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KEY FINDINGS & CONCLUSIONS
• Patients with R/R FL have a high rate of durable responses more than 3 years after

tisagenlecleucel infusion
– Median DOR, OS, and TTNT were not reached at a median follow-up of 41 months

• No new tisagenlecleucel-related safety signals were observed during extended follow-up
• Exploratory analyses suggest that higher baseline levels of CD8+ naive T cells (>2.14%) are

associated with improved long-term clinical outcomes
• Patients with POD24 had reduced CAR-T cell expansion, which did not substantially affect

36-month PFS and OS
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INTRODUCTION
• Although regarded as an “indolent” disease, follicular lymphoma (FL) is considered incurable, with patients often experiencing multiple relapses over a usually

lengthy disease course1-3

• Following treatment, remission durations generally become progressively shorter after each subsequent line of therapy4

• Patients with disease progression within 2 years of frontline systemic therapy (POD24) have a particularly poor prognosis with traditional therapies and
may benefi t from alternative treatment options5-8

• 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 ≥2 lines of prior therapy

AIM
• The 2-year follow-up of the ELARA trial (median follow-up: 29 months) demonstrated high response rates and durable response9

– Overall response rate (ORR): 86%
– Complete response rate (CRR): 68%
– 24-month progression-free survival (PFS): 57%

• Herein we report longer follow-up results, including duration of response, safety outcomes, and exploratory analyses, at a median follow-up of >3 years

ELARA STUDY DESIGN
• Bridging therapy was allowed and was followed by disease re-evaluation before tisagenlecleucel infusion

Key eligibility criteria Study treatment End points
 

Screening, apheresis, 
and cryopreservation

(n = 122)

Optional bridging chemotherapya 
Tisagenlecleucel manufacturing

Enrollment
(n = 98)

Long-term safety and 
efficacy follow-upc

Median follow-up:
40.6 months (range, 34.2–49.7)

Tisagenlecleucel dose range (single IV infusion)
was 0.6–6 × 108 CAR-positive viable T cells 

•
• FL grade 1, 2, or 3A
• d

• No evidence of histological transformation/FL3B
•

Primary: 

Secondary: 

Tisagenlecleucel 
infusionb

(n = 97)

Restaging, 
lymphodepletion

First efficacy assessment 
Month 3
(n = 94)

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; 
IV, intravenous; ORR, overall response rate; OS, overall survival; PFS, progression-free survival.
aDisease was reassessed prior to infusion for all patients requiring bridging therapy; bInfusion was conducted on an in- or outpatient basis at investigator’s discretion; cEvery 3 months until Month 12, and every 6 months until end of the study; 
dRefractory to ≥2nd line of systemic therapy (including an anti-CD20 antibody and an alkylating agent) or relapsed within 6 months after ≥2nd line of therapy or after an autologous HSCT

RESULTS
Disease History and Baseline Patient Characteristics 
• A total of 97 patients with a median age of 57 years were evaluable

(Table 1)

Table 1. Baseline characteristics
Infused set 

(N = 97)

Median age (range), years 57 (29-73)

ECOG PS ≥1 prior to infusion, n (%) 42 (43)

Stage at study entry III-IV, n (%) 83 (86)

Bone marrow involvement, n (%) 37 (38)

Bulky diseasea, n (%) 62 (64)

FLIPI high at study entry (≥3), n (%) 58 (60)

Median no. of prior therapies (range) 4 (2-13)

POD24 from fi rst anti-CD20 mAb containing therapy, 
n (%) 61 (63)

Refractory disease to last line of therapy, n (%) 76 (78)

Refractory to ≥2 regimens, n (%) 69 (71)

Double refractory: anti-CD20 mAb + alkylating agent 66 (68)

Refractory to PI3K inhibitors 14 (14)

Prior autologous HSCT, n (%) 35 (36)

Comorbidities, n (%)

Cardiac disorders 15 (16)

Diabetes 10 (10)

Renal insuffi ciency 8 (8)

CD20, cluster of differentiation 20; ECOG PS, Eastern Cooperative Oncology Group performance status; FLIPI, Follicular 
Lymphoma International Prognostic Index; HSCT, hematopoietic stem cell transplant; mAb, monoclonal antibody; PI3K, 
phosphatidylinositol 3-kinase; POD24, progression of disease within 2 years of frontline systemic therapy.
aBulky disease defined as 1 lesion >7 cm or 3 lesions >3 cm.

Safety
• No new safety signals were reported
• The most common serious adverse events (AEs) were cytokine

release syndrome (CRS, 20% [Lee grading]), pneumonia (11%), and
febrile neutropenia (8%; Table 2)

• To date, 18 patients have died during the study (progressive disease,
n=8; AE, n=9; euthanasia, n=1)

• AEs resulting in death included metastatic squamous cell carcinoma,
encephalitis, pneumonia, bladder transitional cell carcinoma, acute
myeloid leukemia, infection, CRS, gastrointestinal hemorrhage, and
cardiac arrest

Table 2. Adverse events occurring anytime after tisagenlecleucel 
infusion

Infused set
(N = 97)

Preferred term All grades 
n (%)

Grade ≥3 
n (%)

Patients with at least one adverse event 96 (99) 79 (81)

Cytokine release syndrome 48 (50) 1 (1)

Neutropenia 42 (43) 42 (43)

Anemia 26 (27) 18 (19)

Diarrhea 25 (26) 3 (3)

Headache 23 (24) 1 (1)

White blood cell count decreased 22 (23) 17 (18)

Nausea 18 (19) 2 (2)

Pyrexia 18 (19) 2 (2)

Thrombocytopenia 18 (19) 11 (11)

Fatigue 17 (18) 3 (3)

Hypogammaglobulinemia 17 (18) 1 (1)

Neutrophil count decreased 17 (18) 17 (18)

Constipation 16 (17) 0

Effi cacy
With a median follow-up of 41 months, median PFS was 37 months 
while median overall survival (OS) was not reached (Figure 1)
• 36-month PFS was 53% for all patients and 69% for patients

with a CR
• 36-month OS was 82% for all patients
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36-month PFS and OS rates were consistent for patients with or without
POD24 (Figure 3)
• 36-month OS rate was 83% (95% CI, 69.1-90.5) in patients with

POD24 and 80% (95% CI, 60.9-90.6) in patients without POD24

Median duration of response (DOR) and time to next treatment (TTNT) 
were not reached (Figure 2)
• 54% of responders had an ongoing response at data cutoff
• The probability of starting a new treatment at 36 months was 35%

Figure 1. Kaplan-Meier curve of PFS and OS
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Figure 2. Kaplan-Meier curve of DOR and TTNT
TTNT (N = 94, efficacy evaluable)
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Figure 3. Kaplan-Meier curve of PFS and OS based on POD24 status
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Exploratory Biomarker Analysis and Pharmacokinetics
• Higher baseline levels of peripheral CD8+ naïve T cells (>2.14%) were associated with prolonged

PFS and DOR
• Patients without POD24 had higher mean CAR transgene expansion and longer persistence

– Responses and durations were not different between the
POD24 subgroups despite differences in expansion

– CAR transgene persistence was observed up to 1290 days
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