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P<.0001

HR=0.61 (95%CI) 0.52-0.73
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Salles G, et al. ASH. 2017.

Median: 4.1  y

Median: 10.5 y



PRIMA: Time To Next Treatment from randomisation

Salles G, et al. ASH. 2017.

P<.0001; HR=0.66 (95%CI) 0.55-0.78

Median: 6.6  y

Median: NR





Aristotle Study: Effect of Rituximab of HT risk and 

outcome

Frederico M et al. Lancet Hematol. 2018; 5: 359-67 

Risk of HT according to Rituximab use in 1L



Aristotle Study: Effect of Rituximab of HT risk and 

outcome

Frederico M et al. Lancet Hematol. 2018; 5: 359-67 

OS according to HT and Rituximab use in 1L
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Index) in De Novo Follicular Lymphoma 

Treated with Immunochemotherapy



PRIMA-prognostic index (PRIMA-PI)



PRIMA-PI, FLIPI and FLIPI2 comparison

PRIMA cohort
PRIMA-PI FLIPI FLIPI2

N (%)
5-year PFS % (95% 

CI)
N (%) 5-year PFS % (95% CI) N (%)

5-year PFS % (95% 
CI)

Low 352 (34) 69 (64-73) 238 (21) 68 (62-74) 74 (7) 75 (63-83)

Intermediate 346 (34) 55 (49-60) 405 (36) 58 (53-62) 619 (54) 60 (56-63)

High 327 (32) 37 (32-42) 487 (43) 44 (38-48) 442 (39) 41 (36-46)

PRIMA-PI FLIPI FLIPI2

PFS (months)
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POD24 in PRIMA study

Salles G, et al. ASH 2017.

→ The smaller group of pts who

progress during R- maintenance 

represents pts more difficult to 

salvage



Early POD is associated with worst prognosis

Launonen A, et al. ASH 2017;

6-month LM

OS at 2 years post-LM:

20% POD6 vs 95.8% noPOD6

NoPOD6 pts

POD6 pts
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OS at 2 years post-LM:

58.4% POD12 vs 97.6% noPOD12
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OS at 2 years post-LM:

76.5% POD18 vs 97.8% noPOD18

NoPOD18 pts
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POD24 in GALLIUM study

G + chemo

(n=601)

R + chemo

(n=601)

All PFS events at 24 months 71 (12 %) 107 (18 %)

All POD events at 24 months* 57 (9 %) 98 (16 %)

Deaths not due to PD† 14 (2 %) 9 (1 %)

2-year cumulative incidence of POD24 events

accounting for non-PD deaths (95% CI)

0,10

(0,08 – 0,12)

0,17

(0,14 – 0,20)

Relative risk reduction for POD24 events, G-

chemo vs R-chemo (Cox regression‡), % (95% 

CI)

46,0 % (25,0 - 61,1)

Absolute risk of PFS24 events (in the 24 months 

after randomization), % (95% CI)

12,5

(10,1 – 15,6)

18,9

(15,9 – 22,4)

Relative risk reduction for PFS24 events, G-

chemo vs R-chemo, % (95% CI)
33,9 % (12,8 – 49,8)

All 155 pts had PD; †at 24 months after randomization, deaths from any cause in all FL pts had occurred in 26 pts (G-chemo) and 38 pts (R-chemo); ‡cause-specific Cox 

regression, censoring for non-PD deaths and stratified by chemotherapy regimen and FLIPI group.

At 24 months after randomization, the relative risk reduction  for POD24 events with G-chemo 
relative to R-chemo was 46% (95% CI, 25.0–61.1%)

Launonen A, et al. ASH 2017;



How to predict POD24 (FLASH)?

Casulo C, et al.  ASH 2017

OR (95% CI) P

Male 1.30 (1.11-1.52) 0.0013

Performance status >3 1.59 (1.16-2.17) 0.0041

FLIPI High Risk (3-5) 2.94 (2.27-3.85) < 0.0001

b2M >= 3 1.47 (1.25-1.75) < 0.0001

OR (95% CI) P

Complete Response 0.439 (0.319-0.606 < 0.0001

Rituximab Exposed 0.494 (0.425-0.573) < 0.0001

Anthracycline Exposed 0.567 (0.489-0.659) < 0.0001

• Unfavorable Factors

• Favorable Factors



How to predict POD24 (PRIMA)?

Bachy E , et al. Blood 2018; 132: 49-58.

FLIPI, n (%) Statistics PRIMA-PI, n (%) Statistics

Achieved EFS24
Failed to achieve 

EFS24
2=22.27
c=0.14

P=1.36*10-5

Achieved EFS24
Failed to achieve 

EFS24
2=55.48
c=0.23

P=1.41*10-12

Low 200 (84) 38 (16) 303 (86) 49 (14)

Intermediate 319 (79) 86 (21) 272 (79) 74 (21)

High 337 (69) 150 (31) 203 (62) 124 (38)











TAZEMETOSTAT PHASE 2 NHL STUDY DESIGN

• Global, multi-center, open-label study in 6 cohorts of patients with R/R FL or DLBCL
– Patients prospectively assigned to cohorts according to EZH2 mutational status

• cobas® EZH2 Mutation Test (in development, Roche Molecular Systems) 

– ≥2 prior therapies

• Primary endpoint: objective response rate (ORR)
– Secondary efficacy endpoints:  progression-free survival (PFS), duration of response (DOR), safety and tolerability

– Objective response assessed by IWG-NHL criteria (Cheson 2007)

• Restaging every 8 weeks for 6 cycles, then every 12 weeks thereafter
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PDLBCL, GCB
EZH2 Mt (N=60)

FL, EZH2 WT (N=45)

FL, EZH2 MT (N=45)

DLBCL, NON-GCB 
(N=60)

DLBCL, GCB
EZH2 WT (N=60)

Archival Tissue

Central Lab COO, 
EZH2

Tazemetostat 
800 mg BID 

Until PD or withdrawal

ORR, PFS, DOR, safety, PK OS

DLBCL tazemetostat 
+ prednisolone 

(N=70)
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ACTIVITY AND DURABILITY OBSERVED ACROSS BOTH COHORTS

Best Response
FL EZH2 MT

(n=28)
FL EZH2 WT

(n=54)

Objective response rate (CR + PR), n (%)

95% CI1
20 (71)

51-87%

18 (33)

21-47%

Best response, n(%)

Complete response (CR) 3 (11) 3 ( 6)

Partial response (PR) 17 (61) 15 (28)

Stable disease (SD) 8 (29) 17 (31)

Study drug ongoing 6 (21) 1 ( 2)

Progressive disease (PD) 0 17 (31)

No data/unknown (UNK) 0 2 ( 4)

Median time to first response2,3, weeks 11.9 15.9

Median duration of response2,3, weeks 32.3+ 76.0+

Patients with ongoing response3,4, n (%) 11 (55) 10 (56)

Median progression-free survival3,4, weeks 48.6+ 29.9

Median progression-free survival (responders)3,4, weeks 48.6+ 84.3+

Data as of 01 May 2018. Ongoing patients with best response of ‘No Data, Unknown’ are not included in this table. Patients that discontinued due to 

clinical or radiological progression without a valid response assessment are included in PD. 1  By Clopper-Pearson exact confidence interval. 2  Calculated 

with Kaplan-Meier analysis. 3  Not including time from Rollover study EZH-501. 4  Includes discontinued patients with response ongoing at time of 

discontinuation. +, Cohort median not yet reached.
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TUMOR CHANGE FROM BASELINE FOR FL PATIENTS

66 of 77 (85.7%) of patients had a reduction in tumor burden
Overall, 46% (38/82) of patients achieved an objective response

FL EZH2 Mutant

FL EZH2 Wild-type

Remains On Study*
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Data as of 01 May 2018. Plot does not include tumor measurements or status from Rollover study EZH-501. Five wild-type FL EZH2 patients are not present 

as they do not have post-baseline scans. Per Cheson 2007, percent change of sum of target nodal lesion SPD and target extranodal lesion SPD. 21
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