A Phase 3, Randomized, Double-Blind Study of Tazemetostat or Placebo Plus Lenalidomide IBCL-485
and Rituximab in Patients With Relapsed/Refractory Follicular Lymphoma T @ Ll

To download the poster, please scan the

Gilles Salles, MD, PhD'; Harsh Shah, DO?; John P. Leonard, MD?; Attila Szanto, MD, PhD*; Jade Chen, PhD*; Rajat Bannerji, MD, PhD#*; Franck Morschhauser, MD, PhD®; Loretta J. Nastoupil, MD®* ixiiadl  Quick Response (QR) code.

Copies of this eposter obtained through QR Code are for personal use only

"Memorial Sloan Kettering Cancer Center, New YOI’k, NY, USA,’ 2University of Utah, Salt Lake City, UT, USA,' SWeill Cornell I\/Iedicine, New YOI’k, NY, USA,' 4Epizyme, an Ipsen Company, Cambridge, MA, USA,’ and may not be reproduced without written permission from the authors.
*Université Lille, CHU Lille, ULR 7365—-GRITA-Groupe de Recherche sur les Formes Injectables et les Technologies Associées, Lille, France; °MD Anderson Cancer Center, Houston, TX, USA *Presenter

IntrOd UCtiOn Figure 1. Study Design Patient Population

« Patients with R/R FL who have had =1 prior line of chemotherapy, immunotherapy, or chemoimmunotherapy will be

12 Cycles? 24-Month Maintenance Phase® enrolled (Table 2)

« Relapsed or refractory (R/R) follicular lymphoma (FL) remains a challenging disease without a universally recognized

standard of care, necessitating novel treatment strategies’? TAZ 800 mg PO BID Table 2. Key Inclusion and Exclusion Criteria
« Lenalidomide in combination with rituximab (R?) is a preferred chemotherapy-free regimen approved by the US Food Rituximab 375 mg/m?2 IV on D1, D8, D15 Inclusion Criteri Exclusion Criteri

and Drug Administration (FDA) for patients with previously treated FL?* o D23 of cyele 1 and D1 of oycles 25 TAZ 800 mg PO BID
. Tazemetostat (TAZ), an enhancer of zeste homolog 2 (EZH2) inhibitor, is also approved by the FDA for the treatment Lenalidomide 20 ma® PO QD on D1-21 Aged 218 years® with a life expectancy of 23 months Grade 3b, mixed-histology, or FL that has histologically

enaildomiae mg on before enrollment transformed to DLBCL (patients whose disease

of patients with R/R FL whose disease has mutant (MT) EZHZ2 and who have received =2 prior therapies, or for the P

treatment of patients with R/R FL who have no satisfactory alternative treatment options® transformed from DLBCL to FL may be enrolled)
. - : : : - : : : - Histologically confirmed FL, grade 1-3A Prior exposure to lenalidomide, tazemetostat, or other

EZH2 is an epigenetic regulator that catalyzes the histone 3 lysine 27 trimethylation gene suppressive mark, essential Placebo PO BID elieelly g s inlilibitor(s)

for B-cell development® P 5

3 | Rituximab 375 mg/m? IV on D1, D8, D15, - : : : : :
. EZH2 has pleiotropic effects on the tumor microenvironment, resulting in decreased tumor immunogenicity,”8 thus Stratified by EZH2 mutation status and D22 of cycle 1 and D1 of cycles 2-5 Placebo PO BID Sufficient tumor tissue for EZH2 mutation testing Uncontrolled leptomeningeal or uncontrolled/previously
. : . : (MT vs WT), sensitivity to prior — : :
supporting combination approaches to treatment with TAZ treatment (sensitive vs refractory), and Lenalidomide 20 mg® PO QD on D1-21 treated brain metastasis

- SYMPHONY-1 (EZH-302; NCT04224493) is a phase 1b/3 study designed to determine the recommended phase 3 dose prior lines of therapy (1 vs 22) Previously treated with 21 prior systemic chemotherapy, Major surgery within 4 weeks before first dose of study
(RP3D), efficacy, and Safety of TAZ p|US R#in patients with R/R FL after 21 prior therapy 2All patients receive treatment in 28-day cycles for 12 cycles or until disease progression, unacceptable toxicity, or withdrawal of consent. "Lenalidomide 20 mg (CrCl 260 mL/min) or 10 mg (CrCI <60 mL/min). ImmunOtherapy’ or ChemOImmunOtherapy treatment
_ In the phase 1b portion Of this study,9 0 dose-limiting toxicities were observed, TAZ 800 mg fwice daily was selected cDuring. the rrTaintenance pllwa.se, patients will continue to receive treatment until disease progrc?ssion, unacceptable. toxicity, or withdrawal of consent. | | e Prior autologous/allogeneic HSCT will be allowed
as the RP3|? in combination with RZ, and, afte_r a median fO||OW-Up of 11.2 months, the Objective response rate (ORR) _I?'IA\E; tgf:r:;gﬁt;?%frvevﬁgiysglearance, D, day; EZHZ2, enhancer of zeste homolog 2; FL, follicular lymphoma; 1V, intravenously; MT, mutant; PO, orally; QD, once daily; R, randomized; R/R, relapsed or refractory; . Prior CAR T-cell therapy il s 2llEnee
was 97.6% In the response-evaluable population (n=41) _ Documented relapsed, refractory, or progressive disease Active infection with HBV, HCV, HIV, or HTLV-1
« Here we present the ongoing phase 3 portion of the SYMPHONY-1 study Endpoints following systemic treatment
« The primary endpoint is investigator-assessed PFS per the 2014 Lugano classification (Table 1) Measurable disease, as defined per the Lugano Prior history of T-LBL or T-ALL
Ob - t. « The key secondary endpoints are independent review committee (IRC)—assessed PFS, ORR, duration of response, and duration of complete classification
jec |Ve response, and changes in patient-reported quality of life as measured by the 5-dimension, 5-level EuroQol (EQ-5D-5L) instrument and ECOG PS 0—2 Significant cardiovascular impairment
Functional Assessment of Cancer Therapy—-Lymphoma (FACT-Lym) : : :
. To evaluate the efficacy and safety of TAZ + R? vs placebo + R? in patients with R/R FL who received =1 prior line of « Mutations that arise in EZHZ2 during the course of treatment compared with baseline circulating tumor DNA (ctDNA) and with tumor biopsy samples, Adequate hematologlc, (RIS, Elel el UE el
chemotherapy, immunotherapy, or chemoimmunotherapy when possible, will be identified in ctDNA isolated from liquid biopsies, using molecular biological approaches, as an exploratory endpoint "Aged 220 years in Taiwan.

CAR, chimeric antigen receptor; DLBCL, diffuse large B-cell ymphoma; ECOG PS, Eastern Cooperative Oncology Group performance status; EZH2, enhancer of
zeste homolog 2; FL, follicular lymphoma; HBV, hepatitis B virus; HCV, hepatitis C virus; HIV, human immunodeficiency virus; HSCT, hematopoietic stem cell transplant;
HTLV-1, human T-cell lymphotropic virus 1; T-ALL, T-cell acute lymphoblastic leukemia; T-LBL, T-cell lymphoblastic lymphoma.

Table 1. Primary, Secondary, and Exploratory Endpoints

Meth Ods Primary Endpoint \ Secondary Endpoints Exploratory Endpoint
PFS (investigator assessed) PFS (IRC assessed)? |dentification of EZHZ2 mutations during Statistical Analysis
Study Design ORR® IEENMEN. CRliHE Ve (seeRls G Ene « All demographics and baseline disease characteristics will be summarized descriptively by treatment group for the

DOR® tumor biopsy

- SYMPHONY-1 is an international, double-blind, randomized phase 1b/3 study in patients with R/R FL intent-to-treat (ITT) population

DOCR? ) . . o . .
. The study design of stage 1 (phase 1b) was previously described, and data have been reported? = Thg primary e_fflcacy analy-3|s WI|! be conducted for the ITT population and analyzed based on the treatment arm in
ot 2 (ph 3) mately 500 patients with R/R FL (EZH2 all ) will b led (Fi " which the patients are assigned initially
. In stage ase 3), approximate atients wi all comers) will be enrolled (Figure . L . . .
_ J .p p_p | y _ P _ , , gu OS « The primary endpoint, investigator-assessed PFS, and a key secondary efficacy endpoint, IRC-assessed PFS,
+ Patients will be randomized 1:1 to receive either TAZ + R* or placebo + R Qol® will be compared between the 2 treatment arms using the stratified log-rank test (adjusted for the stratification
— Randomization will be blinded and stratified by EZH2 mutation status (MT vs wild-type), sensitivity to prior treatment Population PK factors); hazard ratios with corresponding 2-sided 95% confidence intervals will be estimated using a stratified Cox
(sensitive vs refractory), and prior lines of therapy (1 vs 22) Safety and tolerability proportional hazards model
— Enroliment of patients with MT EZH2 will be capped at 150-210 patients to reflect the real-world prevalence (up to “Key secondary endpoints. — PFS will also be summarized descriptively using the Kaplan—Meier method
30%) of s patient population B T e g A e e oo 2 . pipent e ot . Another key secondary efficacy endpoint,investigator- and IRC-assessed ORR, will be calculated by freatment group
- Stage 2 will include 2 interim futility analyses — The Cochran-Mantel-Haenszel test will be used to adjust for possible confounding effects of the stratification factors
— The first analysis will be based on ORR, to be initiated when 100 patients are evaluable for ORR C urre nt Status . The safety analysis will be conducted in the safety population and analyzed based on the treatment received

— The second analysis will be based on progression-free survival (PFS), to be initiated 3 years after the first patient is . Safety analyses will be assessed using adverse events (AEs), clinical laboratory assessments, physical examination

enrolled findings, vital sign measurements, electrocardiogram results, Eastern Cooperative Oncology Group performance
- Stage 3 (phase 3) is an optional component of the study that will evaluate the efficacy and safety of TAZ + R? in patients - The first study patient was enrolled in quarter 1 of 2022 status, study drug exposure, and treatment compliance
with MT EZH2 R/R FL only » Enroliment is expected to finish in quarter 4 of 2024 — AEs will be coded using the Medical Dictionary for Regulatory Activities (MedDRA) version in effect at the time
— Stage 3 will be executed if the efficacy in the overall FL population in stage 2 does not meet the specified threshold, « As of July 2023, 145 sites are currently recruiting patients in Australia, Belgium, Canada, China, France, Germany, Hungary, Italy, of the analysis, and the severity of each AE will be graded by the investigator based on National Cancer Institute
and the efficacy in the MT EZHZ2 FL population is sufficiently promising South Korea, Poland, Spain, Taiwan, UK, and USA Common Terminology Criteria for Adverse Events version 5.0
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