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INTRODUCTION FLARA STUDY DESIGN

Although regarded as an “indolent” disease, follicular lymphoma (FL) is considered incurable, with patients often experiencing multiple relapses over a usually
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Following treatment, remission durations generally become progressively shorter after each subsequent line of therapy* (n=122) sagenecieticel mantiactiing (n=94)
- Patients with disease progression within 2 years of frontline systemic therapy (POD24) have a particularly poor prognosis with traditional therapies and Enroliment Restaging, Tisagenlecleucel :
WI re a ps e re ra c O ry i ' Ane58 (n=98) lymphodepletion infusion® Median follow-up:
may benefit from alternative treatment options (n = 97) 40.6 months (range, 34.2-49.7)

Tisagenlecleucel, a CD19-directed chimeric antigen receptor (CAR) T-cell therapy, is approved in the United States and Europe for adults with relapsed/
refractory (R/R) FL after =22 lines of prior therapy
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u + 218 years of age Tisagenlecleucel dose range (single IV infusion) Primary: CRR by IRC
tisagenlecleucel: phase 2 ELARA AIM
. . . » Relapsed/refractory disease® Secondary: ORR, DOR, PFS, OS,
3 - e a r f OI I ow_u » The 2-year follow-up of the ELARA trial (median follow-up: 29 months) demonstrated high response rates and durable response® - No evidence of histological transformation/FL3B safety, cellular kinetics
y p — Overall response rate (ORR): 86% « No prior anti-CD19 therapy or allogeneic HSCT
- Complete response_ rate (CRR) 68% CAR, chimeric antigen receptor; CD, cluster of differentiation; CRR, complete response rate; DOR, duration of response; FL, follicular lymphoma; FL3B, FL grade 3B; HSCT, hematopoietic stem cell transplant; IRC, independent review committee;
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) . . . . . aDisease was reassessed prior to infusion for all patients requiring bridging therapy; ®Infusion was conducted on an in- or outpatient basis at investigator’s discretion; °Every 3 months until Month 12, and every 6 months until end of the study;
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'Lymphoma Program, Abramson Cancer Center, University of Pennsylvania, Philadelphia, PA, USA; 2The University of Median age (range), years 57 (29-73) Infused set Time, months Time, months
Texas MD Anderson Cancer Center, Houston, TX, USA; 3BostonGene, Waltham, MA, USA; “Peter MacCallum Cancer oA _ _ . (N = 97) Number of patients still at risk Number of patients still at risk
Centre, Royal Melbourne Hospital and the Sir Peter MacCallum Department of Oncology, University of Melbourne, ECOG PS 21 prior to infusion, n (%) 42 (43) All patients 94 91 78 67 63 59 57 54 54 52 50 50 48 48 48 45 42 40 22 10 9 4 0 Allpatients 94 92 91 84 81 78 78 74 72 71 67 66 47 28 20 5 2 0
Melbourne, VIC, Australia; *Hospital 12 De Octubre, Complutense University, CNIO, Madrid, Spain; éOslo University Stage at study entry llI-IV, n (%) 83 (86) CR 64 64 64 61 60 56 54 52 52 50 48 48 46 46 46 43 40 38 21 9 8 3 O CR 64 64 64 62 60 58 58 56 56 56 54 53 40 25 7 4 10
Hospital, Oslo, Norway; ‘Royal Brisbane Hospital, Herston, QLD, Australia; ®Michigan Medicine, University of Michigan, 9 y entry yEEA Preferred term All grades Grade 23 PR 71135333222 2222222211110 PR ir 16 16 13 13 12 12 10 9 8 6 6 3 1 1 0 0 0
Ann Arbor, MI, USA; 9City of Hope Comprehensive Cancer Center, Duarte, CA, USA; 1°Department of Malignant Bone marrow involvement, n (%) 37 (38) n (%) n (%) CR, complete response; mo, month; NE, not estimated; OS, overall survival; PFS, progression-free survival; PR, partial response.
Hematology, Moffitt Cancer Center, Tampa, FL, USA; ""Hospices Civils de Lyon and Université Claude Bernard Lyon 1, Fi 2 Kapl Mei f DOR and TTNT
Lyon, France; 2Department of Hematology, Oncology, and Cardiovascular Medicine, Kyushu University Hospital, Bulky disease?, n (%) 62 (64) Patients with at least one adverse event 96 (99) 79 (81) igure 2. Kapian-hieier curve o an .
Fukuoka Prefecture, Japan; "®Department of Hematology, Tohoku University Hospital, Sendai, Japan; "On behalf _ 2 100 - e DOR® (N = 81) © 100 o TTNT (N = 94, efficacy evaluable)
of HOVON/LLPC, Department of Hematology, Amsterdam UMC, Location University of Amsterdam, Cancer Center FLIPI high at study entry (23), n (%) 58 (60) Cytokine release syndrome 48 (50) 1(1) h R G A
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San Francisco, San Francisco, CA, USA; "*David and Etta Jonas Center for Cellular Therapy, University of Chicago, Median no. of prior therapies (range) 4(2-13) Neutropenia 42 (43) 42 (43) = i it (N £ e
Chicago, IL, USA; "Institute of Haematology, Royal Prince Alfred Hospital, Camperdown, NSW, Australia; '®Department POD24 from first anti-CD20 mAb containing therapy. ) > %91l patients (v = 81) i, > 604, patients (N = 94)
of Hematology, University Hospital Virgen del Rocio, Instituto de Biomedicina de Sevilla (IBIS) CSIC, Universidad g ’ 61 (63) Anemia 26 (27) 18 (19) % CR (N =64) — i %5 CR (N =64) — B D e
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de Sevilla, Seville, Spain; '*Oregon Health and Science University, Portland, OR, USA; ®Department | of Internal Diarrh 25 (26 3(3 2 Kaplan-Meier medians s 2 Kaplan-Meier medians EIPPT Ebeeerrennsserennnn =
Medicine, Medical Faculty and University Hospital Cologne, University of Cologne, Cologne, Germany; 2'Department Refractory disease to last line of therapy, n (%) 76 (78) larrhea vlzg) (3) % 20 -{ Al patients: NE, 95% CI [35.8-NE] ~~"""""*""s e, . % 20 -| Al patients: NE, 95% CI [NE-NE]
of Hematology and Stem Cell Transplantation, West German Cancer Center and German Cancer Consortium (DKTK _ Headache 23 (24) 1 (1) S SSE ? Eﬁigsc}%?f;ﬁ‘ 3] S SE-: ToE Ognfc\/ gcsiuﬁNgl_[héi]-zg 6]
partner site Essen), University Hospital Essen, University of Duisburg-Essen, Essen, Germany; 22Lymphoma Unit, Refractory to 22 regimens, n (%) 69 (71) g 0L— : 6 T T S R R N N g ol——"" (.)' é P N S S
IRCCS San Raffaele Scientific Institute, Milan, Italy; ?Department of Hematology, Hokkaido University Hospital, . . White blood cell count decreased 22 (23 17 (18 . .
Sapporo, Japan; 24’Comprehensive.Cancer Centre,.King’.s CoIIegeZSLon_don,. London, United Kingdom; 25Department of Double refractory: anti-CD20 mAb + alkylating agent 66 (68) (23) (18) Number of patients still at risk Time, months Number of patients still at risk Time, months
Haematolggy, King’s Col_lege Hospital, London, United Kingdom; **University of Kansas Medical Center, _Wejtwood, Refractory to PI3K inhibitors 14 (14) Nausea 18 (19) 2(2) Al patients 81 71 61 56 54 53 50 48 47 44 41 25 10 5 1 0 All patients 94 91 83 72 67 64 61 57 5 55 53 51 39 23 15 3 0
KS, USA, I'nternal Medicine |, Ordenskllnlkum .LInZ Barmherz_lge Schwestern—Ellsabethlnen, LInZ, Austrla; UZ Ghent, CR 64 62 58 53 52 51 48 46 45 42 39 23 9 4 0 0 CR 64 64 64 61 58 55 52 49 49 48 47 45 36 22 14 3 0
Ghent, Belgium; 2Department of Internal Medicine 11, University Hospital of Ulm, Ulm, Germany; *¥*IRCCS Azienda Prior autologous HSCT, n (%) 35 (36) Pyrexia 18 (19) 2 (2) PR 7 9 3 3 2 2 2 2 2 2 2 2 A 1 1 0 PR 7 16 14 7 5 5 5 4 3 3 2 2 1 1 1 0 O
Ospedaliero-Universitaria di Bologna Istituto di Ematologia “Seragnoli”, Bologna, Italy; 3'Dipartimento di Medicina _ : _ _ . _ . _ :
. ey . . . . T . 32 . . . . e ieee - . CR, complete response; DOR, duration of response; mo, month; NE, not estimated; PR, partial response; TTNT, time to next treatment.
Specialistica, Diagnostica e Sperimentale, Universita di Bologna, Bologna, Italy; *2Cambridge University Hospitals Comorbidities, n (%) Thrombocytopenia 18 (19) 11 (11) 2Defined as the time from the date of first documented disease response (CR or PR) to the date of first documented progression or death due to FL.
NHS Foundation Trust, Cambridge, United Kingdom; *Novartis Pharma AG, Basel, Switzerland; 3*Novartis Institutes _ _
for BioMedical Research, East Hanover, NJ, USA; *Novartis Pharmaceuticals Corporation, East Hanover, NJ, USA; Cardiac disorders 15 (16) Fatigue 17 (18) 3(3) Figure 3. Kaplan-Meier curve of PFS and OS based on POD24 status
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- Patients with R/R FL have a high rate of durable responses more than 3 years after Lymphoma International Prognostic Index; HSCT. hematopoietic stem cell transplant, mAb. monocional antibody: PI3K, Constipation 16 (17) 0 g N A 2 %0
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No new tisagenlecleucel-related safety signals were observed during extended follow-up Safety With a median follow-up of 41 months, median PFS was 37 months S —A— POD24 YES: 30.8 mo, 95% CI [9.5-NE] o —A— POD24 YES: NE, 95% Cl [44.5-NE]
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Exploratory analyses suggest that higher baseline levels of CD8+ naive T cells (>2.14%) are * No new safety signals were reported while median overall survival (OS) was not reached (Figure 1) a ° 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 ° 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
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associated with improved long-term clinical outcomes - The most common serious adverse events (AEs) were cytokine 36-month PFS was 53% for all patients and 69% for patients . Time (months) L Time (months)
Patients with POD24 had reduced CAR-T cell expansion, which did not substantially affect - - with a CR amber of patients sufl at ris umber of patients stil at ns
36 th PES and OS P y release syndrome (CRS, 20% [Lee grading]), pneumonia (11%), and POD24 Yes 61 59 49 40 36 34 33 30 30 29 29 29 28 28 28 27 25 24 14 7 6 3 0 POD24Yes 61 59 58 53 51 49 49 47 45 45 43 42 30 19 15 3 1 0
-mon an febrile neutropenia (8%; Table 2) « 36-month OS was 82% for all patients POD24No 33 32 29 27 27 25 24 24 24 23 21 21 20 20 20 18 17 16 8 3 3 1 0 POD24No 33 33 33 31 30 29 29 27 27 26 24 24 17 9 5 2 1 0
Schuster S, et al. Blood. 2023;142(suppl 1):601 [abstract]. doi.org/10.1182/blood-2023-180936. ©American Society of Hematology (2023). Reused with permission.
mo, month; NE, not estimated; OS, overall survival; PFS, progression-free survival; POD24, progression of disease within 2 years of frontline systemic therapy.
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S 5 https://bit.ly/StephenJ271 36-month PFS and OS rates were consistent for patients with or without Median duration of response (DOR) and time to next treatment (TTNT) Exploratory Biomarker Analysis and Pharmacokinetics — Responses and durations were not different between the
can to obtain: POD24 (Figure 3 were not reached (Figure 2 . . : . . . POD24 subgroups despite differences in expansion
+ Poster Copies of this poster obtained through Quick Response (Fig ) _ _ _ (Fig ) _ « Higher baseline levels of peripheral CD8+ naive T cells (>2.14%) were associated with prolonged group _ P P
(QR) code are for personal use only and may not be » 36-month OS rate was 83% (95% ClI, 69.1-90.5) in patients with « 54% of responders had an ongoing response at data cutoff PFS and DOR — CAR transgene persistence was observed up to 1290 days
reproduced without permission of the authors POD24 and 80% (95% CI, 60.9-90.6) in patients without POD24 . ili ' 0 . . . : :
0 (95% )inp The probability of starting a new treatment at 36 months was 35% « Patients without POD24 had higher mean CAR transgene expansion and longer persistence
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