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Plan de la présentation

Â Q1: refaire une R-chimio après FCR/BR

Â Q2: les th®rapies cibl®es (TC) valid®es par lõAMM

Â Q3: TC+ chimio

Â Q4: les TC après TC



Q1 ðRéponses de CIT2 après CIT1
R-bendamustine après FCR ?



allo -SCT = allogeneic stem -cell transplantation; CHOP = cyclophosphamide, doxorubicin, vincristine, and prednisone; HDMP = high -dose methylprednisolone .
1. Tam CS, et al. Blood 2014; 124:3059 3064; 2. Adapted from Fornecker LM, et al. iwCLL 2013. Abstract 5.5.

French CLL Intergroup 2

PFS after salvage therapy:

MDACC data 1

PFS after salvage therapy in patients 

with first remission < 3 years:

N mPFS 
(mo)

MabThera + benda 62 17

Alem-based 20 5

MabThera + CHOP 13 10

MabThera + HDMP 2 5
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Patients R/R : PFS et choix de CIT: USA et France

AlloSCT for thosein CR aftersalvage



1. Tam CS, et al. Blood 2014;124:3059 3064; 
2. Fornecker LM, et al. iwCLL 2013. Abstract 5.5.

Rechute< 36 moisaprès FCR = surviecourte (OS=27ς42 months)1,2

Avantagede PFS = avantageŘΩh{surtout !

1ð2.9 y (n = 34)
OS = 27 mo

MDACC data 1

OS following 1st alvage therapy:

Time (months)

3ð5.9 y (n = 61)
OS = 54 mo

p < 0.001

Ó 6 y (n = 46) 
5 y OS = 71%

< 1 y (n = 15) OS = 13 mo
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OS following 1 st salvage therapy :

Time (months)

Remission < 3 y

Median OS = 42 mo

(n = 98)

Remission > 3 y

Median OS = NR

(n = 34)

1.0

0.8

0.6

0.4

0.2

0.0

0 20 40 60 80

Patients R/R : OS et choix de CIT: USA et France
R-bendasi rechutetardive

post-C/wΥ Ǉŀǎ ƳŀƭΧΚ



Patients R/R : PFS/OS en France

mOS post -second line = 32mo in 17p- / complex karyotype disease

PFS del17p RBenda: 13 months

Complex/17p -

Tri12/del11q

P=0.06

OS tous patients: effets FISH/CK



Q2 ðRéponses de thérapies ciblées

en monothérapies
Ibrutinib (inhibiteur de Bruton Tyrosine Kinase)

Idelalisib+R (inhibiteur de PI -3Kinase p110delta)

Venetoclax (BH3 mimétique, « apoptosis sensitizer »)



Ibrutinib : études AMM ( mFU6 moisé)

Byrd JC, et al.Blood. 2015

Progression Free Survival

Byrd et al. NEJM 2014

Progression Free Survival



Etude Byrd: PFS et OS actualisées à 3 ans

Å Among 28 patients with del(17p ), the 26 -month estimated rate of PFS was 57% 

and the rate of OS was 70%

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

Å Story not finished yet: relapses occuré

PFS stratified by del(17p)/del(11q) OS stratified by del(17p)/del(11q)
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Resonate : PFS et OS actualisées 19 mois

Progression -free survival Overall survival

Meilleur en 1 ligne de R

Pas dõimpact del17p/CK

Excellente OS: 80% à 18 mois
Brown JR, Leukemia 2018



Ibrutinib : del17p (n=144, Resonate17)

PFS: 63% à 24 mois

OS: 75% à 24 mois (=Byrd 3y)

OõBrien S, Lancet Oncol 2016

mFU: 11.5 mois

Puis 27.6 mois

ORR 82% (8%RC)
72 pts on therapy at 24mo



Idelalisib + R: essai 0116 (1ère analyse)

Furman RR, New Engl J Med 2014

p< 0,001
p= 0,02



Sharman JP, et al. ASH 2014 (Abstract 330; oral).

Idelalisib + R: 2ème analyse des patients avec 

del (17p)/ TP53 mutation

del(17p)/ TP53mut (n=46)

No del(17p)/ TP53mut (n=64)

Median FU: 13 mois

Numberat risk

No del 64 61 59 59 52 37 21 14 11 8 4 1 1 1

Del 46 41 36 36 33 30 22 12 8 4 3 0 0 0

Median PFS, months (95% CI)

No del(17p)/ TP53mut : 20.3 (19.4, 

NR)

del(17p)/ TP53mut : 16.6 (13.9, NR)
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ǒ 78/93 (84%) patients had at least a 50% reduction in SPD of nodal masses
ǒ The median time to 50% reduction was 1.4 months (range 0.65 -13.7)a

Seymour JF, et al. Poster. ASCO. 2014 (abstr7015)

N=93 evaluable
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
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Venetoclax : attention risque de SLT !



Venetoclax : 116 patients

mPFS= 18 months

Roberts AW, New Engl J Med 2016 



Q3 ðMarrions -les !
R-benda + ibrutinib (Helios)

R-benda + idelalisib (étude 0115, Tugela)

R-venetoclax



Helios (étude AMM): rechutes précoces <3 

ans
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< 36 months, ibrutinib + BR

< 36 months, placebo + BRIbrutinib vs placebo:

Ó 36 mo: HR, 0.19 (95% CI, 0.09 -0.38)

< 36 mo: HR, 0.21 (95% CI, 0.15 -0.30) 

Ó 36 months, ibrutinib + BR

Ó 36 months, placebo + BR

Chanan -Khan A, Lancet Oncol 2016



R-Benda or R-Benda+ibrutinib ?

IBRUTINIB !



Helios: OS améliorée vs RB placebo

Â OS results are confounded by crossover to receive single -agent ibrutinib

Â 90 patients (31%) in the placebo + BR arm crossed over to receive ibrutinib

Â Overall, ibrutinib reduced the risk of death by 37 % without adjustment, and by 42 % with adjustment for 
crossover
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Bendamustine + rituximab ± idelalisib : étude 
0115 (TUGELA)
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ỉ Bendamustine + rituximab + idelalisib augments PFS and OS versus BR+placebo in patients 
with early relapse (< 36mo) including 33% with del(17p)

IDELA + BR
BR+ placebo

IDELA + BR BR + PLACEBO

PFS median(mo) 23,1 11,1

HR 0,33

IC95 0,24-0,45

p 2,8x10-16
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IDELA + BR BR + PLACEBO

Nbrof death(%) 34 (16,4) 51 (24,4)

SG médiane (mois) NR NR

HR (IC95) 0,55 (0,36-0,86)

p 0,008 (stratifed) et 0,023 (nonstratified)

IDELA + BR
BR+ placebo

Overall survival (OS)
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R-venetoclax vs R-Bendamustine : MURANO 

Venetoclax400 mg orally once daily to PD,

cessation for toxicity, or max. 2 years from Cycle1 Day1

Bendamustine 
70 mg/m2 Days 1 and 2 Cycles 1ï6

+

Rituximab

C1D1
Relapsed/refractory CLL 

(N=389)

ÅÓ18 years of age

Å Prior 1ï3 lines of therapy, including Ó1 
chemo-containing regimen

Å Prior bendamustine only if DoR Ó24 
months

Stratified by:

Å Del(17p) by local labs

Å Responsiveness to prior therapy*

Å Geographic region 

Rituximab 
375 mg/m2 Day 1, Cycle 1;

500 mg/m2 Day 1 Cycles 2ï6
R

1:1

VEN

5-week 

ramp-up

Of 42 INV-assessed CRs discrepant in VenR arm, 28 due to residual 
CT scan nodes 16 ð30 mm diameter; 88% of these were PB MRD 
negative
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P<0.0001*

P=0.0814

Response rates (IRC -assessed)
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R-venetoclax vs R-Bendamustine : MURANO 

PFS selon del17p

PFS (mFU = 23.8mo)

Treatment
Pts with 

events, n (%)
1-yr 

PFS%
2-yr 

PFS%

VenR(n=194) 32 (16.5) 92.7 84.9

BR(n=195) 114 (58.5) 72.5 36.3
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R-venetoclax vs R-Bendamustine : MURANO 

Treatment
Pts with events 

(%)
1-year OS 

(%)
2-year OS 

(%)

VenR(n=194) 15 (7.7) 95.9 91.9

BR(n=195) 27 (13.8) 91.1 86.6

Nouvelle ®tude avec avantage dõOS (pas de cross over)

Overall Survival
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R-venetoclax vs R-Bendamustine : MURANO 

GRADE 3/4 AEs, n (%)

Venetoclax + 

Rituximab
(N=194)

Bendamustine + 

Rituximab 
(N=188)

Neutropenia 112 (58) 73 (39)

Anemia 21 (11) 26 (14)

Thrombocytopenia 11 (6) 19 (10)

Febrile Neutropenia 7 (4) 18 (10)

Pneumonia 10 (5) 15 (8)

Infusion-Related Reaction 3 (2) 10 (5)

Tumor Lysis Syndrome 6 (3) 2 (1)

Hypotension 0 5 (3)

Hyperglycemia 4 (2) 0

Hypogammaglobulinemia 4 (2) 0



Q4 ðComment séquencer les TC ?
La vie après ibrutinib : KI1 Ą KI2 ou iBcl2



La vie après arrêt ibru/idela : expérience vraie vie USA

Mato AR, Blood 2016

n=178 (143 Ib/35 Id) 1 er KI

PFS

OS



Survies après arrêt ibru/idela : expérience USA

PFS après arrêt 1er KI OS après arrêt 1 er KI

Mato AR, Blood 2016

PFS après 2ème KI 

Changer BCRiĄBcl2i ?

Ibrutinib Idelalisib

Toxicity 51% (n=73) 52% (n=18)

CLL 
Progression

28% (n=40) 31% (n=11)

Richterõs 
Transformation

8% (n=11) 6% (n=2)

Beaucoup dõarr°ts pour TOXémieux g®rer les

Problémes infectieux, cardiaques, musculairesé



Mato AR, Ann Oncol 2017

P=0.06

P=0.01 P<0.01

�{ 683 patients traités par IK (621 ibrutinib + 62 idelalisib)

�t mêmes caractéristiques biologiques initiales (âge médian 61 ans) 

�t suivi médian de 17 mois (1-60)

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

Survies après arrêt ibru/idela : expérience USA


