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Introducti . . . . . . . . . Table 4. Liso-cel cellular kinetics by qPCR at DL2
el TRANSCEND CLL 004 met its primary endpoint, with a CR/CRi rate of 18% in patients with R/R CLL/SLL after BTKi it
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+Outcomes remain poor for patients with relapsed or refractory (R/R) chronic lymphocytic leukemia progression/venetoclax failure, and demonstrated rapid, deep, and durable responses e
(CLL)/small lymphocytic lymphoma (SLL) who have relapsed after prior Bruton tyrosine kinase Median (IQR) C,,,, copies/pg 29 895.0—184 172.0)
inhibitor (BTKi) and venetoclax failure, with low complete response/remission (CR)/CR with « All minimal residual disease (MRD)—evaluable responders were uMRD in blood and marrow; 12 of 20 MRD-evaluable patients with SD were uMRD in blood; a majority of patients achieved uMRD by Day 30 (Table 2) v
incomplete marrow recovery (CRi) rates of 0%—5% and short median overall survival (0S)'~* « In patients with CR/CRi, median DOR, PFS, and OS were not reached (Figures 3-5) Median (IQR) ty,, days (10.0—14.0)
» Real-world evidence indicates progressively worse outcomes as treatment options Median (IOR) AUC dav*copies/ 693,864.1
become exhausted” Table 2. Efficacy outcomes Figure 4. Progression-free survival by best overall response o T ey TR LN
e Median time from dual discontinuation of BTKi and venetoclax to subsequent treatment failure or ° . . . . . . g y g y p AUC ; 25,), area under the curve from 0 to 28 days after infusion; C,,,, maximum expansion; IQR, interquartile range; qPCR, quantitative polymerase chain
death was 5.6 months Full efficacy analysis population BTKi progression/venetoclax failure (A) Full study population at DL2 (n = 87) (B) BTKi progression/venetoclax failure subset) at DL2 (n = 49) reaction; tyay, time to maximum expansion.
Lisocabtagene maraleucel (liso-cel) is an autologous, CD19-directed, 4-1BB chimeric antigen Efficacy at b*2 subset at BL.2
¢ - )1 ’ - y 7 (n = 87) (n = 49) Median (95% Cl) follow-up: 24.0 mo (18.3—26.4) Median (95% Cl) follow-up: 20.8 mo (17.6—25.2) . A L . . . . . . .
receptor (CAR) T cell product administered at equal target doses of CD8* and CD4* CAR* T cells Primary endpoint: IRC-assessed CR/CRi rate (95% CI) per iwCLL 2018, % 18 (11—28) 18 (9—32); P = 0.00062 . 133: | LT 123: T - Il_i]sS(;)-cce(_:‘ll (?I');rt]:lbe]t:)d rapid expansion with & median fime fo maximum expansion of 14 days atter
» Here we report the primary analysis of the liso-cel monotherapy portion of TRANSCEND CLL 004 Key secondary endpoints ; 80 - NR (30.1-NR) X 50 |
(NCT03331198), with a median on-study follow-up of 21.1 months IRC-assessed ORR (95% Cl), % 47 (36—58) 43 (29-58); P =0.39312 Z 20 2 50 . . . .
. ) ) c — E - a
UMRD rate in blood (95% C1). % 64 (53—74) 63 (4877 e - Figure 7. Persistence of liso-cel in blood by gPCR at DL2
Exploratory endpoint: uMRD rate in marrow (95% Cl), % 59 (48—69) 59 (44-73) § 50 — :::26'9 mo (17:'9_NR) o 50 26.2 mo (10.3—NR)
Met h 0 d S Other secondary endpoints < 40 c 404 ’ |_...._._| s
Best overall response, n (%) @ 30 - 18.0 Mo (9 4—30.1) 7 304 H <
CR/CRi 16 (18) 9 (18) H 20 -0 mo (9.4-30.1) S 204 11.9 mo (5.7-26.2) g
. . . o o | x
Figure 1. TRANSCEND CLL 004 study design: phase 1/2, PR/NPR 25 (29) 12 24 S s £ 1, :
o SD 34 39 21 43 T T T T T T T T T T T T T T T T S
Open-label, multicenter StUdy (39) (43) 0 6 12 18 24 30 36 ) 0 6 12 18 24 30 36 42 T
PD 6 (7) 4 (8) Ti i o : ) o v
ime from liso-cel infusion, months Time from liso-cel infusion, months o
ClinicalTrial . NCT03331198 Not evaluable 6 (7) 3 (6) No. at risk a
Enrollment Eligibility thicat Inats.gov- Median (range) time to first response, months 1.5 (0.8—17.4) 1.2 (0.8—17.4) cpem 10 I ;3 e N . ! ; 0 h : . : 1 ; : £
leukapheresis reaffirmed Median (range) time to first CR/CRi, months 4.4 (1.1-17.9) 3.0 (1.1-6.1) NOHFGSPOTF';: gf; ; 1 :0 238 118 g g 8 ig 266 129 123 g g ? 8 ;
Bridging therapy . Liso-cel Follow-up 20ne-sided P value from binomial exact test (H, of CR/CRi < 5%; H, of ORR < 40%); PP value not presented for uMRD rate in blood (H, < 5%) because the ORR hypothesis was not rejected at 1-sided 2.5% significance level. S
. allowed Lymphodepletion (2—7 days after FLU/CY) On-study: 24 or 48 months2 Cl, confidence interval; PD, progressive disease; SD, stable disease. =
b Liso-cel c\(F 5%030 m/glgn 2 ?”dd SRR R X VR Long-term: < 15 years i i :
mansiacirin me/m’xicaye CERUERCRIARERE, ot ot lsoce Figure 3. Duration of response by best overall response Figure 5. Overall survival by best overall response P2 3 6 9 n 1 w8 1 0 3
(Dlla_qafeDEZ) P?ng)z (A) Full study population at DL2 (n = 87) (B) BTKi progression/venetoclax failure subset at DL2 (n = 49) (A) Full study population at DL2 (n = 87) (B) BTKi progression/venetoclax failure subset at DL2 (n = 49) Time from liso-cel infusion, months
Median (95% Cl) follow-up: 21.0 mo (17.5—-26.6) Median (95% Cl) follow-up: 19.7 mo (16.5—-27.2) Median (95% Cl) follow-up: 24.2 mo (23.3-29.7) 100 Median (95% Cl) follow-up: 20.8 mo (17.8—25.2) aData are number of patients with liso-cel persistence/number of patients with an available sample at the specific time point. Persistence was defined as a
Key patient eligibility criteria Primary endpoint (PEAS at DL2) 100 — —_— : | NR 100 . : —_— + NR 100 -4 4 | E——E———— H + NR 1 | 1 : :1: =t : + NR tranfsgene coEnt > lower limit of detection (5 colpigs{1 reaction). Concentration values after the initiation of retreatment of liso-cel (including lymphodepletion)
* Age > 18 years * CR/CRi rate per iwCLL 2018 by IRC assessment 901 90 - 907 90 or aiter another anticancer treatment were excluded.
. i R ® - 3 . 80 = NR 80 — NR (20.9—NR
R/R .CLL/S|}L.WIth an mghc;atwfn for trga;ment Key secondary endpoints (PEAS at DL2) ¢ 83 g jg 35.3 mo (11.0—NR) ® 70 - = 70 H ( ; )
= Preyiously failed or ineligible for BIKiltherapy. , - ORR, UMRD rate in blood e 70 35.3 mo (19.8—NR) g . —t K g « Persistence of the liso-cel transgene was detected up to 36 months after liso-cel infusion in 1 of 4
» Failure of > 2 (high risk) or > 3 (standard risk) lines of prior therapy a 60 — gy a 60 Z 60 — 43.2 mo (26.9—NR) Z 60 — . . .
« ECOG PS < 1 Other secondary endpoints o 50 _| . , - - 3 50 — 5 50 r 30.3 mo (11.2—NR) evaluable patients (Figure 7)
+ Adequate bone marrow, organ, and cardiac function * DOR, DOCR, PFS, TTR, TTCR per IRC assessment, kS . 24.0 ,:n:o:(:n 3-NR) 5 40 | ' o 23.8 mo (8.4—NR) = 40 - = 404 ' :
+ No Richter transformation nor active CNS involvement by malignancy 0S, uMRD CR rate in blood, and safety s ) ) s 5 30 & 30 ; ::
g 304 5 304 & o 10.7 mo (6.4-27.1) 3 10.7 mo (7.3—30.3) .
3 20 - 3 204 . . C l
aDuration of follow-up was increased to 48 months in protocol amendment 5 (February 16, 2021). Patients still in ongoing response per iwCLL 2018 criteria after the 10 10 - 10 4 10 o n C u Sl O n S
2-year follow-up were followed for safety, disease status, additional anticancer therapies, and survival for an additional 2 years or until progression. 0 - 0 - 0 | | | | | | : | : : 0 | | | | | | | | :
CY, cyclophosphamide; CNS, central nervous system; DL, dose level; DOCR, duration of complete response/remission; DOR, duration of response; ECOG PS, Eastern 6 é 1'2 1|8 2'4 3'0 3|6 0 6 12 18 24 30 36 0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 ° A Single ad m'in'istrat'ion Of l'iso-cel demonstrated rap'id deep and durable
Cooperative Oncology Group performance status; FLU, fludarabine; IRC, independent review committee; iwCLL, International Workshop on Chronic Lymphocytic . . . . . . . . . . . ¢ ¢
Leukemia; ORR, overall response rate; PEAS, primary efficacy analysis set; PFS, progression-free survival; TTCR, time to complete response/remission; TTR, time to Time from first response, months Time from first response, months . Time from liso-cel infusion, months Time from liso-cel infusion, months responses 1n pat]ents with R/R CLL/SLL
response; UMRD, undetectable minimal residual disease. No. at risk No. g;/r(":;ki " . 5 3 . : 5 0 0 0 o o 0 . 5 1 0 0 0 ) ) ) ) ) ) ) )
. . . » . . . A 5 I L : : ; ) 0 ! ; ! ; : PRMPR 25 25 24 2 16 9 5 2 2 0 12 12 11 9 7 2 1 0 0 e The study met its primary endpoint, with a CR/CRi rate of 18% in patients with
» Primary and key secondary endpoints were tested in a prespecified subset of patients with BTKi Responder 1 » » & ’ 3 : o k i : 4 i : - - S A S A S R S S A A S S R/R CLL/SLL after BTKi progression/venetoclax failure, which compares
progression and venetoclax failure (PEAS) at DL2 by the following hierarchy: CR/CRi rate (null Data on Kaplan-Meier curves are expressed as median (95% Cl, if available). favorably with historical CR/CRi rates of 0%—5%1-6
hypothesis [H,] < 5%), ORR (H, < 40%), and uMRD rate in blood (H, < 5%) (Figure 1) MR, not reached,

e Liso-cel achieved high uMRD rates in both blood (63%) and marrow (59%)

Results Table 1. Demographics and baseline characteristics Figure 6. Progression-free survival by BOR and MRD status in Table 3. Adverse events of special interest » Efficacy outcomes were similar in the full study population (R/R CLL/SLL after
prior BTKi), demonstrating a clinical benefit of liso-cel in this broader population

STk progression/venetocls blood by next-generation sequencing at 104 sensitivity Patients with CRS and NEs £ g e, .
Figure 2. CONSORT di agram Characteristic 2 peptlatate ailure subse XY o (55 e Functional CAR T cells were successfully manufactured and demonstrated
. _ . . : - ,2n (% . . . .
° 0 (A) Full study population at DL2 (n = 87) (B) BTKi progression/venetoclax failure subset at DL2 (n = 49) Grade 1/2 43 (37)/46 (39) expansion and PerS]StenCe 1N most Pat]ents
. : — - Median (95% Cl) follow-up: 24.0 mo (18.3-26.4) Median (95% Cl) follow-up: 20.8 mo (17.6—25.2) . ) ) ) )
Full study population BTKi progression/venetoclax failure? subset Median (range) age, y : 6.0 (49-82) 66.0 (49-78) 00 e T 00 R Grade 3 10(9) — Higher liso-cel expansion was observed in responders and patients
Median (range) prior lines of systemic therapy 5(2-12) 5(2-12) 1 - NIR I.;,O 1 L NR ] ' T y Grade 4/5 0 ith UMRD
Leultehe e T se Leukapheresed ITT subset Bulky lymph nodes,2 n (%) N 90 (30.1 mo-NR) 52 901 Median (range) time to onset/resolution, days 4.0 (1—18)/6.0 (2—37) Wi u
N = 137 n=82 Eei 5; Eg;‘) 382((1416)) g 80 - g 80- NEé’ "d(%:/z ; 1513 5‘:58) , e The safety profile was manageable, with low rates of grade > 3 CRS and NEs
nknown Z 70- Z 70 rade (11)/18 (15) . . .
Not treated, n=16 Not treated, n =11 High-risk cytogenetics, n (%) 97 (83) 60 (86) S 0. S 0. y Grade 3 21 (18) « Overall, these results support liso-cel as a potential new treatment option for
Received nonconforming < Received nonconforming - i n 26.9 mo (18.0-NR) o t
oroduct, n = 40 Ay e T Prior BTKi, n (%) 117 (100) 70 (100) 9 5 -9 mo (18. ¢ 5. 26.2 mo (9.4-NR) Grade 4 1(1) R/R CLL/SLL
i b b ! b Ll
Liso-cel—treated set Liso-cel—treated subset BTK]. refractory 103 (88) 70 (100) E 40 | "é' 40 | H Graqe 5 . . 0
n=117 n =70 BTKi relapsed® 2 (2) 0 S 30 o 30 Median (range) time to onset/resolution, days 7.0 (1—-21)/7.0 (1—83) References
« Ongoing, n = 36 . Ongoing, n = 23 B.TKi intolerant only 12 (10) 0 g 20- 6.3 mo (4.6-12.0) g 20- 6.4 mo (3.7-12.0) Other AESls, n (%)
« Completed study, n = 25 - Completed study, n =9 Prior venetoclax, n (%) 94 (80) 70 (100) on . on . Prolonged cytopenia 63 (54) s
« Discontinued study, n = 56 « Discontinued study, n = 38 Venetoclax refractory® 89 (76) 67 (96) E 104 E 104 Grade > 3 infectionsd 20 (17) 1. Patel K, et al. J Hematol Oncol 2021;14:69.
. Venetoclax relapsede 0 0 ol [ 1:0mo (0.8-NR) | 3.0mo (1.9-NR) 0. 2.8 mo (1.9-NR) 0.9 mo (0.8-NR) H } lobulinemia® 18 (15 2. Sedlarikova L, et al. Front Oncol 2020;10:894.
Not efficacy evaluable, < X Not efficacy evaluable, Venetoclax intolerant only 4 (3) 3 (4) T T T T T T T T T T T T T T T T ypogammaglobulinemia (19) 3. Lew TE. et al. Blood Adv 2021:5:4054—4058.
n=21 n=17 . . o 0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42 Tumor [ysis syndrome 13 (1 1) ’ ¢
Prior BTKi and venetoclax, n (%) 94 (80) 70 (100) 4. Jones J. et al. Blood 2016:128:637
Efficacy analysis set PEAS BTKi progression/venetoclax failure,d n (%) 70 (60) 70 (100) Time from liso-cel infusion, months Time from liso-cel infusion, months Second primary malignancy® 11 (9) : ) : i ’ : : o
o = 96 =53 Received bridging therapy, n (%) 89 (76) 55 (79) No. at risk Macrophage activation syndrome 4 (3) 5. Mato AR, et al. Clin Cancer Res 2020;26:3589—3596.
_ _ i a - . N S . - . Pefi N 6. VENCLEXTA® (venetoclax) [package insert]. North Chicago, IL: AbbVie Inc.; June 2022.
DL2, n = 87 DL2, n = 49 aDefined as > 1 lesion with the longest diameter of > 5 cm; PDefined as no response or progression < 6 months from last dose of therapy; “Defined as disease CR/CRi uMRD 15 14 13 9 5 4 0 0 9 8 8 5 2 1 0 0 (tZ)RS wasl_gr_ade(;fl based on the Lee 2014 crc;t/enathEsbwere defined a;)s 1n\;<(e)st1fgatolr_-1denlilf1e;d peu.rgllog:cgl AEs rglateg_lgg;go%cel, ﬂeﬁ.n?d as graded_. 3flabor_atoryS ( . ) [P g ] g0, ’
progression in a patient who previously had CR/CRi or PR/nPR for > 6 months; dIncluding patients who progressed on a BTKi and met one of the following: (1) PR/nPR UMRD 23 23 20 15 11 3 2 0 10 10 7 6 5 1 1 0 g norrréal\ meio Aréeﬁprr? 'iem?’ anemia, anc A(E”; rom hocg;c)odpema at Day 30 after liso-ce .":j usion; “Includes grade 2 ES h rom dtl € ectlofnsuan n estatlpnsl ( dyilcem 7. Mato AR, et al. Clin Lymphoma Myeloma Leuk 2023;23:57—67.
aVenetoclax failure was defined as discontinuation of venetoclax due to disease progression or intolerability and met indications for further therapy per iwCLL discontinued venetoclax due to disease progression or intolerability and patient’s disease met indications for further therapy per iwCLL 2018, or (2) failed to achieve SD uMRD 18 7 3 3 1 0 0 0 12 5 2 2 0 0 0 0 rgan Class) by igh-level group term; °AEs rom. the 90-day treatmgnt-emergent period, posttreatment-.emergent period, and long-term follow-up were included. . . g
2018, or no objective response within 3 months of initiating venetoclax; "Nonconforming product was defined as any product wherein one of the CD8 or CD4 cell an objective response < 3 months of initiating therapy. SD detectable MRD 13 3 1 0 0 0 0 0 8 0 0 0 0 0 0 0 AE, adverse event; AESI, adverse event of special interest; CRS, cytokine release syndrome; NE, neurological event; TEAE, treatment-emergent adverse event. A Ckn OWI e d m ent S Scientific Content on Demand
components did not meet one of the requirements to be considered liso-cel but was considered appropriate for infusion. nPR, nodular partial response/remission; PR, partial response/remission. PD detectable MRD 3 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0 d . d d q d g To request a copy of this poster:
ITT, intention to treat. : . N . . : . e CRS was reported in 85% of patients (grade 3, 9%; no grade 4 or 5 events) and NEs were reporte
’ . . . . Data on Kaplan-Meier curves are expressed as median (95% Cl, if available). Patients with unknown MRD status (full population at DL2, n = 15; BTKi ) . ) ) . . : . .
« In the full study population of 117 patients, median age was 65 years, 44% of patients had bulky progression/venetoclax failure subset at DL2, n = 8) are excluded. in 45% of patients (grade 3, 18%; grade 4, 1%; no grade 5 events; Table 3) . ;Afd v:fi:lid l‘ﬁfséﬁ ;Efmk the patients, caregivers, investigators,
« Of 137 leukapheresed patients, liso-cel was successfully manufactured for 131 patients and lymph nodes, and 83% had high-risk cytogenetics (Table 1) BOR, best overall response. « Atotal of 81 (69%) patients received tocilizumab and/or corticosteroids for management of CRS . This stu d);/I?NaS funded by Juno Therapeutics, a Bristol-Myers
infused into 117 patients (Figure 2) « Patients had a median of 5 prior lines of therapy, including BTKi in 100% « In exploratory analyses of PFS by uMRD in blood, median PFS was around 26—27 months in and/or NEs Squibb Company ’
. Safety results are presgnted for the full study population of 117 patients who were infused with e Eighty-eight percent qf patients were refragtory to BTKi, 76% were refractory to venetoclax, and pa.tients with uMRD and < 3 months in those with detectable MRD in both population sets « Five deaths due to TEAEs were reported. . . . | * Al authors contributed to and approved the presentation;
liso-cel, known as the liso-cel—treated set 60% had BTKi progression and venetoclax failure (Figure 6 and data not shown) — 4 considered unrelated to liso-cel by investigators (respiratory failure, sepsis, Escherichia coli writing and editorial assistance were provided by Emily Burke, Scan QR code
« Efficacy results are presented for the 87 patients in the full study population and 49 patients in « Seventy-six percent received bridging therapy during liso-cel manufacturing; presence of e The most common grade > 3 TEAEs (> 40%) were neutropenia (61%), anemia (52%), and infection, and invasive aspergillosis) PhD, of The Lockwood Group (Stamford, CT, USA), funded by ¥1a a barcode reader application
the PEAS who were treated at DL2 measurable disease was reconfirmed before receiving liso-cel thrombocytopenia (41%) — 1 considered related to liso-cel by investigators (macrophage activation syndrome) Bristol Myers Squibb QR codes are valid for 30 days after the congress presentation date.
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