Day 121 (Month 4), n (%) 13 (15) 11 (18) 6 (18) 2(8)
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ALLO-647 bmdmg binds ALLO-647 (n=61 )b - Assessed in all enrolled patients who receive any study drug (safety analysis population). TEAEs include any adverse event occurring from the first dose of any study drug through the start of another treatment period, o ‘_"_) o ‘f .
Yy death, or the date prior to initiation of another anticancer agent, whichever comes first. Grade >3 cytopenias include neutropenia, thrombocytopenia, anemia, or pancytopenia. 5 — ALLO-647 5 — Persistence
CAR, chimeric antigen receptor; FL, follicular ymphoma; LBCL, large B-cell ymphoma; pt, patient; TEAE, treatment-emergent adverse event. E g 102 Tertiles E g up to Month 4
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(ALLO-501 only) Manufactured With the Phase 2 Selected Process » After treatment with ALLO-501/501A, 21 patients (24%) experienced CRS events, which were low grade except for 1 (1%) oL - Med oL (n=46) P
(n=33)° grade 3 event (Table 4) 3 g 10"~ - High 3 ‘aE'S - Responder
CD52-knockout > 6 > 5 (n=40)
Data cutoff date: April 20, 2023, * No GvHD or grade 23 ICANS were reported (Table 4) K & 10"
/ a All enrolled patients who received any study drug. ® Includes 2 participants with grade 3b FL per study protocol. ¢ Includes 1 participant with grade 3b FL per study protocol. . . . . .
ALLO 647 G_LO 647 CAR, chimeric antigen receptor; FL, follicular lymphoma; LBCL, large B-cell ymphoma; LD, lymphodepletion; pt, patient; R/R, relapsed/refractory. * |Infection events were prlmarlly low grade and manageable with supportlve care measures (Tables 4 and 5) T é‘ /-\ -Q Ib‘ T Clb T T T /.\ T T T T T T T T T
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— The most common infection was CMV reactivation (any grade, 25%; grade =3, 9%; Table 5) @p& & & P Q@'\ 0‘5\\ QQQ’ Q,Z;{" & & P Q(ﬁo@\o’é\o’gxwo’ﬁwo‘ﬁvo’s\g S &S
ALLO-501 and ALLO-501A CAR T cell products utilize TALEN® gene editing technology. = = = - = . . . . . _ . Q* N @ @ @
CAR, chimeric antigen receptor; scFV, single chain variable fragment; TCR, T cell receptor. Table 1 = Basel I ne Patlent and Dlsease CharaCte r|St|CS — Two patlents (2%) had fatal infections (COVID'19 pneumonia and pneumonia, n=1 eaCh)’ both in the FL Subgroup (Table 5) Visit < Visit
: . : : . . ' 0 i i ' =1 B- =2- ' =1: High 13 24 20 24 24 25 23 22 R der 25 44 38 44 44 46 44 46 16 13 9 4 4
« Autologous CAR T cell therapy following lymphodepletion is associated with adverse events such as cytopenias In total, 8 patients (9%) experienced fatal AEs (respiratory failure, n=1; B-cell ymphoma, n=2; torsade de pointes, n=1; _ Med 19 22 21 22 24 25 24 24 Nonresponder 33 35 36 35 38 37 35 27 10 8
and infections®® cerebrovascular accident, n=1; multiple organ dysfunction syndrome, n=1; multiple organ dysfunction syndrome and pneumonia, n=1; Low 18 25 25 24 25 25 24 21
CAR T Cell-Naive Pts Who COVID-19 pneumonia, n=1 . Apri
— Prolonged grade 23 cytopenias are common after administration, occurring in up to 44% of patients at day 30 Received ALLO-501/501A ) Data outofl Apri 20, 2029,

_ . _ _ Assessed in all treated patients with an available assessments.
None Of the grade 5 AES were COﬂSldered related tO ALLO 647 or ALLO 501/501A 2 Includes patients with 3-day ALLO-647 lymphodepletion; alternate dosing strategies were excluded. ® Includes patients treated with ALLO-501/501A.

CAR, chimeric antigen receptor; med, medium; SE, standard error; VCN, vector copy number.

— Grade 23 infections occurred in 12%-33% of patients All LBCL | Manufactured With the Phase 2
Characteristic = (n=61) Selected Process (n=33)

Addition of ALLO-647 to the standard FC lymphodepletion regimen did not result in AEs beyond those commonly observed in

* In the phase 1 experience of patients with R/R LBCL (ALPHA and ALPHAZ2), lymphodepletion with standard fludarabine autologous CAR T cell therapy®”

and cyclophosphamide (FC) and ALLO-647 followed by administration of allogeneic CD19 CAR T cell therapy provided Median age, years (range) 64 (31-77) 64 (31-76) 66 (31-76) 64 (34-77) Figure 5. Recovery of Leukocyte Counts Over Time: ANC (A), ALC (B), and
durable responses and a manageable safety profile in 33 CAR T cell-naive patients'®" Stage IV disease, n (%) 51 (59) 40 (66) 19 (58) 11 (42) Coun i T Cel |S ( C)
— After a median follow-up time of 27.7 months, overall response rate and complete remission rate was 58% and ECOG PS 1, n (%) 61 (70) 48 (79) 26 (79) 13 (50) Table 4. Safety — TEAESs of Specia| Interest
42%, respectively, with a median duration of response of 23.1 months™ i A ANC (n=86) B ALC (n=86) C Count T cells (n=86)
— No graft-versus-host disease (GvHD), grade =3 cytokine release syndrome (CRS), or immune effector cell-associated Baseline LDH >ULN, n (%) 54 (62) 44 (72) 22 (67) 10 (38) LBCL = = =
neurotoxicity syndrome (ICANS) were observed; infections were primarily low grade and manageable®™ IPI score 3-5, n (%) 43 (49) 35 (57) 19 (58) 8 (31) CAR T Cell-Naive A Recovery to grade % 800 Recovery to grade D 6500-
- . 5 4 by Day 7 o 4 by Day 2 5
« Initial evaluations showed that ALLO-647—containing lymphodepletion regimens had a tolerable safety profile* Germinal center subtype, n (%) 42 (48) 38 (62) 18 (55) 4 (15) Pts Who Received £ 3000- <4 by Day ks <4 by Day 28 ¥
« The objective of this analysis was to evaluate safety and pharmacokinetics/pharmacodynamics (PK/PD) effects of Double or triple hit, n (%) 23 (26) 20 (33) 10 (30) 3(12) M:kbfg;?g:ézocv?th 5 3 o007 5 400 -
ALLO-647 in all 87 patients with R/R LBCL and follicular lymphoma (FL) from the ALPHA and ALPHA2 phase 1 studies Median number of prior regimens, n (range) 3 (2-12) 3 (2-9) 3 (2-8) 4 (2-12) All LBCL the Phase 2 Selected § 2000 - E 400- i
Prior autologous transplant, n (%) 6 (7) 6 (10) 3 (9) 0 All (N=87) (n=61) Process (n=33) FL (n=26) E 2 2
o o o 200+
M E T H 0 D S Extranodal disease, n (%) 48 (55) 36 (59) 19 (58) 12 (46) TEAEs, n (%) Any Grade Any Grade Any Grade Any Grade & 10007 & 200- 3
Data cutoff date: April 20, 2023. CRS 1(24) 1(1) 17 (28) 1(2) 8 (24) 4 (15) 3— 3— 3—
CAR, chimeric antigen recep.tor; ECQG .PS, Eastern Qoqperative Oncology Group performance status; FL, follicular lymphoma; IPI, International Prognostic Index; LBCL, large B-cell lymphoma; 2 0- é’ 0- 2 0-
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« All treated patients from the ALPHA and ALPHA2 studies were included in this analysis 2 Gl (28 o) 19 1) o) L9 a5 o) ! & O(b P9 0&0{8\0@ & {8\® B\ @Q Qa"’&o@ o Ofb\\dﬁdﬁd&\dﬁ@ 3\ @OQ Q»"”%%O{b o O@\O *OA 3 {b\\Q @0(\@0
— ALPHA (NCT0393026) is a phase 1 study evaluating ALLO-501 in adult patients with R/R LBCL or FL SAFETY GvHD 0 0 0 0 0 0 0 0 Days Relative to CAR T Infusion Days Relative to CAR T Infusion Days Relative to CAR T Infusion
— ALPHA2 (NCT04416984) is a phase 1/2 study evaluating ALLO-501A in adult patients with R/R LBCL and FL grade 3b * The most common any grade TEAEs included neutropenia (79%), anemia (61%), infusion-related reactions (IRRs, 55%), and IRR 48 (55) 5 (6) 31 (51) 4 (7) 16 (48) 3 (9) 17 (65) 1(4) n 86 14 81 82 84 84 79 43 40 28 16 13 n 86 14 76 77 83 84 79 43 40 28 16 13 n 79 37 83 77 81 79 76 39 39 25 14 10
Patients treated in the studies received a lymphodepletion regimen of FC and ALLO-647 followed by administration of thrombocytopenia (53%; Table 2) Infecti 50 (57 18 (21 34 (56 13 (21 19 (58 5(15 16 (62 5 (19 Assessed in sl treat depZ»si- ts with labl t
° | | u | |V | | - W | | | n ec IOI‘IS ssessed In all treate atients with an avallable assessmen S. . . . .
ALLO-501 or ALLO-501A (Figure 2) ymP P | d * The most common grade 23 TEAEs included neutropenia (74%), anemia (38%), and thrombocytopenia (38%; Table 2) SPS—— 57) @l (56) 1) (58) (15) (62) (19) ALC, absolute lymphocyte count; ANC, absolute neutrophil count; CAR, chimeric antigen receptor; geoSE, geometric standard error.
. . e Grade =3 Cytopenias decreased over time from day 28 (29%) to day 56 (20%) to month 4 (1 5%), which was consistent across ,(’;\ss?hssedt:]n zzll %nro!ledti)gti'?ni-g, whcf) rec::‘ri]ve ani/. study drug (faﬂ;t}/ :nalysis polef!ati[on). TEAEs include any adverse event occurring from the first dose of any study drug through the start of another treatment period,
Figure 2. Study Design subsets of patients with R/R LBCL and FL in this analysis and those previously observed? (Table 3) Grade >3 neurotoxicity events were muscular weakness (2%) and encephalopathy (1%).
CAR, chimeric antigen receptor; CRS, cytokine release syndrome; FL, follicular lymphoma; GvHD, graft-versus-host disease; ICANS, immune effector cell-associated neurotoxicity syndrome; C 0 N C L U S I O N S
Study ALLO-501/501A IRR, infusion-related reaction; LBCL, large B-cell ymphoma; pt, patient; TEAE, treatment-emergent adverse event.
Enrollment A Table 2. Safety — Most Common TEAEs
4 4 . . . :
LBCL Table 5. Safety — Most Common Infections (25% Any Grade) * In the phase 1 experience, the addition of ALLO-647 to standard lymphodepletion
Treatment Long-term follow-up : . .
- — v il ClﬁRTCZl';Efges (')’1*75‘(')\?; does not alter the safety profile. ALLO-647—enhanced lymphodepletion had a
. eceive - : : : : :
'-Vmph°iel°'et'°" __________________ N AllLBCL | Manufactured With the Phase 2 CART CoNg manageable safety profile consistent with that of standard lymphodepletion used with
ell-Naive : : C . : : :
+ Fludarabine 30 mg/m?/day Safety and Response Assessment TEAEs, n (%) All (N=87) | (n=61) Selected Process (n=33) FL (n=26) e T autologous CAR T cell therapy, including the incidence of cytopenias and infections®?
. giﬁgpgdtf)?sr;hamlde 300-500 mg/m?/day | Any grade TEAEs ALLO-501/501A
. - rom 13 mg/day — 30 mg/day (total: 39, 60, or 90 mQ) . .. . . f . . f
| | | | | ) Neutropenia 69 (79) 49 (80) 27 (82) 20 (77) Manufactured With * Optimized ALLO-647 exposure provides a window for expansion and persistence o
Regimens evaluated in phase 1 include: (1) LD followed by a single dose of ALLO-501/501A or (2) LD followed by a single dose of ALLO-501/501A and then an additional dose of ALLO-647 All LBCL the Phase 2 Selected

(30 mg) on D28 and ALLO-501/501A on D29. : = I
(30 mg) on D28 and ALLO-501/501A0r Anemia 53 (61) 42 (69) 23 (70) 11 (42) All (N=87) (n=61) Process (n=33) _ CDb52-knockout CD19 allogeneic CAR T cells
Infusion-related reaction 48 (55) 31 (51) 16 (48) 17 (65)
TEAESs, n (%) Any Grade Any Grade Any Grade Any Grade ° i ' _ i i :
ASSESSMENTS Thrombocytopenia 46 (53) 35 (57) 19 (58) 11 (42) —— 5 v —— — e - 12 a6 — The contribution of ALLO-647 to standard FC lymphodepletion regarding expansion,
iral infections S I I Tal - I
» Safety of ALLO-647—containing lymphodepletion was assessed in all enrolled patients who received any study drug Nausea 45 (52) 30 (49) 13 (39) 15 (58) ) ( ( (15) (59) ) ) (12) perS|stence, and Improved clinical outcomes of ALLO-501A will be further evaluated
(safety analysis population) Grade >3 TEAES cMV 22(25)  8(9) 16(26)  7(11)  10(30)  4(12) 6 (23) 1(4) in the ALPHA2 and EXPAND studies (NCT04416984 and NCT05714345)
— Treatment-emergent adverse events (TEAEs) include any adverse events (AEs) occurring from the first dose : COVID-19 5 (6) 1(1) 2 (3) 1(2) 2 (6) 1(3) 3 (12) 0
of any study drug through the start of retreatment in the study, death, or the date prior to initiation of another AU Eganle 64 (74) S (1) A9 (112) 19 (2] : :
anticancer agent, whichever comes first Anemia 33 (38) 29 (48) 15 (45) 4 (15) Other infections 25 (29) 12 (14)° 16 (26) 8 (13) 8 (24) 5 (19) 9 (35) 4 (15)°
— Incidence rates of grade =3 cytopenias (neutropenia, thrombocytopenia, anemia, and pancytopenia) were Thrombocytopenia 33 (38) 27 (44) 13 (39) 6 (23) Pneumonia 8 (9) 6 (7)° 4 (7) 3 (5) 4 (12) 3(9) 4 (15) 3(12)° REFERENCES AC KN OWLEDGM ENTS
ass.essed at StUdy day 28, day 56, and rr.10nth 4 o . . _ . . Lymphopenia 27 (31) 19 (31) 10 (30) 8 (31) Sepsis 5 (6) 5 (6) 4 (7) 4 (7) 2 (6) 2 (6) 1 (4) 1 (4) 1. Lin H, et al. Front Immunol. 2021;12:744823. ALLO-501 and 501A are allogeneic CAR T (AlloCAR T™) proquct.s .that use Cellectis
— Patients underwent weekly cytomegalovirus (CMV) monitoring via polymerase chain reaction until a minimum of White blood cell count decreased 22 (25) 19 (31) 10 (30) 3 (12) g kﬂv i et a:é Fgont /gmetmT/. onz;a;l14:1199/14218.21 > ea0080 tec;rr;olog:y. ALLO-501/5t0;A are 0319AIIoCG\F:\”T produgts bjmg jointly ?evelored under a ,
‘. - . Martinez Bedoya D, et al. Front Immunol. ;12: . collaboration agreement between Servier an ogene based on an exclusive license grante
2 months after treatment Cvtomeaalovirus infection reactivation 8 (9) 7 (11) 4 (12) 1 (4) Bacterial infections 10 (11) 4 (5) 9 (15) 4 (7) 3 (9) 2 (6) 1 (4) 0 4. Tees MT, et al. J Clin Oncol. 2021;39(suppl 15):2527-2527. by Cellectis to Servier. Servier grants to Allogene exclusive rights to ALLO-501/501A in the U.S.
* PK/PD effects were examined to assess extent and effectiveness of lymphodepletion with ALLO-647 in all treated Y ; > Fungal infections 7(8) 2(2) 5(8) 1(2) 2 (6) 0 2(8) 1(4) . tigi:il\LAJ,’e(:taT.l'ﬂZﬁAti?oz;i;cfg(g;? ﬂ'ogéﬁig;%‘fggs_ whie Servierretains exclusive rights for all ofher counires.
patients with an available assessment (PK/PD analysis population) HypOXIa 8 (9) I (1 1) 4 (1 2) 1 (4) Data cutoff date: April 20, 2023. 7. YESCARTA. Prescribing information. Kite Pharma, Inc.; 2022. This presentation is the_intellectual property of the author{presenter: o
. . . . Data cutoff date: April 20, 2023. Assessed in all enrolled patients who receive any study drug (safety analysis population). TEAEs include any adverse event occurring from the first dose of any study drug through the start of another treatment period, 8. KYMRIAH. Prescribing Information. Novartis Pharmaceuticals Corp.; 2022. Contact them at Frederick.Locke@moffitt.org for permission to reprint and/or distribute.
— CAR T cell expansion was assessed in responders and nonresponders to ALLO-501/501A infusion Assessed in all enrolled patients who receive any study drug (safety analysis population). TEAEs include any adverse event occurring from the first dose of any study drug through the start of another death, or the date prior to initiation of another anticancer agent, whichever comes first. 9. BREYANZI. Prescribing Information. Juno Therapeutics, Inc.; 2022.
— Leukocyte reconstitution was evaluated following ALLO-647—-containing lymphodepletion and ALLO-501/501A infusion téiaé'ffﬁ}fnp;irfg;]ﬁge:;h;e%;t;if ath ?Qﬁifffa'f :S?ntg’,?o?nf:”fé'?["};‘ﬁ;’: Bocel ?fQL&?;Z“ZIeLZEZn?STfESAE treatment-emergent adverse event. C'RE'“ gﬁusrnaeﬁéa:rilgeenvgeﬁgrv Igﬂf?\i z;tec)ur?e()g]r:lg:))V|brlIJZC|:td(:)Z:e%rta?reEiév SZLE&ZiﬁZE”Q?QGm adverse event. 1? tﬂouclzz;L eétaalu 723?82%112?603;2:01({;83) Rt
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