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• Lymphomes T périphériques



T-NHL: Rare, heterogeneous and with dismal outcomes

Presented By Sonali Smith at 2016 ASCO Annual Meeting



Low expectations after relapse <br />(BCCA Registry  Analysis, n=153)

Presented By Sonali Smith at 2016 ASCO Annual Meeting



T-NHL: Are we stuck with CHOP? 

Presented By Sonali Smith at 2016 ASCO Annual Meeting



BCCA Analysis of CHOP/CHOP-like regimens in T-NHL ( Overall survival)

Presented By Sonali Smith at 2016 ASCO Annual Meeting



Ongoing or completed trials using CHOP as a backbon e in T-NHL

Presented By Sonali Smith at 2016 ASCO Annual Meeting



ACT-2 Results: no difference in EFS or OS

Presented By Sonali Smith at 2016 ASCO Annual Meeting



ACT-2 Comments

Presented By Sonali Smith at 2016 ASCO Annual Meeting



Approaches to subdivide and classify T-NHL

Presented By Sonali Smith at 2016 ASCO Annual Meeting



Azacytidine in Angioimmunoblastic

T-cell lymphoma and related forms

of TFH derived lymphomasof TFH derived lymphomas

Delarue et al. ASH 2016



Frequent mutations of DNA 

methylation related genes in AITL
Impossible d'afficher l'image. Votre ordinateur manque peut-être de mémoire pour ouvrir l'image ou l'image est endommagée. Redémarrez l'ordinateur, puis ouvrez à nouveau le fichier. Si le x rouge est toujours affiché, vous devrez peut-être supprimer l'image avant de la réinsérer.

Impossible d'afficher l'image. Votre ordinateur manque peut-être de mémoire pour ouvrir l'image ou l'image est endommagée. Redémarrez l'ordinateur, puis ouvrez à nouveau le fichier. Si le x rouge est toujours affiché, vous devrez peut-être supprimer l'image avant de la réinsérer.



AITL mutational landscape:

RAIL/REVAIL experience
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VAF analysis of TET2, IDH2, DNMT3A and RHOA mutations in these two series



Two published case reports of patients with

concommitant AITL and CMML treated with

Azacytidine

• Long-lasting remissions of > 40 months and >12 
months, respectively



Update: January 2017



• Lymphomes diffus à grandes cellules B



DLBCL: Strategies to improve beyond R-CHOP-21

Intensification over

R-CHOP-21?

Combo  

R-CHOP-21 + X ?

Other MoAB

Take into consideration

biological diversity of DLBCL 

Better predict /evaluate

quality of response? 

Maintenance after CR/PR



R-CHOP is a standard of care 

TT Phase Patient status OS ref

R-ACVBP vs R-CHOP III <60 yr, IPI 1 92 vs 84% @ 3yr Recher 2011

R-CHOP 21 vs R-CHOP 

14

III >18 yr, stade I bulk-

4

80 vs 82% @2yr Cunningha

m 2013

R-CHOP 21 vs R-CHOP 

14

III 60-80 yr aaIPI>1 72 vs 69%@3yr Delarue 

2013

R-MegaCHOEP III <60yr aaIPI>1 77 vs 84% @ 3 yr SchmitzR-MegaCHOEP

Vs R-CHOP

III <60yr aaIPI>1 77 vs 84% @ 3 yr Schmitz

2012

R-CHOP 14 vs R 

highdosechemo + 

auto

III <60 yr aaIPi>1 85 vs 82% @ 3 yr Milpied

2011

R-CHOP + auto vs R-

CHOP

III <60yr, aaIPI>1 74 vs 71% @ 2yr Stiff 2013

R-dose dense CHOP 

vs R CHOP + auto

III 18-65 yr, aaIPI> 1 81 vs 78% @ 3yr Vittolo 2012

DA-EPOCH-R

Vs R-CHOP

III <60 yr ASH 2016 NCI



DA EPOCH: Background

• Characteristics of DA-EPOCH-R

– Infusional scheduling

– Etoposide use (topo II inhibition and Bcl-6 down regulation)

– Pharmacodynamic dose-adjustment based on ANC nadir

• Gene expression subgroups of DLBCL identify patients with distinct biology 

and clinical outcomes1, 2and clinical outcomes

– Germinal Center B-cell-like (GCB)

– Activated B-cell-like (ABC) 

• Less favorable outcome with R-CHOP

• Molecular profiling recognized as a potential tool to identify subgroups of 

DLBCL that are more susceptible or resistant to specific treatments.

1. Alizadeh, AA,  Nature 403:503:2000

2. Lenz, G,  NEJM 359: 232:2008 



50303 Treatment Regimens

R-CHOP x 6

(mg/m2)

DA-EPOCH-R x 6 

DL1 (mg/m2)

Rituximab 375 375 

Cyclophosphamide 750 750 *

Doxorubicin 50 10/d  CI D1-4*

Etoposide 50/d  CI D1-4*

*    Escalated by 20% if nadir ANC >0.5; de-escalated if ANC <0.5 > 3 days 

• CI: Continuous infusion

• CNS prophylaxis (IT MTX x 4 doses, D1 of C3-6) required if 

• ≥ 2 extranodal sites AND elevated LDH or bone marrow or testicular involvement

• No RT allowed on either arm

Etoposide 50/d  CI D1-4*

Vincristine 1.4 (2 mg cap) 0.4/d  CI D1-4 (no cap)

Prednisone 40  D1-5 60 BID D1-5

GCSF PRN Days ≈ 6-12



Étude de phase III randomisée : R-CHOP versus DA-EP OCH-R

Lymphomes – Clinique
LDGCB

Survie sans événement Survie globale
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0,6

0,8

1,0

Médiane de suivi : 5,0 ans
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Correspondances en Onco-Hématologie ASH 2016 - D’après Bartlett NL et al., abstr. 469, actualisé
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HR = 1,14 (IC95 : 0,82-1,61)
p = 0,4386

Bras Patients (n) Événements 3 ans (IC 95)

R-CHOP 233 64
0,81 
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0,79 

(0,73-0,84)
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Médiane de suivi : 5,0 ans
HR = 1,18 (IC95 : 0,79-1,77)
p = 0,42

Bras Patients (n) Événements 3 ans (IC 95)

R-CHOP 233 44
0,85 

(0,80-0,89)

DA-EPOCH-R 232 50
0,85 

(0,79-0,89)



DLBCL: Strategies to improve beyond R-CHOP-21
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Obinutuzumab or rituximab plus CHOP in 
patients with previously untreated diffuse large 

B-cell lymphoma: final results from an open -
label, randomized Phase III study (GOYA)

Umberto Vitolo,1 Marek Trněný,2 David Belada,3 Angelo Michele Carella,4 Neil Chua,5 Pau Abrisqueta,6

Judit Demeter,7 Ian Flinn,8 Xiaonan Hong,9 Won Seog Kim,10 Antonio Pinto,11 John M Burke,12 Yuan Ki 
Shi,13 Yoichi Tatsumi,14 Mikkel Z Oestergaard,15 Michael Wenger,16 Günter Fingerle-Rowson,15 Olivier 

Catalani,15 Tina Nielsen,15 Maurizio Martelli,17 Laurie H Sehn18

1Azienda Ospedaliera Universitaria Città della Salute e della Scienza di Torino, Turin, Italy; 2Charles University, Prague, Czech Republic; 3Charles University Hospital and Medical School, Hradec 
Kralove, Czech Republic; 4IRCCS AO University, San Martino-IST, Genoa, Italy; 5Cross Cancer Institute, University of Alberta, Edmonton, AB, Canada; 6University Hospital Vall d’Hebron, Barcelona, Spain; 

7Semmelweiss University, Budapest, Hungary; 8Sarah Cannon Research Institute, Nashville, TN, USA; 9Fudan University Shanghai Cancer Center, Shanghai, China; 10Samsung Medical 
Center, Sungkyunkwan University School of Medicine, Seoul, Republic of Korea; 11Istituto Nazionale Tumori, Fondazione G. Pascale, IRCCS, Naples, Italy; 12Rocky Mountain Cancer Centers, Aurora, CO and 

US Oncology Research, The Woodlands, TX, USA; 13National Cancer Center, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing Key Laboratory of Clinical Study on 
Anticancer Molecular Targeted Drugs, Beijing, China; 14Kinki University Hospital, Osaka, Japan; 15F. Hoffmann-La Roche Ltd, Basel, Switzerland; 16Genentech Inc., South San Francisco, CA, USA; 

17‘Sapienza’ University, Rome, Italy; 18Centre for Lymphoid Cancer, British Columbia Cancer Agency and the University of British Columbia, Vancouver, BC, Canada



Background

• Rituximab (R) + CHOP (R-CHOP) is standard of 
care for previously untreated pts with DLBCL1

• Most pts respond to R-CHOP, but 20–40% fail to 
achieve a remission or relapse2

– Outcomes with salvage therapy remain poor2,3

• Obinutuzumab (GA101; G)

– Glycoengineered type II anti-CD20 mAb

ADCC 
/ 

ADCP CDC

Direct 
cell 

death

Type I mAb
(rituximab) + + +
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– Glycoengineered type II anti-CD20 mAb

– Greater direct cell death induction and 
ADCC/ADCP activity than R4,5

• GOYA (NCT01287741) compared the efficacy 
and safety of G-CHOP with R-CHOP in pts 
with previously untreated DLBCL

ADCC, antibody-dependent cell-mediated cytotoxicity; 
ADCP, antibody-dependent cellular phagocytosis; CDC, complement-dependent cytotoxicity

1. Tilly et al. 2015; 2. Maurer et al. 2014 
3. Sehn & Gascoyne 2015; 4. Herter et al. 2013; 5. Mössner et al. 2010

(rituximab) + + +

Glycoengine
ered type II 
mAb
(obinutuzum
ab)

+++ – +++



Study design

International, open-label, randomized Phase III study in 1L DLBCL pts 
• Scientific support from the Fondazione Italiana Linfomi

`

Previously untreated DLBCL

• Age ≥18 years
≥

G-CHOP arm

G 1000mg C1 D1/8/15 and C2–8 D1
CHOP 6 or 8 cycles every 21 days 

25

• IPI ≥2 or IPI 1 not due to age alone or IPI 
0 with bulky disease (one lesion ≥7.5cm)

• Adequate hematologic function
• ≥1 bi-dimensionally measurable lesion
• ECOG PS ≤2

• Target enrolment: 1400

CHOP 6 or 8 cycles every 21 days 

R-CHOP arm

R 375mg/m2 C1–8 D1
CHOP 6 or 8 cycles every 21 days

Randomized 
1:1

• Number of CHOP cycles pre-planned in advance for all pts at each site

• Randomization stratification factors: planned number of CHOP cycles, IPI, geographic region



Patient disposition

1418 pts randomized at 207 centers in Western and E astern Europe, South,
Central, and North America, Asia, and other regions *

Randomized, n=712 Randomized, n=706

R-CHOP G-CHOP

ITT

26

*29 countries in total; highest recruiters (>50 pts): Italy (259), China (252), Canada (120), Japan 
(111), USA (96), Thailand (86), Spain (79), Czech Republic (74), Hungary (68), Republic of Korea (59)

Discontinued, n=8 Discontinued, n=3

Discontinued, n=103
AEs, 43; PD, 27;

death, 11; other, 22

Discontinued, n=116
AEs, 73; PD, 14;

death, 11; other, 18

Treated, n=704 Treated, n=703

Completed, n=601 Completed, n=587

Safety



Baseline patient and disease characteristics
% (n) R-CHOP, n=712 G-CHOP, n=706
Median age, years (range) 62.0 (18–83) 62.0 (18–86)

Female 46.2% (329) 47.7% (337)

Ann Arbor stage at diagnosis
I–II
III–IV

24.1% (171)
75.9% (540)

24.1% (170)
75.9% (536)

ECOG PS*

0
1

46.3% (330)
39.7% (283)

46.0% (325)
41.5% (293)
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*ECOG PS 3: R-CHOP, n=1; G-CHOP, n=1
†Missing COO classifications due to: restricted Chinese export license, n=252; CD20+ DLBCL not confirmed, n=102; missing/inadequate tissue, n=131

1
2

39.7% (283)
13.8% (98)

41.5% (293)
12.2% (86)

IPI
Low/low-intermediate
High-intermediate
High

57.4% (409)
27.0% (192) 
15.6% (111)

53.3% (376)
31.3% (221)
15.4% (109)

Extranodal involvement (>1 site) 33.7% (240) 37.3% (263)

Bone marrow involvement 10.9% (77) 10.9% (76)

Bulky disease (≥7.5cm) 36.9% (262) 37.1% (261)

COO subtype in evaluable pts (n=933) †

GCB
ABC
Unclassified

58.2% (269)
25.5% (118)
16.2% (75)

57.5% (271)
26.5% (125)
15.9% (75)



Investigator-assessed response rates at end of 
treatment *

CT-based CT + PET-based

R-CHOP,
n=712

G-CHOP,
n=706

R-CHOP,
n=665

G-CHOP,
n=669

ORR 80.3% 81.7% 77.9% 77.4%

CR 33.8% 35.1% 59.5% 56.7%

28
*Assessed using the Revised Response Criteria for Malignant Lymphoma (Cheson et al. 2007) with and without PET

PR 46.5% 46.6% 18.3% 20.8%

SD 2.0% 1.6% 0.3% 1.2%

PD 9.6% 7.4% 6.5% 5.1%

Not evaluable 2.0% 2.5% 9.6% 9.6%

Missing 6.2% 6.8% 5.7% 6.7%

• INV-assessed and IRC-assessed response rates at EOT were similar



Investigator-assessed PFS (primary endpoint)

R-
CHOP, 
n=712

G-
CHOP, 
n=706

Pts with event,
n (%)

215 
(30.2)

201 
(28.5)

Kaplan-Meier plot of investigator-assessed 
PFS by treatment arm
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0.8

0.6
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*Stratified analysis; stratification factors: IPI score, number of planned chemotherapy cycles

1-yr PFS, % 79.8 81.6

2-yr PFS, % 71.3 73.4

3-yr PFS, % 66.9 69.6

HR (95% CI),
p-value*

0.92 (0.76, 
1.11),

p=0.3868

Median follow-up: 29 months

No. of patients at risk
R-CHOP
G-CHOP

712
706

616
622

527
540

488
502

413
425

227
240

142
158

96
102

41
39

6
2

R-CHOP (n=712)
G-CHOP (n=706)

6 12 18 24 30 36 42 48 54

Time (months)
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Overall survival

R-
CHOP, 
n=712

G-
CHOP, 
n=706

Pts with event,
n (%)

126 
(17.7)

126 
(17.8)

Kaplan-Meier plot of OS
by treatment arm
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1-yr OS, % 89.9 90.7

2-yr OS, % 83.7 83.9

3-yr OS, % 81.4 81.2

HR (95%
CI),
p-value*

1.00 (0.78, 
1.28),

p=0.9982

Median follow-up: 29 months

No. of patients at risk
R-CHOP
G-CHOP

712
706

663
659

617
616

586
582

540
552

319
316

190
201

138
138

71
67

9
8

R-CHOP (n=712)
G-CHOP (n=706)

P
ro

ba
bi

lit
y 0.6

0.4

0.2

0

0 6 12 18 24 30 36 42 48 54

Time (months)

60

*Stratified analysis; stratification factors: IPI score, number of planned chemotherapy cycles



Investigator-assessed PFS by cell of origin*

ABC, 
n=243

GCB, 
n=540

Unclassifie
d, n=150

Pts with 
event,
n (%)

92 
(37.9)

129 
(23.9)

54 
(36.0)

Kaplan-Meier plot of investigator-assessed 
PFS by COO
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*Exploratory analysis; COO classification determined for 933 pts by gene expression profiling assay (Nanostring); missing COO classifications due to: restricted Chinese export license, n=252; CD20+ DLBCL 
not confirmed, n=102; missing/inadequate tissue, n=131; PFS HR=0.82 (0.64, 1.04) in pts with COO classification; PFS HR=1.18 (0.85, 1.64) in pts without COO classification
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2-yr PFS, % 66.4 78.0 65.9

3-yr PFS, % 59.3 75.0 63.2

HR (95% CI)
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Unclassified vs GCB
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Investigator-assessed PFS by cell of 
origin and treatment arm*

Kaplan-Meier plots of investigator-assessed PFS by COO and treatment arm
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*Exploratory analysis; COO classification available in 933 pts; missing COO classifications due to: restricted Chinese export license, n=252; CD20+ DLBCL not confirmed, n=102; missing/inadequate 
tissue, n=131; PFS HR=0.82 (0.64, 1.04) in pts with COO classification; PFS HR=1.18 (0.85, 1.64) in pts without COO classification
†Unstratified analysis

HR (95%
CI)† 0.72 (0.50, 1.01)

3-yr PFS
71% vs 79%,

R-CHOP vs G-
CHOP

HR (95%
CI)† 0.86 (0.57, 1.29)

3-yr PFS
58% vs 61%,

R-CHOP vs G-
CHOP

HR (95%
CI)† 1.02 (0.60, 1.75)

3-yr PFS
64% vs 62%

R-CHOP vs G-
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DLBCL: Strategies to improve beyond R-CHOP-21

A role for maintenance treatment ?

• Rituximab No• Rituximab No

• Enzastaurin No

• Everolimus PILLAR

• Lenalinomide REMARC



PILLAR-2 Study Design

Presented By Thomas Witzig at 2016 ASCO Annual Meeting



DFS: No Significant Difference Between Everolimus a nd Placebo

Presented By Thomas Witzig at 2016 ASCO Annual Meeting



Maintenance: 24 months

R-CHOP
6 or 8 cycles 

Lenalidomide

Placebo

Induction

25 (or 10) mg/day for 21/28 days1:
1 

R
A

N
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O
M
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REMARC Study Design

Key inclusion criteria
Age 60-80 years 
Histologically confirmed DLBCL 
CD20+, FL 3B, and de novo 
transformed FL or indolent L

C
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PR 

C6 C12 C21

Available from: https://clinicaltrials.gov NCT01122472 

Registration 1 Registration 2 

Response evaluation 
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transformed FL or indolent L
Key exclusion criteria

CNS lymphoma
Active HBV, HCV, HIV
Major comorbidities



Maintenance: 24 months

R-CHOP
6 or 8 cycles 

Lenalidomide

Placebo

Induction

25 (or 10) mg/day for 21/28 days1:
1 

R
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REMARC Study Design

Key inclusion criteria
Age 60-80 years 
Histologically confirmed DLBCL 
CD20+, FL 3B, and de novo 
transformed FL or indolent L

C
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C6 C12 C21

Available from: https://clinicaltrials.gov NCT01122472 

Registration 1 Registration 2 

Response evaluation 
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transformed FL or indolent L
Key exclusion criteria

CNS lymphoma
Active HBV, HCV, HIV
Major comorbidities



Primary Endpoint

• Progression-free survival (central review)

REMARC Study Endpoints

Secondary Endpoints

• Safety

• PR to CR conversion rate

• Overall survival

• Efficacy according to the response to R-CHOP



Treatment Arm

Characteristic, n (%) Lenalidomide
(n = 323)

Placebo
(n =327)

Median age 69 years 68 years

≥70 years 154 (48) 145 (44)

Sex

Patient Characteristics At Randomization

Sex

Male 183 (57) 180 (55)

Female 140 (43) 147 (45)

Response after R-CHOP

CR 251 (78) 244 (75)

PR 69 (21) 83 (25)

ORR 320 (99) 327 (100)



Treatment Arm

Characteristic, n (%) Lenalidomide
(n = 323)

Placebo
(n =327)

Histological diagnosis classification (central review )
n = 290                            n = 290

Diffuse large B-cell NOS 225 (78) 233 (80)

Follicular lymphoma grade 3b 2 (1) 3 (1)

Histology

Follicular lymphoma grade 3b 2 (1) 3 (1)

De novo transformed 31 (11) 16 (6)

Other* 32 (11) 38 (13)

GCB/ABC profile (NanoString technology) – DLBCL NOS o nly
n = 151                           n = 167

ABC 63 (42) 58 (35)

GCB 59 (39) 79 (47)

Unclassified 24 (16) 25 (15)

N/A 5 (3) 5 (3)

*Other: B-cell lymphoma with intermediate features between DLBCL and Burkitt’s; B-cell lymphoma with intermediate features between DLBCL and HD; 
composite: FL 3b and DLBCL; and composite: DLBCL and HD.



REMARC: Progression -Free Survival (Central Review)

S
ur

vi
va

l 
P

ro
ba

bi
lit

y

0.60

0.80

1.00

Placebo
Lenalidomide

At a median follow-up of 40 months, median PFS was 
not reached (NR) for Lenalidomide and 58.8 months f or Placebo

0.00

0
PFS (months)

S
ur

vi
va

l 

6 12 18 24 30 48 54 60 66 72 784236

0.20

0.40 Log-rank P = 0.0135
HR 0.708 (0.537-0.933)

291323Lenalidomide
Placebo

01137172214250265
290327 01137173213250259

97
94

70
62

42
42

23
19

6
8



REMARC PFS: GCB vs ABC (GEP)
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REMARC: Overall Survival
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• At a median follow-up of 52 months, there was no st atistical difference between arms
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DLBCL: Strategies to improve beyond R -CHOP-21

Intensification over

R-CHOP-21?

Combo  

R-CHOP-21 + X ?

Other MoAB

Take into consideration

biological diversity of DLBCL 

Better predict /evaluate

quality of response? 

Maintenance after CR/PR



R (G) CHOP + X

• RA-CHOP: stopped because of bevacizumab toxicity

• R2-CHOP (lenalidomide)

– phase II published, historical comparison, Phase 3 ongoing (ROBUST)

• R-CHOP + bortezomib

– Phase II : no benefit in non GCB group– Phase II : no benefit in non GCB group

• R-CHOP + enzastaurin: negative

• Phase III: no benefit

• R-CHOP + ibrutinib

– phase II published, Phase 3 results expected (PHOENIX)

• R-CHOP + idelalisib

• R-CHOP + ABT-199

• R-CHOP + Polatuzumab (phase I/II)

• …



Polatuzumab

Tilly et al. ASH 2016



Tilly et al. ASH 2016



DLBCL: Strategies to improve beyond R -CHOP-21

Intensification over

R-CHOP-21?

Combo  

R-CHOP-21 + X ?

Other MoAB

Take into consideration

biological diversity of DLBCL 

Better predict /evaluate

quality of response? 

Maintenance after CR/PR



projet RT3 « Real Time Tailored Therapy » 

Phenotype, FISH, GEP, NGS



Lymphomes cérébraux



Primary or secondary CNS recurrence is usually a fa tal event

Presented By Sonali Smith at 2016 ASCO Annual Meeting



Lenalidomide treatment of CNS recurrence: <br />an emerging story

Presented By Sonali Smith at 2016 ASCO Annual Meeting



Key Results of len for recurrent CNS lymphoma

Presented By Sonali Smith at 2016 ASCO Annual Meeting



Étude PRECIS : radiothérapie ou autogreffe en premi ère ligne ? (1)
Résultats intermédiaires

Lymphomes – Clinique
LNH du système nerveux central

55

Bras A : induction + Rx

S1 S4 S8 S11

40 Gy encéphale

R
an

do
m

is
at

io
n

Lymphomes du SNC primitifs

Rituximab 375 mg/m2 J1

Correspondances en Onco-Hématologie ASH 2016 - D’après Soussain C et al., abstr. 782, actualisé

R-MBVP R-MBVP R-AraC R-AraC

Bras B : induction + autogreffe

S1 S4 S8 S11

R
an

do
m

is
at

io
n

Recueil

Critère principal : SSP à 2 ans

Rituximab
Méthotrexate
VP16
Carmustine
Prednisone

375 mg/m2

3 g/m2

100 mg/m2

100 mg/m2

60 mg/m2/j

J1
J1 ; J15
J2
J3
J1-J5

Rituximab
Cytarabine

375 mg/m2

3 g/m2
J1
J1 ; J2

Thiotépa
Busulfan
Cy
Greffe

250 mg/m2/j
8 mg/kg
60 mg/kg/j

J9-8-7
J6-5-4
J3-2
J0

Cy : cyclophosphamide.

Conditionnement greffe :



Étude PRECIS : radiothérapie ou autogreffe en premi ère ligne ? (2)
Résultats intermédiaires

Lymphomes – Clinique
LNH du système nerveux central

56

Population de l’analyse intermédiaire

Bras A (Rx) [n = 38] Bras B (auto.) [n = 
38]

Hommes/femmes 27/11 24/14

Correspondances en Onco-Hématologie ASH 2016 - D’après Soussain C et al., abstr. 782, actualisé

LCR : liquide céphalorachidien ; NA : non applicable.

Âge médian 53 (27-60) 55 (25-60)

ECOG, n (%)
0-1
2-4
NA

24 (63)
13 (34)

1 (3)

28 (74)
10 (26)

Intra-oculaire, n (%) 5 (13) 3 (8)

LCR, n (%) 6 (16) 5 (13)



80

100

Étude PRECIS : radiothérapie ou autogreffe en premi ère ligne ? (4)
Résultats intermédiaires

Lymphomes – Clinique 
LNH du système nerveux central

57

Bras A (Rx)
suivi : 33,2 mois

Bras B (auto.)
suivi : 33,8 mois

Critère principal

80

100

% %

Correspondances en Onco-Hématologie
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ASH 2016 - D’après Soussain C et al., abstr. 782, actualisé

SSP à 2 ans : 63,2 % (IC95 : 49,5-80,5)

Mois
0
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0 6 12 18 24 30 36 42 48 54 60

SSP à 2 ans : 86,8 % (IC95 : 76,6-98,3) 

Patients à risque

38 35 29 25 24 13 10 6 4 4 3

Patients à risque

38 34 31 31 30 20 14 11 8 5 3



• Conclusion 1 : la chimiothérapie avant consolidation est décevante

• Conclusion 2 : l’autogreffe de cellules souches est plus efficace 

Étude PRECIS : radiothérapie ou autogreffe en premi ère ligne ? (5) 
Résultats intermédiaires

Lymphomes – Clinique 
LNH du système nerveux central

58

Correspondances en Onco-Hématologie

que la radiothérapie pour la survie sans progression 
(survie globale identique)

• Question 1 : quelle est la toxicité neurologique de la radiothérapie 
(analyse en cours)

• Question 2 : le conditionnement est-il optimal (toxicité+)

ASH 2016 - D’après Soussain C et al., abstr. 782, actualisé



• Traitement de première ligne (données LOC, abstr. 926)
– Réponse complète :  < 60 ans : 53 %, > 60 ans : 40 %

– Réfractaires : 26 %

– Survie sans progression : < 60 ans : 34,6 mois, > 60 ans : 7,9 mois

Études REVRI et I-LOC : LNH du SNC en rechute/réfractaire 
Résultats intermédiaires

Lymphomes – Clinique 
LNH du système nerveux central

59

Justification

Correspondances en Onco-Hématologie

• Justification lénalidomide
– Actif dans les LNH B diffus à grandes cellules non-centre germinatif

– Cas publiés SNC (Rubenstein JL et al. J Clin Oncol 2011 ; Houillier C et al. 
Neurology 2015)

• Justification ibrutinib
– Mutation Myd88 dans 70 à 80 % des LNH du SNC

– RC sous ibritunib de LNH à cellules du manteau à localisation cérébrale

(Bernard S et al. Blood 2015) 

ASH 2016 - D’après Soussain C et al., abstr. 784 et 785, actualisés



Études REVRI et I-LOC : LNH du SNC en rechute/réfra ctaire (2)
Résultats intermédiaires

Lymphomes – Clinique 
LNH du système nerveux central

60

Schémas

REVRI
Lénalidomide 20/25 mg*/j 21 j

Rituximab 375 mg/m2 j1
8 cycles de 28 j 

Si réponse
Lénalidomide
10 mg/j 21 j

12 cycles de 28 j

Correspondances en Onco-Hématologie ASH 2016 - D’après Soussain C et al., abstr. 784 et 785, actualisés

I-LOC Ibrutinib 560 mg/j 12 mois
Poursuite possible
après 12 mois

8 cycles de 28 j 

* Premier cycle à 20 mg, suivants à 25 mg en cas de bonne tolérance.                  CP : critère principal ; RC : rémission complète ; RP : rémission partielle ; 
MS : maladie stable.

12 cycles de 28 j
CP : réponse globale

CP : contrôle de la maladie à 2 mois  (RC + RP + MS)



Études REVRI et I-LOC : LNH du SNC en rechute/réfra ctaire (3)
Résultats intermédiaires

Lymphomes – Clinique 
LNH du système nerveux central

61

Réponses

I-LOC REVRI

Nombre (analyse – étude 
18 - 52 45

Correspondances en Onco-Hématologie ASH 2016 - D’après Soussain C et al., abstr. 784 et 785, actualisés

complète)
18 - 52 45

Contrôle à 2 mois (RG-RC)
RG (RC)

83% (55%-17%)
67% (40%)

Suivi médian 6,6 mois 19,2 mois

Survie sans progression 8 progressions
8 patients toujours 

sous traitement

8,1 mois
(rechutes pendant 
entretien : 10/18)

Toxicité 2 aspergilloses 27 % de grade 3-4



• Conclusion 1 : le lénalidomide et l’ibrutinib sont efficaces dans les LNH du 
SNC

• Conclusion 2 : rechutes fréquentes (effet-dose du lénalidomide) – suivi court

Études REVRI et I-LOC : LNH du SNC en rechute/réfra ctaire (4)
Résultats intermédiaires

Lymphomes – Clinique 
LNH du système nerveux central

62

Correspondances en Onco-Hématologie

• Conclusion 2 : rechutes fréquentes (effet-dose du lénalidomide) – suivi court

• Conclusion  3 : aspergilloses sous ibrutinib, à surveiller !

• Conclusion 4 : associations futures ?

ASH 2016 - D’après Soussain C et al., abstr. 784 et 785, actualisés



Lymphome du manteau 



R-DHAP R-BEAM

OBSERVATION

R-DHAP R-DHAP R-DHAP R-DHAP

W1 W4 W7 W10

LyMa trial 

Inclusion
N=299

Randomization
N=240

R-DHAP R-BEAM

RITUXIMAB MAINTENANCE
every 2 months during 3 years

R-DHAP R-DHAP R-DHAP R-DHAP

If < VGPR

R-DHAP: Rituximab 375mg/m2; aracytine 2g/m2 x2 IV 3 hours injection 12hours interval;
dexamethasone 40mg d1-4; Cisplatin 100mg/m2 d1 (or oxaliplatin or carboplatin) 

R-BEAM: Rituximab 500mg/m2 d-8; BCNU 300mg/m2 d-7; Etoposide 400mg/m2/d d-6 to -3; aracytine 400mg/m2/d 
d-6 to d-3; melphalan 140mg/m2 d-2

If > VGPR

R-CHOP



PFS from inclusion

mFU : 54.4m (52.7-59.2)

PFS
24m:     79.5 % (95%CI; 74.5-83.7)
36m:     73.4 % (95%CI;68-78.1)
48m:     67.8 % (95%CI; 62.1-72.8)

PFS (months) from inclusion



EFS from Randomization

mFU: 50.2m (46.4-54.2)

EFS
Obs (95%CI) vs        Rituximab (95%CI)

24m:    77.3 % (68.7-83.9) 91.7   % (85.1-95.7) 
36m:    69.4 % (60.2-76.9)                  85.8 % (78.7-90.9) 
48m:    61.4 %  (51.3-69.9)                 78.9 % (69.5-85.6) 

EFS (months) from randomization

EFS: Progession, Rechute, Décès, infections grade 4, allergie au Rituximab



PFS from Randomization

mFU: 50.2m (46.4-54.2)

PFS
Obs (95%CI) vs        Rituximab (95%CI)

24m:   79.8 % (71.5-86.0) 93.3 % (87.1-96.6) 
36m:   72.8 % (63.7-79.9)              89.1 % (82.0-93.5) 
48m:   64.6 % (54.6-73.0)                82.2 % (73.2-88.4) 

PFS (months) from randomization



OS from Randomization

mFU: 50.2m (46.4-54.2)

OS
Obs (95%CI) vs        Rituximab (95%CI)

24m:   93.3 % (87.0-96.6) 93.3 % (87.1-96.6) 
36m:   85.4 % (77.5-90.7)              93.3 % (87.1-96.6) 
48m:   81.4 % (72.3-87.7)                  88.7 % (80.7-93.5) 

OS (months) from randomization
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