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BACKGROUND

e Chronic lymphocytic leukemia (CLL) remains generally incurable, despite
recent advances in treatments, such as Bruton’s tyrosine kinase (BTK) inhibitors

RESULTS
PATIENTS

Table 3. AEs in 220% of Patients® Figure 3. CAR T Cells in Blood Over Time

e Median follow-up duration® was 18.0 months (range, 2.7-35.8 months) in the entire study population;
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— There is a continued risk of disease relapse, especially in patients with Headache 5 (83) 1(33) 1(33) 2(67) 9 (60) ) T v Cohort 3 (n=3)
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— No CAR T-cell therapies are currently approved in patients with CLL e High-risk disease characteristics were common in patients :ypotteniion _ ;gg 1 (33) fgg 1 gg; iggi g 10 -
. . . . . . . INUS tachycardia
* ZUMA-8 (NCT03624036) was a Phase 1, multlcoh.ort, m.ultlcen.ter trial that — 12 patients (80%) had the presence of any of the following: 17p deletion (27%; n=4), 119 deletion Constipation 2 (33) 133) 0 1(33) 427) 0
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*Actual follow-up time from brexu-cel infusion calculated as: (death date or last date known alive — brexu-cel infusion date + 1)/30.4375. "Patients received one or more bridging therapies, including Muscular weakness 2 (33) 1(33) 1(33) 0 4 (27)
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Figure 1. ZUMA-8 Phase 1 Study Design Complex karyotype, n (%) 3 50) 3 (100) 163) 0 7 &) e Objective responses were observed in 7 patients (47%), including 2 patients with CR (13%; Table 4, Figure 2) 0. ] 5 ) "
WBCs, 10°/L (range) 11.9 (6.2-29.1) 36.8 (8.2-65.4) 6.0 (2.5-6.8) 5.8 (4.0-149.0) 7.4 (2.5-149.0) . Pat ] urden (Cohort 3): S Lo 5
Hemoglobin, mmol/L (range) 7.0 (5.3-8.9) 7.6 (5.1-8.7) 8.5(7.3-8.9) 6.8 (5.3-8.4) 7.3(5.1-8.9) atients wit . ow tum(.)r uraen ( .O C.)I’t ) . . . _ § 104 a .
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Enroliment/Leukapheresis Platelets, 10%/L (range) 110 (73-180) 127 (47-150) 109 93-141) 65 (27-150) 109 27-180) — 3 of 3 patients achieved an objective response (2 of 3 patients achieved CR and 1 achieved partial . . ... R ? |
Median tumor burden in lymph node 7,026.0 7,458.1 625.0 1,434.0 2,308.5 response [PR]) Response No response Response  No response
R/R CLL or SLL® (SPD), mm? (range) (464.0-26,688.3) (2,140.4-9,715.0) (614.0-2,472.0) (786.0-2,308.5) (464.0-26,688.3) — All 3 patients had a duration of response (DOR) =14 months which was ongoing at the data cutoff date Median CAR Tecell peak, NSRS Sr—
Cohort 1-4: Cohort 3: Median CLL lymphocytes in bone marrow 81.0 80.0 30.0 95.0 77.5 e 2 of 6 patients who died had SARS-CoV-2 infection as the primarv cause of death (4 of é patients died of :;,ae;:rl: é:;gTe_ce" AUC e — ?ﬂﬁagigﬁtii:: marrow (ofgé().s) (16%1_297.0)
* >2 prior lines of therapy, 1 of the therapies * <1% malignant cells in peripheral blood or SHE[pE, 0 (e (0-93.5) (6:9577:0) (5.0-30.0) (33.0-96.0) 9=97.0) P P i ( P cells/pL x days (range) (0—3%?6-)87) <0—é;2j551) cells, % (range)*

was a BTK inhibitor progressive disease [PD])

* ECOG PS 0-1

* No prior allogeneic hematopoietic SCT or
DLI within 6 months before enrollment

ALC <5,000 cells/pL prior to leukapheresis

*Complex karyotype status defined as =3 clonal chromosomal abnormalities; status was unknown for 1 patient in Cohort 4. ®Based on assessments performed at screening or after bridging therapy.

I . . ol i b . . . S 4 .
«%CLL lymphocyte data were not available for 1 patient in Cohort 1. Objective responses at any time following brexu-cel infusion. °Bars represent median values. “Data were not available for 1 patient in Cohort 2. “Based on assessments performed at screening or after

bridging therapy. °Data were not available for 1 patient in Cohort 1.
AUC, area under the curve; brexu-cel, brexucabtagene autoleucel; CAR, chimeric antigen receptor; CLL, chronic lymphocytic leukemia.

Cohort 4:

¢ |brutinib (alone or in combination) as the
last line of therapy administered up to
30 hours before leukapheresis

CLL, chronic lymphocytic leukemia; ECOG PS, Eastern Cooperative Oncology Group performance status; No., number; SPD, sum of products of diameters; WBC, white blood cell.

Table 4. Objective Response Summary

* As expected, patients in Cohort 3 had the lowest tumor burden

— Median tumor burden (SPD) was 625.0 mm? (range, 614.0-2,472.0 mm?) Cohort 4 e Peak CAR T-cell expansion (range, 0-679.38 cells/uL; n=14)> and AUC, ,; (range, 0-9,701.87 cells/uLxdays)P

(post ibrutinib) had a strong to moderate inverse correlation with ALC measured at screening before leukapheresis

Cohort 3
(low tumor burden)

Cohort 2
(high dose)

* No diagnosis of Richter’s transformation Cohort 1

Overall

(low dose)

— Median CLL lymphocytes in bone marrow aspirate was 30.0% (range, 5.0%—-40.0%) BOR, n (%) n=6 n=3 n=3 n=3 (range, 0.72-122.95x10%/L; n=14)
_ No patients had a 170 deleti Objectiv 3 (50) 1(33) 3 (100) 0 7 (47) L ' ' . ,
optitnal P — O patients had a 1/p deletion S eoPOnse 5 0 > (67) 5 213 — Peak CAR T-cell levels vs ALC: Spearman’s R=—0.6425 (P=0.0132)
Bridging Therapy Chemotherapy CAR T-cell Dose Follow-up Period" SAFETY PR &9 1186 I 155 g 259 — CAR T-cell AUC, ,; levels vs ALC: Spearman’s R=—0.5982 (P=0.0238)
— . o - _ . o Sb 1 (7) 0 0 1(33) 2(13) — Peak CAR T-cell expansion and AUC,_,; did not have a significant correlation with baseline ALC
. Contlnyatlon ofthg Fludarabine IV infusion on Day O ® Post-treatment ® Dose—llmltlng toxicities (DLTs) were observed in 1 patient In Cohort 3 PD 2 33) 2 (67) 0 2 (67) 6 (40) (measured after bridging therapy or at screening if patient did not receive bridging therapy)
immediately preceding 30 mg/m? IV assessments

— Grade 3-4 hypocalcemia, hyponatremia, hypotension, and cytokine release syndrome (CRS) events that

Cohort 1, 3, and 4 /T T
met prespecified criteria for DLTs

1 x 10 anti-CD19

targeted therapy®
¢ Anti-CD20 antibody

and (Day 14 to Month 3)

e Similar to median %CLL lymphocytes of nucleated bone marrow cells (Figure 4B), median baseline tumor

® Long-term

Figure 2. Peak CAR T-cell Expansion, ALC at Screening, Objective Response, and

X . . . . . . — . 2
therapy and/or Cyclophosphamide T cells’kg follow-up — Occurred with an onset from Day 4 to Day 12, resolved after 14 days, and the patient achieved i al . burden (SPD) was alsc2> not 5|gnrflca ntly different between patients with a reszponse (n=7; 1,604 mm?, 2
b/ Giose 500 mg/m? IV on (>Month 3 to Year 15) complete response (CR) Survival Over Time range 464-8,187 mm?) and patients without a response (n=8; 4,086.75 mm?, range 786-26,688.28 mm?)
corticosteroids® Day =5, =4, and =3 Cohort 2 *Peak CAR T-cell data were not available for 1 patient in Cohort 2. ®From Day O to Day 28 of treatment.
2 x 10° anti-CD19 e (Grade =3 adverse events (AEs) were reported in all patients and Grade >3 serious AEs were reported in Peak CAR Screening . Comp s Partin v Stable df o e di ALC, absolute lymphocyte count; AUC, area under the curve; SPD, sum of products of diameters.
T Ce||S/kg . o T cells ALC? omp ete response artia response table disease rogressive disease
5 patlents (33 A)) (Table 2) Cohort BOR (cells/pL)  (10%/L) ® Allogeneic HSCT ¢ Subsequent therapy® x Death
— Grade =3 treatment-related AEs were reported in 9 patients (60%) 1 PR 24333 205 | A& #e o x CONCLUSIONS
. . 1 PD 2.19 0.72 H +* *
, , , — Grade 4 CRS was reported in 1 patient (7%) 1 PD 058 295 1 o4 e x
Primary endpoint: Secondary endpoints: . . . o : oR 0.73 A e Obiecti b din 7 of 15 oatient ith R/R CLL wh ved b |
o Incidence of DLTs o ORR" — Grade =3 neurologic events were reported in 3 patients (20%) 1 IO con Lo o . X jective r(ejsgonges Wekr]ec(j) Sgtlg/e In / o patients wi WNO recelveqa brexu-ce
o Safet — There were no Grade 5 AFs 1 SD 021 1213 4 # % + o thera an atients had a
* CAR '>I/' cell expansion 2 2 PD 0 231 4 4+¢ = x PY: P
B 2 2 PD NA® 33.994 4+ x : : : : :
Table 2. AE Summary 5 5 R oas nes L N ) e Brexu-cel therapy did not have any new safety signals in patients with R/R CLL
. . . L L o . 3 PR 42.18 1.07 4 a A A A A A A
*Patients with SLL were eligible but none were enrolled. ®BTK inhibitors, Bcl-2 inhibitors, or PI3K inhibitors. ‘Dexamethasone 40 mg or an equivalent o 0 o C C o 2 C
was recommended, although the choice, dose, and route of administration of corticosteroid could have been adjusted for age and comorbidities per Cohort 1 Cohort 2 Cohort Cohort 4 3 CR 679.38 092 1 a ® ® ® ® » ¢ Pea k CAR T_Ce” expan5|on and OngOIng ObJeCtlve responses In heaVI |y pretreated patlents Wlth
local and institutional guidelines. Corticosteroids at a dose of =5 mg prednisone (or equivalent) had to be avoided for 7 days prior to leukapheresis | d highd | t burd t ibrutinib (@) I 3 CR 27.52 1.96 4 a A A ° . .
and 5 days prior to brexu-cel administration. “Disease assessments were at Day 28, Week 8, Month 3, every 3 months up to Year 2, and then every AE %)° ( OW_6OSQ) ( '9 ose) (low tumor burden) (pOS ibrutinib) vera 4 SD 1.00 286 4 % +o |OW tumor burden appea red to be Im proved com pa red Wlth Other COhortS
6 months. ¢Per investigator review as defined by the IWCLL 2018 criteria. N (%) n= 4 PD 127 7508 4 "
ALC, absolute lymphocyte count; Bcl-2, B-cell lymphoma 2; brexu-cel, brexucabtagene autoleucel; BTK, Bruton's tyrosine kinase; Any-grade® 6 (100) 3 (100) 3 (100) 3 (100) 15 (100) 4 PD .O 122. 95 & () Although patients W|‘th |OW tumor bu rden appea red tO have Ongoing ObjeCtive respor]ses W|th
CAR, chimeric antigen receptor; CLL, chronic lymphocytic leukemia; DLI, donor lymphocyte infusion; DLT, dose-limiting toxicity; ECOG PS, Eastern TRAE 5 (83) 2 (67) 3 (100) 2 (67) 12 (80) '
Cooperative Oncology Group performance status; IV, intravenous; IWCLL; International Workshop on Chronic Lymphocytic Leukemia; ORR, objective . ' ' ' ' ' ' ' ' ' ' ' ' - - 1 1 | I - I
response rate; PI3K, phosphoinositide 3-kinase; R/R, relapsed/refractory; SCT, stem cell transplant; SLL, small lymphocytic lymphoma. CRS S (83) 2 (67) 3 (1 OO) 2 (67) 12 (80) 0 3 6 ? 12 15 18 21 24 27 30 33 36 brexu Cel’ ZU MA 8 was d ISCOﬂtI n Ued OowI ng to SUbOptl mal CAR T Ce” expanSIC)n aCross the
) o . . . NE 6 (100) 1(33) 3 (100) 1(33) 11 (73) Months After Brexu-cel Infusion Other COhOI’tS
¢ Patlents were h05p|ta l |Zed for Observatlon for 27 days after InfUSIOn Any-grade serious AE 4 (67) 2 (67) 2 (67) 1(33) 9 (60) Gray bars indicate duration of actual follow-up time from brexu-cel infusion calculated as: (death date or last date known alive — brexu-cel infusion date + 1)/30.4375.
: : : TRAE 2 (33 2 (67 2 (67 0 6 (40 *Based on assessments at screening or enrollment/leukapheresis. °Time of first subsequent therapy indicated. Patients may have received more than one subsequent therapy. ‘Peak CAR T-cell data were
° Eﬁ:lcacy OUtcomeS, Safety Outcomes, pharmaCOk)glcal prOfI |el and CAR T_Ce” — (( )) (( )) (( )) ( ) E ) ) not available. “Based on assessments performed after bridging therapy.
| \Vj | in h | rer r f r ” | N I W| h rexu- | rade =23 AE 6 (100 3 (100 3 (100 3 (100 15 (100 ALC, absolute lymphocyte count; BOR, best overall response; brexu-cel, brexucabtagene autoleucel; CAR, chimeric antigen receptor; CR, complete response; HSCT, hematopoietic stem cell transplant;
evels the b OOd are ePO ted ora pat ents t eated t b exu-ce TRAE 4 (67) 2 (67) 2 (67) 1(33) 9 (60) NA, not available; PD, progressive disease; PR, partial response; SD, stable disease. RE F E RE N C ES AC KN OWLE DG M E NTS
e Data cutoff for the analySIS Was May 21 2022 CRS* 0 0 1(33) 0 1(7) 1. Perutelli F, et al. Front Oncol. 2022:12:837531. e The patients, families, friends, and caregivers
NE 2 (33) 0 1(33) 0 3 (20) TRANS LATI o NAL ANALYS ES 2. Todorovic Z, et al. Curr Oncol. 2022:29(5):3647—-3657. ° Trl1e stuldy investigators, colordinators, and health care staff a;c each sltud()j/ site
Grade 23 serious AE 1(17) 1(33) 2 (67) 1(33) 5(33) ) ) ) ) ) ) ) . . _ * Clinical Operations, Regulatory, Data Management, Translational an
STATISTICAL ANALYSIS TRAE 0 1(33) 2 (67) 0 3 (20) e Appreciable CAR T-cell expansion occurred in 4 of 14 patients overall and in 3 of 3 patients with low tumor 3. Zhang J, et;(LB")maZ( es. 2022'1|O(1)'1|)7' T Drug Safety staff at Kite, a Gilead Company
C~F ot : . 4. TECARTUS® (brexucabtagene autoleucel) prescribing information. - 4 ; ;
° Descrl ptlve statistics were Used to ana |yze eﬂ:lca Cy and Safety data ?Includes all AEs with onset on or after initiation of brexu-cel infusion. *"Graded per CTCAE v5.0. <CRS is graded per the revised grading system from Lee DW, et al. 2014.° burden (Flgure 3) Kite Pharma, Inc; 2021. P ’ meeac:;alflvr:zzg ;;Flj(?toertapg}/el(:(ejdcbo):’nir;i;ea AnQStadt' PhD, of Fishawack
° Pre—CAR T-Ce” infUSion tran5|ationa| ana |yseS were based on data COl |eCted at AE, adverse event; brexu-cel, brexucabtagene autoleucel; CRS, cytokine release syndrome; CTCAE, Common Terminology Criteria for Adverse Events; NE, neurologic event; TRAE, treatment-related AE. ° 3 Of 4 patients W|th peak CAR T‘Ce” eXpanSion 227 52 Cel |S/|J |_ were in COhOl’t 3 (Figure 4A) 5. Lee DW, ot al. Blood. 2014:124(2):188-195. . Thic st(jdy e f o ,by Kito. a Giload Company

screening or enrollment/leukapheresis * Overall, the most common AEs were pyrexia (80%), neutropenia (60%), and headache (60%; Table 3) — All patients in Cohort 3 had a median tumor burden <30% CLL lymphocytes of nucleated bone marrow

cells (Figure 4B)

— All patients in Cohort 3 had an ongoing response at the data cutoff date with a minimum follow-up of
16.4 months (Figure 2)
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* |f data collected at screening or enrollment/leukapheresis (by central * Serious AEs reported in 220% of patients were pyrexia (n=4; 27%) and hypotension (n=3; 20%)

laboratory assessment) were not available, baseline/post-bridging therapy
data (by local laboratory assessment) were used

e Other serious AEs reported in 1 patient each (7%) were tachycardia, abdominal pain, chills, malaise,
cellulitis, sepsis, systemic candida, failure to thrive, CLL, aphasia, confusional state, and embolism
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