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in Patients With Relapsed/Refractory Diffuse Large

+ At the 12.5 x 108 cell dose, rapcabtagene autoleucel achieved high response rates (ORR: 88%; CRR: 65%;
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* Rapcabtagene autoleucel responses were durable
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METHODS End Points

INTRODUCTION i « Primary end point is complete « Secondary end points include — Overall survival (OS)
Ropeatagene uoiocets oo [EANAAA iris AR st v spors e (ORF) —Car et

generation cluster of differentiation + Patient flow through this phase 2, open-label, single-arm, multicenter study is shown in Figure 1 — Progression-free survival (PFS)  — Safety

(CD)19—directed chimeric antigen Eligibility Criteria i 1. Studv Desi — Duration of response (DOR)

re_c_eptor (CAR)-T cell therapy that « Eligible patients had r/r DLBCL after 22 lines of prior therapy, measurable disease at enroliment, igure 1. Study Lesign

utilizes the T-Charge™ platform to and Eastern Cooperative Oncology Group performance status (ECOG PS) 0-1 Screening, apheresis, Optional

reserve T-cell stemness and cryopreservation | bridging chemotherapy® irst effi

i : 3 Tl'eatme nt Enrollment ;;Pi:]ti:g:goaug; ‘:}::el First efflcza8c§ aa;ssessment
JULS phasGe 1| Sty [GEITER) e « Patients received lymphodepletion (LD) chemotherapy prior to rapcabtagene autoleucel ma"“Tff‘g;‘;’r';‘gﬂ‘w‘s'“g (Lower doseanhigher dose)

12.5% 10 CART Vlabl-e T-_0eII. — Two LD regimens were assessed as a part of this phase 2 trial <2 days followed by Patient receives

dose for further |nvest|gat|on in the release testing rapcabtagene autoleucel

treatment of patients with relapsed/ — Lower-dose LD was defined as fludarabine/cyclophosphamide 25/250 mg/m? for 3 days

refractory (r/r) diffuse large B-cell — Higher-dose LD was defined as fludarabine/cyclophosphamide 30/500 mg/m? for 3 days Key eligibility criteria Study treatment End points

1 , 5 )

|ymph0ma (DLBCL) - Bridging therapy before infusion was permitted :A;gsyizsggiizse at enroliment . 5{2a.p503t;tgggg\eRiuct‘,ZII?sucel sngle [V dose &t Primary: CRR (BOR of €R)
* Here we report an interim descriptive - Rapcabtagene autoleucel (12.5 x 10° CAR+ cells) was administered as a single intravenous (IV) infusion + ECOG PS 0-1 Secondary: ORR, PFS,

analysis of the ongoing phase 2 + Relapsed/refractory disease DOR, OS, cellular kinetics,

clinical trial (NCT03960840)? and safety

BOR, best overall response; CAR, chimeric antigen receptor; CR, complete response; CRR, complete response rate; DOR, duration of response; ECOG PS, Eastern Cooperative
Oncology Group performance status; IV, intravenous; LD, lymphodepletion; ORR, overall response rate; OS, overall survival; PFS, progression-free survival.
aOptional bridging therapies were investigator’s decision.

RESULTS Table 3. Rapcabtagene Autoleucel Safety Profile

. . e Rapcabtagene autoleucel 12.5 x 108
Patient and Disease Characteristics (N = 63)

. . . AEs?
* As of February 1, 2024, 63 patients with r/r DLBCL received rapcabtagene autoleucel s 62 (98.4)
» The majority of patients received two prior lines of therapy (73%), and 60% received bridging chemotherapy (Table 1) Grade =3 53 (84.1)
« Almost half (46%) of patients were 265 years of age S;?iiiss AE 32 22'252)
* Rearrangements (double/triple hits) in MYC/BCL2/BCL6 were reported in 25% of patients Deaths 12 (19.0)
» Nearly half of patients (43%) had elevated lactate dehydrogenase (LDH) isease progression g Egg;
+ A third of patients (30%) had history of previous hematopoietic stem cell transplant (HCT) Nonrelapse mortality® 4(6.3)
. . - - - - AE, adverse event.
Table 1. Disease History and Baseline Patient Characteristics °All AEs reported regardless of study drug refationship. ,
. . . — Defined as any death due to an AE without documented disease progression.

Baseline variable All infused set (N = 63)°

Median age, years (range) 64 (26-81) .
265y, n (%) 29 (46.0) Table 4. CRS Incidence and Management

IPI score, n (%) Rapcabtagene autoleucel 12.5 x 108
<3 34 (54.0) (N =63)
23 24 (38.1) CRS,2 n (%) 28 (44.4)
Unknown 5(7.9) 223: ; 177 ((212.)0)

1 o,

Rearrangerhentslln MYC/BCL2/BCL6 genes, n (%) Grade 3 2(3.2)
Doubltla/trlple hits 16 (25.4) Grade 4 2(3.2)
Negative 25 (39.7) Median time to onset, days (range) 8 (1-20)
Unknown 22 (34.9) Grade 3/4° 7.5 (7-11)

Relapsed/refractory disease status, n (%) Median time from onset to resolution, days (range) 6 (1-25)
Refractory to last line of therapy 37 (58.7) Admitted to ICU for CRS, n/N (%) 6/28 (21.4)

Refractory to all prior lines 13 (20.6) Management of CRS, n/N (%°)
Relapsed after last line of therapy 26 (41.3) Tocilizumab 15/28 (53.6)

Histology, n (%) Corticosteroids 7128 (25.0)

ASTCT, American Society for Transplantation and Cellular Therapy; CRS, cytokine release syndrome; ICU, intensive care unit.
DLBCL 52 (82'5) aBased on ASTCT grading (per Lee 2019).°
Transformed lymphoma 8 (12.7) bPercentage calculated based on the number of patients with CRS.
Elevated LDH (>ULN), n (%) 27 (42.9)
Prior HCT, n (% 19 (30.2 .
- (%) . (30-2) Table 5. ICANS Incidence and Management

Prior lines of therapy, n (%)

2 46 (73.0) Rapcabtagene autoleucel 12.5 x 108
>3 17 (27.0) (N = 63)
= o . : ICANS, n (%)

Received bridging therapy, n (%) 38 (60.3) Grade 1 2(3.2)

DLBCL, diffuse large B-cell ymphoma; HCT, hematopoietic cell transplant; IPI, International Prognostic Index; LDH, lactate dehydrogenase; ULN, upper limit of normal. Grade 2 0

aTwo patients were pending infusion as of data cutoff. One patient died prior to infusion of intestinal obstruction related to the study indication.

Grade 3 2(3.2)
- Grade 4 1(1.6)
Rapcabtagene Autoleucel Clinical Response Was Durable Median time to onset, days (range) 13 (10-28)
« In the full analysis set of 60 infused patients with 21 month of follow-up, the median follow-up was 16.4 months Grade 3/4 18.5 (13-24)
Median time from onset to resolution, days (range 17 (11-24
- The best ORR was 88.3% (Table 2) Mansgement of IGANS, i oy e (rende) —
— 65% of patients achieved a complete response (CR) Dexamethasone 4/5 (80.0)
. . . . . . Methylprednisolone 2/5 (40.0
— Excluding the 4 patients with CR prior to infusion, the CRR was 62.5% Anak?,nrlfa I /5 240.0;
* Responses appear to be durable, with CRRs of 54.5% (30/55) at 3 months and 56.8% (25/44) at 6 months ICANS, immune effector cell-associated neurotoxicity syndrome.

aPercentage calculated based on the number of patients with ICANS.

» The median DOR was 15.2 months among responders, and it was not estimable in patients with a CR (Figure 2)

Most Grade 23 Cytopenias Ongoing at Month 1 Resolved by 3 Months

Table 2. Best Overall Response

Rapcabtagene autoleucel 12.5 x 10°¢ » 27% of patients experienced grade 23 infections (Table 6A)
(Nnjg?a) — Grade 5 infections included COVID-19 pneumonia in 2 patients and septic shock in 1 patient
0
Median follow-up, months (range) 16.4 (0.1-44.1) * The most common grade =3 cytopenia reported was neutropenia (62%)
ORR/,° n (%) [95% CIJ° 53 (88.3) [77.4-95.2] — Probability of resolution by 3 months for grade =3 neutropenia and anemia ongoing at month 1 was 100%
BOR - . . . .
— Probability of grade =3 thrombocytopenia and lymphopenia ongoing at month 1 resolving by 3 and 6 months was 92%/100% and 65%/749
CR, n (%) [95% CI] 39 (65.0) [51.6-76.9] respectivgly ( '?able 6B) yiop ymphop going g by %o %o Yol T4%,
CR excluding patients with CR before infusion, n/N (%)¢ 35/56 (62.5) _ ] o _
PR, n (%) 14 (23.3) * A single event of grade 3 hemophagocytic lymphohistiocytosis was reported
CRR, n/N (%) - . . .
Month 3 30/55° (54.5) Table 6A. Frequency of Infections and Cytopenias Table 6B. Resolution of Grade 2 3 Cytopenias
Month 6 25/44¢ (56.8) Rapcabtagene autoleucel 12.5 x 10° Rapcabtagene autoleucel 12.5 x 10°
Month 12 18/38° (47.4) N = 63 N =63 _
BOR, best overall response; CR, complete response; CRR, complete response rate; ORR, overall response rate; PD, progressive disease; PR, partial response. Any gorade’ Gradf —3’ Gracie 5’ Grad? 23’ ReSOIUtlor:) b Reso"“ltlor:) b
aPatients infused at least 28 days before cutoff. n (A)) n (/o) n (/o) n (A';) by month 3, % by month 6, %
"OR’/RS CR+PR. N c Infections 31 (49.2) 17 (27.0) 3(4.8) Month 1 event?
°95% Cls are exact Clopper-Pearson Cls. . .
9Excludes patients who were in CR prior to receiving rapcabtagene autoleucel due to either a late effect of prior therapies or bridging chemotherapy. CytoPemas . Neutr(?penla 24 (38'1) 100 100
*Patients infused at least 3, 6, or 12 months prior to data cutoff and have a month 3, 6, or 12 assessment, or discontinued due to PD/death/new therapy prior to their month 3, 6, or 12 assessment. Neutropenia 41 (65.1) 39 (61.9) 0 Anemia 5(7.9) 100 100
Anemia 32 (50.8) 21 (33.3) 0 Thrombocytopenia 19 (30.2) 91.8 100
Figure 2. Duration of Response Thrombocytopenia 21(33.3) 16 (25.4) 0 Lymphopenia 27 (42.9) 64.9 73.7
Lymphopenia 11 (1 7.5) 10 (1 5.9) 0 aCytopenias experienced by month 1 were based on lab abnormalities.
100 "Resolution was defined as lab values corresponding to grade <2.
BOR of CR (N = 39) <
Allresponders (N = 53) ——o—— Lower-Dose vs Higher-Dose Lymphodepletion Figure 5. CRR by Dose Cohort
L7 * CR rates at both month 3 and month 6 were numerically higher in > 0 61 619
= the lower-dose LD cohort than in the higher-dose LD cohort © 60
= R < B Lower-dose LD
3 60 (Figure 5) 2 50 449 i n=28
© . . . . o ] °
$ | * Notable differences in demographic and baseline characteristics S 404 Higher-dose LD
g < | between the lower- and higher-dose LD cohorts included elevated . n=33
& 40 LDH before infusion (36% vs 49%), International Prognostic Index 5
§ Number of events (n) score 23 (43% vs 30%), and the proportion of patients 265 years of § 207
w BOR of CR: 12 [) [¢) t
20| Al responders: 22 age (57% vs 36%) (Table 7) § 10+
Kaplan-Meier medians . i i <
BOR of CR: NE months, 95% CI [10.4-NE] Summary of AEs in both cohorts can be seen in Table 8 e 0 CR at month 3 CR at month 6
0 All responders: 15.2 months, 95% CI [5.1-NE] CR, complete response; CRR, complete response rate; LD, lymphodepletion.
I I I I I I I I I I I I I I I I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 . T
Time. months Table 7. Baseline Characteristics by Dose Cohort
Number of patients still at risk ' Lower-dose LD? Higher-dose LD?
39 34 26 23 20 19 14 13 12 10 9 7 1 1 1 1 1 0 Baseline variable (N = 28) (N =33)
53 41 29 24 21 20 15 14 13 10 9 7 1 1 1 1 1 0 Median age, years (range) 65.5 (35-79) 60 (26-81)
Responders Patients with a BOR of CR 265y, n (%) 16 (57.1) 12 (36.4)
= =k IPI score, n (%)
Median DOR, months (95% CI) 15.2 (5.1-NE) NE (10.4-NE) <3 14 (50.0) 20 (60.6)
12-month DOR, % 53.9 69.1 >3 12 (42.9) 10 (30.3)
BOR, best overall response; CR, complete response; DOR, duration of response; NE, not estimable. Unknown 2 (7_1) 3 (9'1)
* Among all patients (n = 63), median PFS was 11.9 months, and median OS was not estimable (Figures 3A and 3B) Rearrangements in MYC/BCL2/BCL6 genes, n (%)
. Double/triple hits 9(32.1) 7(21.2)
—_ - 0, 0,
12-month PFS and OS were 48.2% and 83.0%, respectively Negative 10 (35.7) 13 (39.4)
* Among patients in CR at 3 months (n = 30), the median PFS and OS were not estimable (Figures 3A and 3B) Unknown 9 (32.1) 13 (39.4)
4o o o : Relapsed/refractory disease status, n (%)
12-month PFS and OS were 79.3% and 100%, respectively Refractory to last line of therapy 16 (57.1) 20 (60.6)
Figure 3. PFS and OS Refractory to all prior lines 5(17.9) 8 (24.2)
Relapsed after last line of therapy 12 (42.9) 13 (39.4)
A 1004 B Histology, n (%)
2 2 DLBCL 24 (85.7) 27 (81.8)
Z 80 2 Transformed lymphoma 4 (14.3) 3(9.1)
3 3 SR a Elevated LDH (>ULN), n (%) 10 (35.7) 16 (48.5)
2 607 2 607 Prior HCT, n (%) 9 (32.1) 9 (27.3)
% 404 ;l'- 404 Prior lines of therapy, n (%)
£ Number of events (n) i D £ Number of events (n) 2 22 (78.6) 23 (69.7)
£ po{ 20X T oo 2oxWRI2 >3 6 (21.4) 10 (30.3)
aplan-ivieler meadians aplan-ivieler medians g 0 0
i 12.5 x 10° 11.9 months, 95% CI [5.6-NE] i 12.5 x 10°: NE months, 95% CI [19.5-NE] Received bridging therapy, n (%) 20 (71.4) 18 (54.5)
0 T T T T T T T T T T T T T T T 1 0 T T T T T T T T T T T T T T 1 DLBCL, diffuse large B-cell ymphoma; HCT, hematopoietic cell transplant; IPI, International Prognostic Index; LD, lymphodepletion; LDH, lactate dehydrogenase; ULN, upper limit of normal.
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 aTwo patients received LD regimens other than fludarabine/cyclophosphamide.
Time, months Time, months
Number of patients still at risk Number of patients still at risk Table 8. Rapcabtagene Autoleucel Safety Profile by LD Regimen
63 49 32 27 24 22 18 15 14 11 10 9 4 1 1 1 1 _ 10 63 53 36 34 32 24 19 16 10 8 6 2 1 1 1 _ 0 Lower-dose LD? Higher-dose LD?
All patients o ents Wit All patients o ents Wit (N = 28) (N =33)
N =63 N =30 N=63 N = 30 Median follow-up, months (range) 32.8 (21.3-44.1) 5.4 (0.1-23.4)
Median PFS, months (95% Cl) 11.9 (5.6-NE) NE (14.5-NE) Median OS, months (95% Cl) NE (19.5-NE) NE (NE-NE) AEs, n (%)
12-month PFS, % 48.2 79.3 12-month OS, % 83.0 100 Any grade 28 (100) 32 (97.0)
Grade 23 27 (96.4) 25 (75.8)
CR, complete response; NE, not estimable; OS, overall survival; PFS, progression-free survival. Deaths. n (%) 10 (35 7) 2 (6 1)
Rapcabtagene Autoleucel Produced Responses Across Patient Subgroups 'nfictionsyd“ (%) 14500 16485
. . . . . ny grade . :
* High CRRs at month 3 were observed across high-risk patient subgroups (Figure 4) Grade >3 9 (32.1) 8 (24.2)
— 89% for patients with prior HCT, 70% for those who relapsed after the last line of therapy, 64% among those aged =65 years Cy:’pe”.ias’ n (%) 17 (60) 14 42
nemia o J
— CRRs of the other subgroups are seen in Figure 4 Leukopenia 0 3(9.1)
Figure 4. Month 3 CRR by Subgroups L] a2220) 4 (12.1)
9 y 9 P Neutropenia 19 (67.9) 22 (66.7)
100 Thrombocytopenia 11 (39.3) 9 (27.3)
89% CRS,°n (%)
Any grade 11 (39.3) 116 (48.5)
80 Grade 3/4 1(3.6) 3(9.1)
70% . ICANS, n (%)
64% Any grade 4 (14.3) 1(3.0)
< 997 s5% 56% 53% 519 Grade 3/4 2(7.1) 1(3.0)
5 47% 46% 46% 449, AE, adverse event; ASTCT, American Society for Transplantation and Cellular Therapy; CRS, cytokine release syndrome; ICANS, immune effector cell-associated neurotoxicity syndrome; LD, lymphodepletion.
) ’ aTwo patients received LD regimens other than fludarabine/cyclophosphamide.
40 °All AEs reported regardless of study drug relationship.
29% °Based on ASTCT grading (per Lee 2019).2
20- Rapcabtagene Autoleucel In Vivo Expansion
» Rapcabtagene autoleucel showed high in vivo cellular expansion with extended persistence (by quantitative polymerase chain reaction), and
0 B-cell aplasia at 12 months (Figure 6)
All patients Prior HCT Relapsed Age 265y Male 23 prior lines Disease Received Refractory IPI score 23 Refractory  Elevated LDH . .
(n = 55) (n=18) after last (n = 25) (n =32) of therapy stage IV bridging to all (n=22) to last line (>ULN) » Comparable cellular expansion was seen at both LD dose regimens
line of therapy (n=17) at study entry therapy prior lines of therapy (n=24) . . . . . . . . .
(n = 23) (n = 43) (n = 34) (n=11) (n=32) * Median maximal concentration was 47,100 copies/ug DNA for patients who received higher-dose LD and 36,900 copies/pg DNA for patients
CRR, complete response rate; HCT, hematopoietic cell transplant; IPI, International Prognostic Index; LDH, lactate dehydrogenase; ULN, upper limit of normal. who received lower-dose LD
Note: N represents the number of patients in each subgroup evaluable for month 3 response. . . .
] Figure 6. Rapcabtagene Autoleucel Cellular Kinetics
Rapcabtagene Autoleucel Has a Manageable Safety Profile < 100000 . .
=z
» Aimost all patients experienced 21 adverse event (AE) (Table 3) e il Dose level —— 12.5 x 10° (n = 57) . -1
= %
— Grade = 3 AEs were reported in 84.1% (53/63) of patients g 100007 ;e ‘E‘ 100,000 $
o H
— There were 12 deaths: 6 (50%) were from disease progression and 6 (50%) were from AEs, 4 of which were considered nonrelapse mortality S o0l e 2 50,0007 i .
L . . . . . . o ! 2 :
— AEs resulting in death included COVID-19 (n = 2), acute respiratory failure (n = 1), intestinal hemorrhage (n = 1), septic shock (n = 1), and o § : '
tumor lysis syndrome (n = 1) o 100 ! . | © 10,0004 . T
S . 4 Loa E
— Among the 6 deaths due to AE, 2 patients had documented disease progression prior to death (tumor lysis syndrome and septic shock) E © 1
10 -I T T T T T T T T \d -
. 0 20 180 270 360 450 40 630 20
Cytokine Release Syndrome (CRS) Was Mostly Low Grade " medays 0 ! — .
. . . . . . . ’ Lower-dose LD? (N = 28) Higher-dose LD® (N = 26)
» Any-grade CRS was experienced by 28 patients (44.4%); median time to onset was 8 days (range: 1-20 days) and median time to resolution Rapcabtagene autoleucel 12.5 x 10°
: (N=63)
was 6 days (range: 1-25 days) (Table 4) Median C,_, copies/jig DNA 41,800
— Grade 23 CRS was experienced by 4 patients (6.3%) e o el
. . . Median duration of persistence in peripheral blood,” months (95% Cl) 16.4 (6.3-NE)
Immune Effector Cell-Associated Neurotoxicity Syndrome (ICANS) Was Manageable ~12-month persistence probably, % (96°% CI 628 (40.9785)
Median duration of B-cell aplasia,® months (95% Cl) NR (17.7-NR)
* Any-grade ICANS was experienced by 5 patients (7.9%); median time to onset was 13 days (range: 10-28 days) and median time to resolution 12-month B-cell aplasia probability, % (95% Cl) 88.7 (67.7-96.4)

was 17 days (range: 11-24 days) (Table 5) C,...» maximal concentration; IQR, interquartile range; LD, lymphodepletion; LOQ, limit of quantification; NE, not estimable; PK, pharmacokinetics; Q, quartile; gPCR, quantitative polymerase chain reaction.
. . aTwo patients received LD regimens other than fludarabine/cyclophosphamide.
[5)
— Grade 23 ICANS was eXperlenCGd by 3 pat|ents (48 AJ) bPersistence defined as time to nonquantifiable transgene by gPCR based on Kaplan-Meier analysis.
°All 5 patients with B-cell recovery and evaluable PK data showed nonquantifiable transgene 39 to 362 days before B-cell recovery.
9The diamond represents the mean. Lower and upper whiskers extend to most extreme points within 1.5*IQR of Q1 and Q3, respectively.
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