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M ETH O DS Figure 1. ELARA Study Schema Statistical Analysis

« Based on the null hypothesis of complete response rate (CRR) of 15% or less and assuming an underlying CRR

INTRODUCTION

- : e e Optional f 30% for tisagenlecleucel, 90 patients in the pri lysi ired t ide at least 90% |ati
and oryomresoreation. ————— pigaineonal of 30% g , 90 patients in the primary analysis were required to provide at least 90% cumulative
@ N atha N H d I e FOWI e r, M D : . : Study Design Tg ’ lecleucel Y , First effioacy assessment power to demonstrate statistical significance, using a 2-look Lan-DeMets group sequential design with
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nrowler@maanderson.org non-Hodgkin lymphoma in the Western world and remains incurable Japan, and Australia (ClinicalTrials.gov: NCT03568461; Figure 1) Enroliment \ymphodeplesion

* The primary analysis occurred after 90 patients had reached 6 months follow-up post infusion or had
discontinued early

Tisagenlecleucel
infusion®

- Approximately 20% of patients with FL experience disease recurrence within 2 years after first-line « Central histologic confirmation of the diagnosis was performed at study entry
therapies?® .

Long-term safety and

All patients underwent leukapheresis; enrollment was complete when the cryopreserved material was received by o Scscy followsp, - Duration of response (DOR), progression-free survival (PFS), and overall survival were estimated using the

Patients with relapsed or refractory (r/r) FL typically have worsening treatment outcomes with the manufacturing facility and clinical eligibility was confirmed every § months unilend of study Kaplan-Meier method
increasing lines of therapy, emphasizing an unmet need for new therapies + Bridging therapy was allowed at the investigator’s discretion and disease status was reassessed prior to Key eligibility criteria Study treatment End points .

Primary Analysis of the Phase 2

Cellular kinetics were measured in the peripheral blood of evaluable patients by quantitative polymerase

| | o a o . . . .
E LARA Trl I . TI S a el ‘ e‘ :el I(:e Tisagenlecleucel is an autologous anti-CD19 chimeric antigen receptor (CAR)-T cell therapy tisagenlecleucel infusion in all patients to establish a new baseline - >18 years of age * Lymphodepleting chemotherapy options were Primary: CRR by IRC chain reaction
. : s , : : « Before infusion, all patients received 1 cycle of lymphodepleting chemotherapy with either fludarabine (25 mg/m?) podradel 20038 - Fludarabine (35 ma/m 1V dally for 3 days) « (Lugano classification 2014)
- Approved for use in r/r pediatric and young adult acute lymphoblastic leukemia and r/r adult diffuse i ) ( X ) * Relapsed/refractory disease® . cyclophosphamide (250 mg/m? IV daily for 3 days) .

m - m large B-cell | h lations?5 and cyclophosphamide (250 mg/m?) daily for 3 days or bendamustine (90 mg/m?) daily for 2 days * No evidence of histological transformation/FL 3B - Bendamustine 90 mg/m? 1V daily for 2 days Secondary: ORR, DOR, PFS,

Eﬁ d S f t Ad It P t t €] ympnhoma populations Ti lecl | dminist d ingle int (|V) infusi t th t | ified d £0.6-6x108 « No prior anti-CD19 therapy or allogeneic HSCT - Tisagenlecleucel dose range (single IV infusion) was: OS, safety, cellular kinetics
. . . . . . + Tisagenlecleucel was administered as a single intravenous infusion at the protocol-specified dose of 0.6-6x 0.6-6x10° CAR-positive viable T cells
Icacy a n a e y I n u a Ie n S The ELARA trial of tisagenlecleucel in adults with r/r FL met the primary endpoint (complete response CARgpositive viable T cells on Day 1 9 P P

, . -
rate) at the interim analysis 2Disease was reassessed prior to infusion for all patients requiring bridging therapy. ?Infusion was conducted on an in- or outpatient basis at investigator

Here we report the primary analysis of the ELARA trial with a median f0||OW-Up of 10.9 months for ;:lrl]se(;;zt)l’oor:.aizir:ﬁt:z;rgzizg :_llnsecc_)rf systemic therapy (including an anti-CD20 antibody and alkylating agent) or relapsed within 6 months after >2nd line of
efficacy and 10.6 months for safety CAR, chimeric antigen receptor; CD, cluster of differentiation; CRR, complete response rate; DOR, duration of response; FL, follicular lymphoma;

HSCT, hematopoietic stem cell transplant; IRC, Independent Review Committee; IV, intravenous; ORR, overall response rate; OS, overall survival;

PFS, progression-free survival.
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RESULTS

. Efficacy Figure 5. Progression-Free Survival (A) and Overall Survival (B) -+ AEs of special interest that occurred within 8 weeks of tisagenlecleucel infusion are reported in Table 5
10 KQii 1. H;i ' 12. ' A Patients
PhD ’ KOJ' Kat01 M D1 PhD ! Hideo Harlgae, \ D1 PhD ! Marie José KerSten1 . . . . . . CRR by Independent Review Committee was 66%; overall response rate (ORR) was 86% (Table 2) «  74.5% of the CRS events and 100% of immune effector cell-associated neurotoxicity syndrome (ICANS) occurred in
MD. PhD'3 Ch | b And dis. MD. MS'* Peter A. Riedell. MD5: + As of September 28, 2020, 98 patients were enrolled and 97 patients with r/r FL received tisagenlecleucel (Figure 2) ' A B atients with bulky disease
, . aralampos Andreadis, , , Feter A. hiedell, , . Median follow-up for infused set (n=97): 10.6 months (4.3-19.7 months) - Investigator-assessed CRR was 69.1% (95% Cl, 58.8-78.3); ORR was 90.4% . - P y
: : 16- : 17. YA T ' ' : : . 100 e . 100 - * All neurological and CRS events resolved with appropriate management
Alesha Zla' MSc ’ Mony Chenda MOFISSG, MD ’ Nathan Hale FOWIer’ * Median follow-up for efficacy set (n=94): 10.9 months (4.3-19.7 months) CRR was consistent across subgroups (Figure 3) o o
M D18,19,*; Catherine Thieblemont, M D’ PhD2o* - CRRs/ORRs were comparable among key high-risk subgroups w80 ; 80 - Table 5. Adverse Events of Special Interest
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University of Penngylvan|a,_P.h|.IadeIph|.a,. PA; 2Peter I\/!apCaIIum C:_:\ncer Centre and Royal Melbourne Hospital, Table 2. Best Overall Response Rate S 4ol c patiengst(N=94) o g a0 © paﬁeni’; mes o _ .
Melbourne, Australia; *Medizinische Klinik I1l, LMU Klinikum, Munich, Germany; “Hospital 12 De Octubre, Enrolled? b Number of events () = Number of events () (N=97)
o o o - o . o 5 5 . - ‘s : . Ke) : . - . - .
Complutense University, CNIO, Madrid, Spain; ®*Oslo University Hospital, Oslo, Norway; °Royal Brisbane Hospital, n=98 Patients Evaluable for Efficacy? § 20+ ’;:;::f;::fnedians T 20+ QZSZ:f;‘esijefmedians AESI (within 8 weeks of infusion) All grades, % Grade 23, %
Herston, Australia; "Michigan Medicine University of Michigan, Ann Arbor, Ml; #City of Hope National Medical Discontinued before infusion Response Rate, % (n=94) £ )| Atpatints: NE months, 05 % i (12.1-NE) 2 | Apatients: NE months, 95 % CI (NE-NE) Cytokine release syndrome’? 48.5 0
Center, Duarte, CA; *Moffitt Cancer Center, Tampa, FL; ®Hospices Civils de Lyon and Université Claude Bernard Phvsician decision not to infuse CR 66.0 O 2 4 8 8 10 12 14 16 18 20 0O 2 4 6 8 10 12 14 16 18 20 Neurological adverse reactions 9.3 1
Lyon 1, Lyon, France; ""Kyushu University Hospital, Fukuoka, Japan; '?Tohoku University Hospital, Sendai, Japan; yh 1abl d X PR 20.2 Time (mo) Time (mo) T — 18.6 5.2
*Amsterdam UMC, University of Amsterdam, Cancer Center Amsterdam, Amsterdam, Netherlands, on behalf the available product,” n=1 ORR (CR+PR) 86.2 Aot os 91 72 ss 31 24 12 2 1 1 0 Anpatiemsea  ss 90 s a8 s 2 12 s 2 o Tumor Ivsis svndrome ] ;
of HOVON/LLPC; '“Helen Diller Family Comprehensive Cancer Center, University of California San Francisco, Infused ' ol confid , NE N y y .
San Francisco, CA; '®University of Chicago, Chicago, IL; "®*Novartis Pharma AG, Basel, Switzerland; ""Novartis n=97 First efficacy assessment conducted at Month 3 (all but 1 responded at Month 3 assessment); probability of remaining in CR > Month 6. » oonfidence interval; Ik, not estimable. Prolongedl dspll_etlon' O: B cells and/or 10.3 0
Pharmaceuticals Corporation, East Hanover, NJ; '8The University of Texas MD Anderson Cancer Center, Houston, gféon(:%‘e;r:’;‘i'?;teerfl:f_ag;t'gs';'?Qt'g‘:zgcgrf;:_'gg;) itot:]e loe'toeorzei'ec:’rf’s':?;:;"f‘tl\fgenno‘fL';i’."r’:sgf;';gRZ st(;:r‘r’e': ;erj]es‘:ed' _ _ _ agammaglobulinemia~ . .
TX; BostonGene, Waltham, MA; 2APHP, Hépital Saint-Louis-Université de Paris, Paris, France o | o eome ponse HIT eomP P o | T PATETIESPOnSE * Median PFS (95% CI, 12.1-NE) and overall survival (95% Cl, NE-NE) were not reached (Figure 5) SIS EEe ERSerees e iaing eiepenEs:
* 6-month PFS was 76% (95% Cl, 65-84) Neutropenia®® 30.9 27.8
*Dr Fowler and Dr Thieblemont are co-senior authors. Evaluable;or safety Figure 3. Complete Response Rate for Subgroups Cellular Kinetics Anemia® 24.7 13.4
n=97 Thrombocytopenia® 16.5 9.3
. _ CRR n/N (%) [95% CI] *  Cellular kinetic parameters for tisagenleC|euce| were estimated USing transgene levels in peripheral blood 2CRS was graded using the Lee scale 2014. ®Prolonged depletion is defined as lasting >28 days. Agammaglobulinemia is defined as IgG <4 g/L. Patients were
All patients N=94 —— 62/94(66.0)  [55.5-754] (n=94; Table 3) counted here if they had either B-cell depletion or agammaglobulinemia or both. °One of multiple preferred terms evaluated under the AESI, “Hematologic
A 65 =70 —E— 46/70 (65.7 53.4-76.7 . . . . . i i i jas.” d i i i .
Evaluable f i >6 th tinfusion follow- 9 :65§§:=2 4; o 16/24 266_7; { 447-84. 4} + The persistence of CAR transgene was observed for up to 370 days in responding patients and 187 days in ,‘i‘ég[f’:;ﬁg?sﬂ“fv';‘2&?2522;2? imgfff{fgéjs”,r?;l%ﬁiﬂfegrﬁgisi/iyﬁilﬁgﬁf"'a e 92 days (based on laboratory date)
valuable Tor efricacy o (e A Rl st in Sox Female (=30 21/30 (70.0)  [50.6-85.3] nonresponding patients, and is expected to increase with additional follow-up
= ' ) ' - . . ° - i Y i
n=94 Measurable disease prior to infusion Male (n=64) —a— 41/64 (64.1)  [51.1-75.7] * Probability of achieving response was comparable across dose quartiles Any-grade QRS (Le.:e scale) occurred |.n 49% of ?atlents .('.I'able 6) _ _ .
. Number of prior lines of antineoplastic th < i -4 = 12/24 (50.0 29.1-70.9 . . . : . * Among patients with CRS, 34% of patients received tocilizumab and 6.4% received corticosteroids
S t bt . https://q rgo.page.llnk/51 VI5 “The median time from enroliment to infusion was 45 days (range, 22-126 days). °CR before infusion. umberotprioriines ot antineoplastic Therapy ;_4 Il?ne:s(?n=4?3) 34/43 E79 1; E64 0-90 O} No af[)pa\rlzng impact of dose was observed on probability of cytokine release syndrome (CRS) or neurological
can 10 optain: Copies of this poster obtained through CR, complete response. ) ' . events (NEs Table 6. Cytokine Release Syndrome
) . >4 lines (n=27) — - 16/27(59.3)  [38.8-77.6] - LYy y
. scanning the QR (Quick Response) and/or o ) ]
Poster text key codes are for personal use only - Patient demographic and baseline disease characteristics are summarized in Table 1 PI3Kinhibitor use Pretreated (n=19) " 16/19(78.9) ~ [54.4-93.9] Table 3. Cellular Kinetic Parameters Treated Patients
* Plain |ang uage summar and may not be reproduced without . . . . o . . Naive (n=75) —i— 47/75(62.7)  [50.7-73.6] a ) u e e Events,® n (%) (N=97)
y written permission of the authors. - 18% of patients received tisagenlecleucel infusion in an outpatient setting Prior HSCT therapy Yes (n=35) . — 22/35(62.9)  [44.9-78.5] ——— Y —— i il hCRsb6 o
- Bridging therapy was administered for stabilization in 44% of patients No (n=59) —- 40/59 (67.8)  [54.4-79.4] Parameter CR/PR (N=81)° SD/PD (N=12) atclaen'és V;"t ' 57 (23'2)
. . . 8 . Disease status to last line of prior antineoplastic therapy Refractory (n=74) i —— 48/74 (64.9) [62.9-75.6] rade ( = )
- Median infused dose of tisagenlecleucel was 2.06x108 CAR+ viable T cells : L 74 9 Grade 2 20 (20.6)
Relapsed (n=17) ' 0 12/17 (70.6) [44.0-89.7] l\/llaSt;:I' d 167 12 :
T bl 1 D h d B | D Ch . . POD24 from first-line anti-CD20 mAb containing therapy Yes (n=58) —— 32/58 (55.2) [41.5-68.3] edian, 6 6 Grade 23 0 (0)
apie 1. bemographnics an aseline visease aracteristics No (n=34) : - 20/34(85.3)  [68.9-95.0] Tmax, n 71 9 CRS mgnagement
All Patients ——————————————————— Median, d 10 12.9 Tocilizumab 16 (34)
0 10 20 30 40 50 60 70 80 90 100 Corticosteroids 3(6.4)
= Come N 71 9 or
(N=97) Cl, confidence interval; CRR, complete response rate; HSCT, hematopoietic stem cell transplant; ORR, overall response rate; PI3K, phosphatidylinositol G"éeg Mean (copies/ug) 5190 3000 Median time to onset, d (range) 4(1-14)
Median age (range), y 57.0 (29-73) 3-kinase; POD24, progression of disease within 24 months. - : o :
’ Geo-CV% 447 1190 mitted to ICU, n (%) 4 (8.5)
265y, n (%) 24 (24.7) . . i AUC 68 5 Median total duration of ICU stay during CRS, d (range) 4 (2-5)
Co N C LU S I O N S ECOG PS, n (%) « Median DOR was not reached at 11-month median follow-up (Figure 4) A 0'_\2/|8d, n el S ermiie o | eel el @vE e, () 47 (100)
' _ ; . ; —a4) ) eo-Mean (copies/p 53,700 86,800 '
0 56 (567.7) Median follow-up for efficacy (n=94): 10.9 months (4.3-19.7 months) Geo-CV% e 276 417 aQccurring within 8 weeks of tisagenlecleucel infusion. ®°CRS was graded using the Lee scale 2014.
1 37 (38.1) * Probability for a responding patient to remain in response =6 months was 79% (95% Cl, 66-87) CRS, cytokine release syndrome; ICU, intensive care unit.
R . 0 ; a0ne patient with an unknown response is excluded. . .
2 4 (4'1) 12 of 31 part|al responses (38'7 /0) converted to complete responses, all but 1 occurred between Month 3 and AUC,_ ., area under the curve from Day 0-28; C_ , geometric mean estimate for expansion; CR, complete response; CRS, cytokine release syndrome; Geo-CV, * NEsoccurredin9 patients (Table 7)
Bulky disease at study entry,? n (%) 63 (64.9) Month 6 geometric coefficient of variation; Geo-Mean, geometric mean; PR, partial response; PD, progressive disease; SD, stable disease; T,__, transgene persistence; . Median onset was 8.5 days (4-190 days®)
1 1 R : : : T .0 time to maximal transgene expansion. . ) ] .
As of September 28, 2020, tisagenlecleucel demonstrated high rates of Stage at study entry IlI-1V, n (%) 82 (84.5) Median time to next antilymphoma treatment was not reached - All NEs resolved for all patients; median time to resolution was 2 days
i () Y . . .
durable responses with an ORR of 86% and CRR of 66% FLIPI 23 at study entry, n (%) 58 (59.8) i . Safety «  Only 1 case of serious ICANS within the first 8 weeks
. . . Median no. of prior therapies (range) 4(2-13) Figure 4. Duration of Response . o . o .
Data from the ELARA study suggest that tisagenlecleucel is effective in e e + Among 97 patients evaluable for safety, 99% experienced any-grade adverse events (AEs), and 76.3% experienced Table 7. Neurological Events
= (0] o . .
i i i i iah-ri ' —~ 100 at least 1 grade 3 or higher AE during the study (Table 4)
patients with r/r FL (mC|Udmg the high-risk subg rouD) POD24 from first anti-CD20 mAb-containing therapy,” n (%) 58 (59.8) ) ] Treated Patients
. " . . . m -
Safety data are consistent with the established favorable safety profile of Refractory to last line of therapy, n (%) 76 (78.4) S 80 Table 4. Overall Safety (N=97)
. : 0 (I i o
tlsagenlecleucel Prior autologous HSCT, n (%) 35 (36.1) i Treated Patients Events, n (%) . : All Grades Grade 3 Grade 4
) Refractory to >2 regimens,® n (%) 74 (76.3) 3 60 Sa— 5 £ Adverse Events, n (%) (N=97) Number of patients with at least 1 event 9(9.3) 0 1(1.0)2
— - 7
No cases of high-grade CRS were reported Double refractory,® n (%) 67 (69.1) tw 1 Censoring times - Any AE (all grade) 96 (99.0) Encephalopathy 3(3.1) 0 0
. . . . <) P = " A
— One case (1%) of high-grade neurotoxicity was reported Prior therapy > 40-  Allpatients(N=81) —=— AEs suspected to be drug-related 75 (77.3) Immune effector cell-associated neurotoxicity syndrome 3(3.1) 0 1(1.0)
No treatment-related mortalities were observed Anti-CD20 mAb and alkylating agents, n (%) 63 (64.9) = T I';';;m'i?r °tf 9‘1'2"*3 (n) Any SAE 40 (41.2) Tremor 2 (2.1) 0 0
PI3K inhibitors, n (%) 20 (20.6) S 297 Yaplan-Meier medians Suspected to be drug-related 28(28.9) Dyskinesia 1(1.0) 0 0
. . . o . . . . o - . i
The cellular kinetic analyses showed no apparent impact of dose on probability Lenalidomide and rituximab, n (%) 16 (16.5) g All patients: NE months, 95 % CI (9.5-NE) A”VS%?d:Cfé 3 QEbe e related Zi gg-i; Dysphagia 1(1.0) 0 0
Of CRS or N ES aDisease burden, as defined by GELF criteria and includes a single nodal site >7 cm or 3 distinct nodal sites >3 cm. PDisease progression <24 months from L L e e e e e L L Death g ? 3(3 1. Muscular weakness 1 (1 -0) 0 0
initiation of first-line therapy, including primary refractory patients. °Refractory: Failure to respond to previous treatment or progression within 6 months of prior 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 eaD hs d dv indicat . 53'1 ; Neurotoxicity 1(1.0) 0 0
H H : : therapy completion. “‘Same regimen or different regimens. ¢Subjects who failed to respond or relapsed within 6 months following therapy with anti-CD20 and . . eaths due to study indication . '
TlsagenleCIeucel merltS Contl nued eXploratlon asa thera py for the treatment Of alkylating agents, any regimen. ‘Treatment density was also measured and is defined as the time from initial diagnosis to study entry (y) over the number of No. at risk Time (mo) Deaths within 30 days post infusion 0 aGrade 4 ICANS: Onset Day 10, recovered — Related to tisagenlecleucel. Patient presenting with tremors, then seizures, with concomitant HHV-6 positivity on
1 1 1 > 1 prior therapies (median treatment density was 1.4 y). All patients 81 74 72 55 40 38 30 26 24 15 3 2 1 1 1 1 0 0 CSF. The event fully recovered after high-dose MPD and GCV. *Grade 3 Delirium: Onset Day 190, recovered — Not related to tisagenlecleucel. Patient was in PD
ad u It patlents Wlth r/r FL fOI IOWI ng _2 I|neS Of thera py ECOG PS, Eastern Cooperative Oncology Group performance status; FLIPI, Follicular Lymphoma International Prognostic Index; HSCT, hematopoietic stem AEs as per CTCAE v4.03. Median follow-up for safety (n=97): 10.6 months (4.3-19.7 months). at the time of the event, with new anticancer therapy started.
cell transplant; mAb, monoclonal antibody; PI3K, phosphatidylinositol 3-kinase; POD24, progression of disease within 24 months. Cl, confidence interval; NE, not estimable. AE, adverse event; CRS, cytokine release syndrome; CTCAE, Common Terminology Criteria for Adverse Events; SAE, serious adverse event. CSF, cerebrospinal fluid; GCV, ganciclovir; HHV-6, human herpesvirus 6; MPD, methylprednisolone; PD, progressive disease.
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