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Vispa-cel, an allogeneic anti-CD19 CAR-T cell therapy with a PD-1 knockout, in patients with relapsed/refractory B cell Non-Hodgkin
Lymphoma (r/r B-NHL): Updated results from the ANTLER phase 1 trial IASTCT
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A RESEARCH COLLABORATION BETWEEN THE
MEDICAL COLLEGE OF WISCONSIN AND NMDP

BACKGROUND PATIENT POPULATION EFFICACY SAFETY AND TOLERABILITY

Allogeneic CAR-T cell therapy can fill unmet need in LBCL 84 patients treated over several parts in ANTLER trial HLA matching and donor age lead to durable outcomes with Vispa-cel - Notable TEAES are shown in the table:
o . . . . . . vis a-cel in LBCL atients Confirmatory Optimized * No GvHD observed
i ?\:"Y 2t5|/° of ZLCDA'-F§$L Partl'r‘;“trﬁ . Readily available, single-dose administration Dose escalation (N=16) Dose expansion (N=30) P P cohort profile - For all treated patients (N=84), grade 1 CRS
lar eecgcaedzlrln?coz?l?tﬁsenzed trseafme najc cgnaters with vispa-cel >2L B-NHL, CD19 naive 2L LBCL, CD19 naive PFS: vispa-cel by HLA match level from old donors (230 yo) PFS: vispa-cel by HLA match level from young donors (<30 yo) = N=22a - occurred in 46% and grade 2 CRS occurred in 7%
9 More patients could be 11111 Doses evaluated: 40M, 80M, 120M Doses evaluated: 40M, 80M, 120M 1.0+ Median (95% Cl): 1.0+ Median (95% Cl): Any - Median time to CRS onset was 3 days (0-22) and
treated b . 1 DLT observed at 40M in MCL patient RP2D identified as 80M CAR-T cells . « <2 HLA: 2.5 (1.0, NE) . ;2 3"”—A1 2.7 (1.20'83'5) grade 4 median duration was 3 days (1-20)
75% reate y overcoming =0.81 *2-3HLA:24(1.9,2.9) > 0.8 Sia HLA N8 e CAN ° * Median time to ICANS onset was 8 days (6-34) and
f oligible 2L DLBCL patient access challenges 111 J 2 * >4 HLA: 4.7 (1.6, NE) = * =4 HLA:NR(2.0, NE) ICANS, n (%)) 12(14) | 3(4) 105) | 0@ | 1@3) | 000) dian d > days (1.27) Y
ot eligible ! e o) Median follow-up (95% CI): 11.8 6.0,23.7 median duration was 2 days (1-
paﬂentsgDo NOT recoie Data reported at ASCO 2024 (N=46) S 0.6. Median follow-up (95% CI): 14.9 mo (3.0, NE) § 0.6] 2dian follow-up (75% CI): 11.8 mo (6.0, 23.7) CRS,n (%) | 46(55) | 1(1) | 1369 165) | 1964 | 1@3) + 95% of neutropenia and 86% of thrombocytopenis
auto CAR_T Ce” therapy Lymphodepletion R st 24 HI_A matChed a”eles (OUt Of 1 2 Class |/” a”eles) aSSOCIated Wlth Improved PFS In retrospeCtlve analySIS TOU_ ___________________________ g_ ____________ : - I - ::I: I:.feCtionsl n 43 (51) 21 (25) 9 (41 ) 4 (1 8) 20 (57) 6 (1 7) recover to S grade 2 by Day 60
(7 days) ays) l Prospefdive egr"””:je"t in new patient cohorts E 0.4 | © 049 :’MI r 52780 =T * No significant safety differences were observed in
to confirm PFS tren > S rolonge atients <70 and =70 years of age
No wait b il o 41D 9 0.2. o = S02 aropeniass | N | g) | N | @) | MR [ e AE et vicoacole
o wait between eligipility confirmation an Prior CD19 relapsed cohort (N=5) — <2 HLA match n — A mach [ECHS n * Five patients died due to AEsfollowing vispa-cel®:
259, Continued dose expansion (N=11) Confirmatory cohort (N=22) 3L LBCL 0.0] + cencored = 23 HLA match 0.0 + censored — >4 HLA match (%) ’ 2(2) 2(2) 1(5) 1(5) | 1(3) 1(3) « 1 related (IEC-HS at day 25)
.. . 000000000000000 2L LBCL, CD19 naive 2L LBCL, CD19 naive - . i . : : : : : : : . : : : : : : : : . ~ . f
Sufficientyield for ggggggggggggggg <4 HLA matched allelos >4 HLA matched alleles required 24 HLA r;oalt/clrgzesRa_lrlecleelslsrequwed 3 ] z ; > e 5 o o 5 3 5 3 12 15 18 o1 o2 GvHD 0 0 0 0 0 0 1 possibly related (bladder perforation at day 172)
200-300 doses of vispa-cel ggo000000000000 80M CAR-T cells 80M CAR-T cells (data not reported) Time (months) Time (months)
. 000000000000000 P . . 22l LBCL 4+ HLA matched, dosed with 80M vispa-cel CAR-T cells. °2L (N=32) and 3L+ (N=3) LBCL patients treated with 40M, 80M, or 120M vispa- cel CAR-T
per manufacturing run Number at risk: Number at risk cells optimized for multiple fact luding 2+ HLA matched and donor. <Prolonged defined as Grade 3 or 4 neut
000000000000000 ultiple factors, including matched and young donor. Prolonged cytopenias are defined as Grade 3 or 4 neutropenia,
l <2 8 2 2 2 2 1 1 1 1 <2 7 2 1 0 throm Z%ytppenla Io(rjanem|a ongomhg at day 28 (+/- 5dday258) po/stSCdAR ';' |dnéu5|on basecli or|1 Iatépratcgy galrtEaCc'i_létlr};ct from mvzsgga’éosr reportfd chmcgl;dvirse
: : Optimized vispa-cel profile identified I I A R A ctent Anghis e ptent with assesents sy 2617 doye) “One ol related grace 5 ECH hat occured iy 2 porenfuon. 3 et
Vispacabtagene regedleucel (vispa-cel) 3pa-cl perimygstptor L o chrplcaons of  bsce pertoraion m he coment of BEurs hemartage gt 1o e
. . . . . . atety data cutolt date ept
a TRAC gene knockout (KO) S el sl — S » Patients treated in future trials will receive vispa-cel manufactured from donors
] PD-1 Ko o ) ) rend conrtirmed in contirmatory conort and in patients receiving < n HLA m h h i n
* Eliminates TCR expression, reduces GvHD risk vispa-cel manufactured from donors <30 yo and =2 HLA matched alleles 30 yo and best matched to each patient
Anti-CD19 CAR site-specific insertion into TRAC locus ANTLER trial: Efficacy : . :
. | __ Anti-CD19 « 4-1BB costimulatory domain and FMC63 scFv i oo o p . | Progressionree survival Expansion and persistence correlate with HLA match level and DoR
Ispa-ce * Eliminates random integration, targets tumor antigen Con iIrmatory and optlmlzed cohort criteria and breakdown o patient numbers Vispa-cel 10 HLA match level (<2 vs 22) impact on PK in young donors® PK impact on DoR for optimized profile®
° PD-1 KO for enhanced antitumor activity Confirmatorv cohort Confirmatory  Optimized - 3 . :
* Reduces CAR-T cell exhaustion N=22 Y 2\pts old donor cohort profile® 208
* Enhanced CAR-T metabolic fitness « CD19 naive N=22 N=35 2 < = T Response =3 monihs
* Potentially contributes to initial tumor debulking « 2LLBCL ORR 82% 86% 2 0.6 . » . Z, }:ILQZMatch Level Z = Progression <3 morths
* 80M dose level 20 pts from ﬁp:t;l;nlzed cohort - " po— 5 . " ! g - g2
. . . . * 24 HLA matching . = rate o o = 0.4 2 g
= = = . naive " 2 E 5
First allogeneic anti-CD19 CAR-T armored with a PD-1 knockout confirmatory cohiort w/ D19 TS - = 2 g :
3 edits made using Cas9 chRDNA genome-editing technology? young donor ' LE%LL(N=32) (95% Cl) (2.0, NE) (2.8, NE) a 0.2 :g‘;tf'r;?ggg‘);{;g.*;"“ g‘ ‘%1
o 3L+ (N=3) 12-month PFS 51% 53% +censored B h
15 pts from dose : ‘i‘%“ﬂ'ﬁ?,“ﬂ; :Ci?r':/' dose levels (95% CI) (28, 70) (34, 69) 0.0 Numberat rick O
escalation/expansion w/ : ?oung dlener, <§0 Yo Median DoR¢ NR NR 120 12 7 4 3 2 o0 : o 2 " 0 : . - .
M ETHODS =2 HLA and young (95% Cl) (1.7,NE) (2.1,NE) 35 24 16 13 11 8 6 6 6 1 1 1 1 1 0 Days Days
(I-_) '|I2 2|4 3Ié 4I8 6IO 712 8I4 éé 1I08 1|20 1|32 1|44 1I56 1 I68 Peak expansion (Cyax) occurred 7 to 10 days after vispa-cel infusion with persistence observed up to ~30 days
H - : P i -cel infusi k a53 of 54 evaluable patients dosed with young donor products. 34 of 35 evaluable patients. 2L (N=32) and 3L+ (N=3) LBCL patients treated with 40M, 80M, or
VIspa Cel ANTLE R Phase 1 trlal (NCT04637 763) ost vispa-cel infusion (weeks) 120M vispa-cel CAR-T cells optimized for multiple factors, including 2+ HLA matched and young donor. Mean =+ standard error shown; values below LLOQ and DO
BAS E LI N E CHA RACTE R ISTI CS a2l LBCL 4+ HLA matched, dosed with 80M vispa-cel CAR-T cells. b2L (N=32) and 3L+ (N=3) LBCL patients treated with 40M, 80M, or 120M |S:"e:tSto (i \h/|5|ts up to ?138 shown; Collection visits with most data not available are not show (D5 n=1, Day 6 n=2, Day 17 n=12). 1 ongoing response with <3 month
vispa-cel CAR-T cells optimized for multiple factors, including 2+ HLA matched and young donor. <Median follow up 6.0 mo for confirmatory; Datancoutf)ffovlvarjceog‘%eptZOZS
1iaibili H 11.8 mo for optimized. dMedian follow up 5.1 mo for confirmatory; 7.9 mo for optimized. R . R . .
Eligibility Exclusion Rapid hematologic and immunologic recovery after vispa-cel may contribute to
S : : Patient and disease All patients>  2LLBCL patients Confirmatory cohort® Optimized profilec . A . generally well-tolerated safety profile
° EONSfI Leascaftlozn. agg T?SSlV@fr/r ° PrI-OY' gg’!l Z-ta ;’g ete(j th ehl’a Py (exce pt for characteristics N=84 N=67 N=22 N=35 Deep and durable responses observed with optlmlzed VIspa-CeI B cell, T cell, and NK cell depletion Absolute neutrophil and platelet count
- > . and recovery to baseline levels recovery to Grade 2
.Wlt =< Prioriines o : prior relapsed cohort) Age, years, median (range) 66 (20-86) 66 (20-86) 61 (20-83) 63 (20-86) TN S 2 e S S N o B O EE— E— - 101
chemoimmunothera Py or primary Age = 70 years, n (%) 23 (27) 19(28) 8 (36) 10(29) 8OM 2L 2 N ———————T SN 3 T cells
- : Male, n (%) 64 76) 51(76) 1673 25(71) WA e e e ———— e e e e : o
refractory . Vispa-cel dose levels evaluated ECOG, n (%) VI © e O — —  —( —( S— —
* Dose expansion: second-line LBCLP 0 40 (48) 32 (48) 13 (59) 19 (54) 8OM 2L 3 | (g , TS 95% of neutropenia and 86% of
6 1 44 (52) 35(52) 9 (41) 16 (46) e e 4 < 4 ® .‘-J 3 ;l > thrombocytopenia recover by 60 days
refractory or relapsed <12 months * 40, 80, and 120 x10° CAR-T cells NHL subtype, n (%) MG G @ m— m— m— m—— j .
e % B cell g
DLBCL. NOS 48 (57) 40 (60) 14 (64) 21 (60) ggm it g .—.—:—:—:)D ® R complete response ), i TS N ... E
HGBL 13(15) 13(19) 4 (18) 5(14) 8OM 2L 5 :—:—:—.— o R partial response 02 1
ANTLER trial deSign tFL 14 (17) 12 (18) 4(18) 7 (20) ggm gt ? put ° -._ SD: stable disease T and NK cells recover in ~4 weeks
tMZL 1(1) 1(2) } 1(3) 4OM 3L 2 O @ I O I O NA: not assessed - oon. B cells recover in ~300 days 00 —0. T p =
80M 2L 5 O @ Y @ W— . . . 5 D3-CD56+CD16+ .
PMBCL 2(2) 1(2) - 1(3) soM 2L 4 G — PD: progressive disease : iR o o Neutropenia o o Time (Days) :
-9 to -3 DAYS DAY 0 28 DAYS 3 MONTHS 2 6 MONTHS 2 9 MONTHS 2 12 MONTHS MCL 3(4) - - - oM 2L 5 SO @ Death oo Thrombocytopenia73 E ’ ’
FL 2(2) - - - ggm 5:: 2 P ——— O Losttofollow-up N=84; average of logtransformed values shown + standard error (ribbons). Baseline B cells absolute levels calculated with data points > LLOQ.
MZL 1(1) _ } } soM 2L & ry— —> Long-term follow-up Data cutofffor T, B, and NK cell recovery: 09Sept2025; data cutoff for neutrophil and platelet count recovery: 02Sept2025
Safety and tolerability Primary refractory, n (%) : 33 (49)° 11(50) 17 (49)° M a3 ee—
Response assessment > Prior lines of therapy, n (%) 8OM 2L 9 O
Lymphodeplet|on SINGLE DOSE 1 67 (80) 67 (100) 22 (100) 32 (91) SOV 2L 2 — Optimized vispa-cel
: - 2+ 17 (20 - - 3(9 I N=35)2
ey */5. 2 T — 0 g B 35 ANTLER TRIAL CONCLUSIONS AND NEXT STEPS
mg/kg/d tor £ aays ! S
followed by fludarabine 0-1 : 27 (40) 13 (59) 18 (51) v ol o emmm ORR = 30/35 (86%)
2 / 2/>e| f d 3 8OM 2L 7 () CRrate =22/35 (63%)
(25 mg/m?/dfor > days) i3 ) f: 82; iﬁg; 170((2209)) soM 2L 3 DoCR = NR Optimized vispa-cel product demonstrates efficacy and durability on par with autologous CAR-T cell
> - M 2L 5 . . .
Baseline LDH status (%) 8OM 2L 6 therapies in 2L LBCL patients with an 86% ORR, 63% CR, and 53% PFS at 12 months
8OM 2L 4 . . . . . .
Rapidly progressing disease, patients unwilling to go through apheresis or bridging therapy, > ULN 46 (55) 50 (75) 11(50) 18(51) ; " A 5 - . - > ” L— HLA matching and donor age are strong predictors of durable outcomes with vispa-cel in LBCL patients
insurance rejection, or preference for an of.f-the.-shelf therapy are key reasons why investigators Bulljyzc;(i::ali\'lsef 13 gg; 1; E] g; ; Eg; 42((161)) Visit (months) Generally well-tolerated safety profile of vispa-cel supports outpatient administration
enrolled patients In ANTLER trial® 22l (N=32) and 3L+ (N=3) LBCL patients treated with 40M, 80M, or 120M vispa-cel CAR-T cells optimized for multiple factors, including 2+ HLA matched y Rapld hemat0|oglc and |mmuno|og|c recovery observed after V|spa-ce| infusion
sIncludes 5 patients with exposure to prior CD19-targeting therapy. *2L LBCL 4+ HLA matched, dosed with 80M vispa-cel CAR-T cells and young donor. *Patient diagnosed with lung adenocarcinoma after D28 scan revealed a non-responsive lung nodule and was taken off study and A randomized controlled pivotal trial of vispa-cel versus chemoimmunotherapy in 2L LBCL
*B-NHL subtypes include: DLBCL, HGBL, tFL, PMBCL, FL with POD24 (high risk), MCL, MZL <2L (N=32) and 3L+ (N=3) LBCL patients treated with 40M, 80M, or 120M vispa-cel CAR-T cells optimized for multiple factors, including 2+ HLA e.nrolled on the long-term follow-up study. Patient last known to be in contlnu.ed response vylthout ad.dltlonal antl—lyrnphoma therapy. at one year post ) . .. ) .
bLBCL subtypes include: DLBCL NOS, HIGBL: transformed DLBCL from FL or l\/IZIL, and PMBCL matched and young donor. ¢Information is not available for 5 patients. *Age-adjusted IPI distribution is presented for LBCL patients only and not wspa—pel. Long-term follow-up data reflect the last known response; .marked timepoints indicate confirmation of no disease progression. . ‘ patients who are lnellglble for both autologous CAR-T and transplant IS belng planned
<Based on survey answers from ANTLER investigators asking why patients were dosed with vispa-cel versus autologous CAR-T cell therapy; 86% of ANTLER applied to other histology subtypes. ‘Bulky disease defined by maximum baseline lesion diameter 7.5 cm Oneé/!spf—gel—ﬁlates gtrage 5 IEC-HS occurred on day 25 post-infusion. Certain patients converted from CR or PR to PD at various assessments time points » Optimized vispa-cel product to be implemented in pivotal trial
sites offer one or more of the approved auto CAR-Ts in 2L LBCL Data cutoff 02Sept2025 E?f;Zacl)c/adztalzuto?‘fcd:tre ;92;’;2025 e Academic and community sites to participate in pivotal trial

References: 1. Perales, M-A, et al. Poster 549, 2025 Tandem Meetings Abbreviations: 2L: second line; 23L: third line or later; CR: complete response; CRS: cytokine release syndrome; DLBCL.: diffuse large B cell lymphoma; DLT: dose-limiting toxicity; DoCR: duration of complete response; DoR: duration of response; ECOG: Eastern Cooperative Oncology Group; Disclosures: Mehdi Hamadani, MD
2. Lau E et al. Cytotherapy. 2023;25(7):750-762 3. Clin Cancer Res. 2011 FL: follicular lymphoma; GvHD: graft versus host disease; HGBL.: high-grade B cell lymphoma; HLA: human leukocyte antigen; ICANS: immune effector cell-associated neurotoxicity syndrome; IEC-HS: immune effector cell-associated hemophagocytic lymphohistiocytosis-like syndrome; Research support/funding: ADC Therapeutics, Spectrum

July 1; 17(13): 4550-4557. doi:10.1158/1078-0432.CCR-11-0116 IPI: International Prognostic Index; LBCL: large B cell lymphoma; LD: lymphodepletion; LDH: lactate dehydrogenase; LLOQ: lower limit of quantification; LoT: line of therapy; MCL: mantle cell lymphoma; MZL: marginal zone lymphoma; NA: not applicable; NHL: non-Hodgkin lymphomea; Pharmaceuticals, Astellas Pharma

NOS: not otherwise specified; NR: not reached; PMBCL: primary mediastinal large B cell ymphoma; tFL: transformed DLBCL from follicular lymphoma; tMZL: transformed marginal zone lymphoma; ULN: upper limit of normal; yo: years old Consultancy: Autolus, Forte Biosciences, Byondis, Kite, Daiichi Sankyo, BMS, Caribou
Speaker’s bureau: AstraZeneca, ADC Therapeutics, BeiGene, Kite, Sobi

DMC: Myeloid Therapeutics (2023), CRISPR (2024)




	Default Section
	Slide 1


