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Q1 0 Réponses de CIT2 apres CIT1

R-bendamustine apres FCR ?



Patients R/R : PFS et choix de CIT: USA et France

MDACC data ! l French CLL Intergroup 2

PFSafter salvage therapy in patients PFS after salvage therapy:
with first remission < 3 years:
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AlloSCT for thosein CR aftersalvage

allo -SCT = allogeneic stem -cell transplantation; CHOP = cyclophosphamide, doxorubicin, vincristine, and prednisone; HDMP = high -dose methylprednisolone .
all et al. Blood 014: 4:3059 Q.62 4Adapted from Fornecke M. etal _iw cl




Patients R/R : OS et choix de CIT: USA et France

R-bendasirechutetardive
postC/ wY LJ a

MDACC data * '_.French CLL Intergroup 2
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1. Tam CS, et al. Blood 2014;124:3059 3064,




IPatients R/R : PFSOS en France
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Q2 0 Réeponses de thérapies ciblees
en monothérapies

Ibrutinib (inhibiteur de Bruton Tyrosine Kinase)
Idelalisib+R (inhibiteur de Pl -3Kinase p110delta)

Venetoclax (BH3 mimétique, « apoptosis sensitizer »)



Ibrutinib : études AMM ( mFU6 mo i s é)

ORIGINAL ARTICLE

93 O O Prepublished online February 19, 2015;
° doi10.1182/blood-2014-10-606038 “ ”

Three-year follow-up of treatment-naive and previously treated patients Ib"}}tm,’b ;eéfus C')ﬂlltumu;na'lz 'I" Plrewc.’,u‘r‘ly
with CLL and SLL receiving single-agent ibrutinib reate 1ronic Lymphoid Leukemia

John C. Byrd, Richard R. Furman, Steven E. Coutre, Jan A. Burger, Kristie A. Blum, Morton Coleman,
William G. Wierda, Jeffrey A. Jones, Weigiang Zhao, Nyla A. Heerema, Amy J. Johnson, Yun Shaw,
Elizabeth Bilotti, Cathy Zhou, Danelle F. James and Susan O'Brien

Byrd JC, et al.Blood. 2015
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I Etude Byrd: PFS et OS actualisées a 3 ans
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A Among 28 patients with del(17p ), the 26 -month estimated rate of PFS was 57%
and the rate of OS was 70%

A Follow-up at 5y (ASH2016): 60% still on therapy

A Story not finished yet: relapses occur é



Resonate : PFS et OS actualisées 19 mois

Progression -free survival Overall survival
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Meilleur en 1 ligne de R

Pas doi mpact del 17p/ CK
Excellente OS: 80% a 18 mois
Brown JR, Leukemia 2018
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Ibrutinib : dell7p (n=144, Resonatel?)

A

100

PFS: 63% a 24 mois
804
mFU: 11.5 mois
Puis 27.6 mois
ORR 82% (8%RC)

60

Progression-free survival (%)

72 pts on therapy at 24mo
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100 OS: 75% a 24 mois (=Byrd 3y)
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O0Brien SgncoL 2006



Idelalisib + R: essai 0116 (1¢'¢ analyse)

A Progression-free Survival B Overall Survival

100 100 Idelalisib plus rituximab
®
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Furman RRI New Enﬂl J Med 2014



I ldelalisib + R: 2eme analyse des patients avec
del (17p)/ TP53mutation

Median FU: 13 mois

100 - -L. No del(17p)/ TP53mut (n=64)

L del(17p)/ TP53mut (n=46)
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20 = No del(17p)/ TP53mut: 20.3 (19.4,
NR)

del(17p)/ TP53mut: 16.6 (13.9, NR)

PFS (%)
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No del 64 61 59 59 52 37 21 14 11 8 4 1 1 1
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Sharman JP, et al. ASH 2014 (Abstract 330; oral).




Venetoclax : attention risque de SLT !

78/93 (84%) patients had at least a 50% reduction in SPD of nodal masses

o
o The median time to 50% reduction was 1.4 months (range 0.65 -13.7)2
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aThis coincides with first protocol-specified CT scan at 6 weeks
CLL=chronic lymphocytic leukemia; R/R=relapsed/refractory; SE=safety expansion; SPD=sum of the product of diameters

Seymour JF, et al. Poster. ASCO. 204 7015)



IVenetocIax . 116 patients
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Q3 0 Marrions -les !

R-benda + ibrutinib (Helios)
R-benda + idelalisib (étude 0115, Tugela)

R-venetoclax



I Helios (étude AMM): rechutes precoces <3
ans
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Chanan -Khan A, Lancet Oncol 2016
OGO



R-Benda or R-Benda+ibrutinib ?

PFS Addition of BR to ibr did not
P 1 OO S— impact the risk of
O\O NS progression or death
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Helios: OS amélioree vs RB placebo

Unadjusted Adjusted
1007 . 1007 .
Ibrutinib + BR Ibrutinib + BR
807 Placebo + BR g 807 Placebo + BR
Y
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40+ £, 407
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20+ 201
HR, 0.6395% Cl, 0.39.02) HR, 0.5895% Cl, 0.35.96)
0- T T T T T T T 1 O- T T T T T T T 1
0 4 8 12 16 20 24 28 0 4 8 12 16 20 24 28
. . Months . . Months
Patients at risk: Patients at risk:
Ibrutinib + BR 289 273 261 250 147 73 8 0 Ibrutinib + BR 289 273 261 250 147 73 8 0
Placebo + BR 289 273 255 237 138 70 16 0 Placebo + BR 289 273 254 213 101 43 8 0
A OS results are confounded by crossover to receive single -agent ibrutinib
A 90 patients (31%) in the placebo + BR arm crossed over to receive ibrutinib
A Overall, ibrutinib reduced the risk of death by 37 % without adjustment, and by 42 % with adjustment for

crossover



IBendamustine + rituximab = idelalisib : étude
0115 (TUGELA)

(%) Progression free survival (PFS) (%) Overall survival (OS)
100 - 100 -
— IDELA + BR
80 — IDELA + BR 80 — BR+ placebo
— BR+ placebo
60 - 60 -
40 40 -
20 20 -
O T T T T 1 0 T T T I 1
0 6 12 18 24 30 0 6 12 18 24 30 Mois
Months
IDELA + BR | BR + PLACEBO
PFSmedian(mo) 23,1 11,1 Nbr of death (%) 34 (16,4) 51 (24,4)
HR 0,33 SG médiane (mois) NR NR
IC95 0,240,45 HR (16 0,55 (0,360,86)
p 2,8x106 p 0,008 étratifed) et 0,023 (norstratified)

i Bendamustine + rituximab + idelalisib augments PFS and OS versus BR+placebo in patients
with early relapse (< 36mo) including 33% with del(17p)



R-venetoclax vs R-Bendamustine : MURANO

CiD1

4 Relapsed/refractory CLL N\
(N=389

AbO18 yeagers of

A Prior 1i 3lines of therapy, includingl )

Venetoclax400 mg orally once daily to PD,
cessation for toxicity, omax. 2 yearsfrom Cyclel Dayl

chemaecontaining regimen Rituximab
A Prior bendamustine only if DoR 2 4 375mg/n? Day 1, Cyclel;
months 500mg/n? Day 1 Cycle<2i 6
Stratified by: * .
A Del(17p) by local labs Bendamustine
A Responsiveness to prior therapy* 70mg/n? Days 1 and Cycles 16
\A Geographic region J Rituxﬁmab
Response rates (IRC -assessed)
P<0.0001* ® Venetoclax + rituximab (N=194)
100 1 o 3' o \ ®m Bendamustine + rituximab (N=195)
,3%
90 - 84,0%

Overall Complete Partial Stable

(CR, CRi, response response disease T scan nodes 16 330 mm diameter; 88% of these were PB MRD

Of 42 INV-assessed CRs discrepantin VenR arm, 28 due to residual




R-venetoclax vs R-Bendamustine : MURANO
PFS (MFU = 23.8mo)
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R-venetoclax vs R-Bendamustine : MURANO

—— VenR (N=194)

HR 0.48, 95% CI1 0.25-0.90, P=0.0186

Overall Survival

Median OS = NR

Median OS = NR

Treatment Ptswith events | 1-yearOS| 2-yearOS
(%) (%) (%)

VenR(n=199 15 (7.7) 95.9 91.9
BR(n=199 27 (13.8) 91.1 86.6
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0 3
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VenR 194 190
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24 27 30 33 36 39
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181 178 175 142 102 36 15 5 3
158 146 134 102 66 29 8 2
®tude avec avantage doOS



IR—venetoclax vs R-Bendamustine : MURANO

Venetoclax + Bendamustine +

GRADE 3/AEs n (%) Rituximab Rituximab

(N=194) (N=188)
Neutropenia 112 68) 73 39)
Anemia 21 (11) 26 (14)
Thrombocytopenia 11(6) 19 (10)
Febrile Neutropenia 7(4) 18(10)
Pneumonia 10 6) 15 @)
InfusionRelated Reaction 3(2) 10 6)
Tumor Lysis Syndrome 6 3) 2 (1)
Hypotension 0 503)
Hyperglycemia 4 2) 0
Hypogammaglobulinemia 4 2) 0



Q4 0 Comment séqguencer les TC ?

La vie apres ibrutinib : KI1 A KI2 ou iBcl2



ILa vie apres arrét ibru/idela
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Mato AR, Blood 2016
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ISurvies apres arrét ibru/idela : expérience USA
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ISurvies apres arrét ibru/idela : expérience USA

{ 683 patients traités par IK (621 ibrutinib + 62 idelalisib)
t mémes caracteristiques biologiques initiales (age médian 61 ans)
t suivi médian de 17 mois-@0)

{ ORR : 69% ibrutinib et 81% idelalisib, PFS 35 mois, OS non atteinte

P=0.01 P<0.01

P=0.06

Mato AR, Ann Oncol 2017
OGO



