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Programme de la session

2ème Session : Lymphomes agressifs – LDGCB – Modérée par S. Leprêtre

Anatomopathologie N. Brousse

Facteurs pronos8ques cliniques et biologiques F. Jardin

Thérapeu8ques de 1ère ligne H. Ghesquières

Rechutes : quels traitements ? quel type de greffe ? E. Gyan

Cas clinique interac8f Présenté par S. Leprêtre



Aspects thérapeu8ques
de la première ligne

Hervé GHESQUIERES
Service Oncologie Médicale,
Centre Léon Bérard, Lyon
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Modifica8on du standard de traitement en 2000
avec le rituximab

•  4 études randomisées de phase III

•  Des phases II avec comparaison historique

•  Des études « in daily prac8ce… »
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Modifica8on du standard de traitement en 2000

•  4 études randomisées de phase III

– GELA LNH 98‐5

– ECOG

– RICOVER 60

– MINT
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Modifica8on du standard de traitement en 2000

•  GELA LNH 98‐5 : actualisa8on à 7 ans

Coiffier et al., ASCO 07
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Modifica8on du standard de traitement en 2000

•  ECOG 4494 : CHOP vs. R‐CHOP
– Seconde randomisaBon : R vs Surveillance

FFS OS

Without MR

Habermann et al., JCO 2006
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Modifica8on du standard de traitement en 2000

•  ECOG 4494 : CHOP vs. R‐CHOP
– Après seconde randomisaBon

Habermann et al., JCO 2006

FFS

OS

R‐CHOPCHOP
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Modifica8on du standard de traitement en 2000

•  RICOVER‐60 6 x CHOP‐14
+ 30‐40 Gy (Bulk, E)

Random
2x2

Factorial
Design

8 x CHOP‐14
+ 30‐40 Gy (Bulk, E)

8 x CHOP‐14
+ 36 Gy (Bulk, E)

+ 8 x Rituximab

6 x CHOP‐14
+ 36 Gy (Bulk, E)

+ 8 x Rituximab
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Modifica8on du standard de traitement en 2000

•  RICOVER‐60

R‐CHOP14X6 +2R

R‐CHOP14X8

Pfreundschuh et al., Lancet Oncology 2008
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Modifica8on du standard de traitement en 2000

• MINT

CD20+ DLBCL
18–60 years

IPI 0,1
Stages II‐IV,
I with bulk

6 x CHOP‐like
+ 30–40 Gy (Bulk, E)

6 x CHOP‐like
+ rituximab

+ 30–40 Gy (Bulk, E)

Random.
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Modifica8on du standard de traitement en 2000

• MINT
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R‐CHOP…

• Bon profil de toxicité

• Facile à réaliser

• « Bon » résultats pour une majorité des pa8ents mais…
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Les non répondeurs

•  Evènements dans les 6 mois

•  10 à 20 % des pa8ents
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R‐CHOP : analyse en fonc8on de l’IPI

• Revisited‐IPI

– Série de la BriBsh Columbia traitée par R‐CHOP

Sehn et al., Blood  2007
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R‐CHOP : exemple des aaIPI = 0,1

•  Analyse de l’essai MINT

Pfreundschuh et al., Lancet Oncology 2006
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R‐CHOP : exemple des aaIPI = 0,1

•  Analyse de l’essai MINT
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CHEMO     R‐CHEMO     p

IPI = 0 and no Bulk  (n=108/101)         78 %         89 % 0.054
IPI = 0 and Bulk  (n=70/73)    61 %         78 % 0.064
IPI = 1 and no Bulk  (n=105/107)        57 %         76 % 0.034
IPI = 1 and Bulk  (n=127/132)   44 %         74 % 0.000 000 3
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R‐CHOP et < 60 ans

•  Etude de pra8que de la Bri8sh Colombia

< 60 ans
2-year PFS : 70 %
2-year OS : 85 %

> 60 ans 

Sehn et al., JCO 2005
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R‐CHOP et < 60 ans

•  NCRI trial : R‐CHOP14 vs. 21

Cunningham et al., ASCO 09

Eligible 
pa8ents
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N

R‐CHOP 21 
CHOP 21 × 8 cycles
Rituximab × 8 cycles

R‐CHOP 14
CHOP 14 × 6 cycles
Rituximab × 8 cycles

N=540

N=540

Stra8fied by
IPI (0 or 1 vs. 2 vs. 3 vs. 4

or 5)
Age <60 vs. ≥60
Treatment centre
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R‐CHOP et < 60 ans

•  NCRI trial: R‐CHOP14 vs 21

Cunningham et al., ASCO 09
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R‐CHOP14/21

• NCRI trial

Cunningham et al., ASCO 09



Finalement quel R‐CHOP ?
14 vs 21 / j



24

Quel R‐CHOP ?

•  Résultats de l’essai RICOVER‐60

•  2 essais ayant terminé les inclusions
– NCRI trial

• Augmenta8on de la survie globale à 2 ans de 70 à 78 %

• 1 080 pa8ents inclus
– GELA : LNH03‐6B

• 60 – 80 ans

• Augmenta8on de l’EFS à 2 ans de 55 % à 65 %

• 602 pa8ents inclus
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Quel R‐CHOP ?

• NCRI trial : R‐CHOP14 vs 21

– 17 mois de follow‐up : résultats aXendu en oct. 2010

Cunningham et al., ASCO 09
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Quel R‐CHOP ?

• GELA : R‐CHOP14 vs. 21

– 24 mois de follow‐up : résultats aXendu en oct. 2010

– Analyse intermédiaire en 2009

– 103 pts R‐CHOP14, 98 pts R‐CHOP21
– R‐CHOP14 : intercure tous les 15 jours

– RC et RCu : 67 % R‐CHOP14 vs. 75% R‐CHOP‐21

– Toxicité hématologique plus importante du R‐CHOP14

Delarue et al., Soumis ASH 09
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Faire mieux que le R‐CHOP ?

•  Pb des réfractaires primaires

•  Pb des IPI 0, 1 bulk

•  Pb des IPI 2,3 jeunes

R‐CHOP

R‐Chimio
+ nouvel agent ?

+ nouvel an8corps ?

Traitement 
de maintenance ?Autres CT ?

HDT + ASCT ?

TEP ?

R intensifié ? 

Essais 
thérapeu8ques
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Chimiothérapie intensive

•  Concept de CT de 2nde généra8on

Fischer et al., NEJM 1993
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Chimiothérapie intensive

•  Concept de CT de 2nde généra8on

Protocole
Dose Intensité rela8ve

par rapport au CHOP

CHOP 1

m‐BACOD 0.84

ProMACE (CytaBOM) 0.68

ProMACE (MOPP) 1.01

COP‐BLAM 1.06

COP‐BLAM III 0.58

MACOP‐B 1.08
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Chimiothérapie intensive + ASCT

Auteurs Popula8on Randomisa8on EFS      OS
Haioun et al., 1994 ≥1 RF, Bulk CR n.s.      n.s.
Haioun et al., 2000   ≥ 2 RF  CR 0.02     0.04
Verdonck et al., 1994 II‐IV <CR n.s.      n.s.
Gianni et al., 1997 I/IIbulky,III/IV all 0.004   n.s.
SanBni et al., 1998 IIbulky,III/IV all n.s.      n.s.
SanBni et al., 1998  ≥2 RF 0.008   n.s.
Kluin‐N. et al., 2001 all CR n.s.      n.s.
Kaiser et al., 2002 LDH >UNV CR, PR n.s.      n.s.
Gisselbrecht et al., 2002  ≥RF all ‐0.0      ‐0.009
Milpied et al., 2004 <3RF all 0.037   0.076
Milpied et al., 2004 0‐1RF all 0.9      0.4
Milpied et al., 2004 2RF all 0.003   0.001
Martelli et al., 2003  ≥2 RF CR, PR n.s.      n.s.
Sertoli et al., 2003 IIbulky,III/IV all n.s.      n.s.
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Chimiothérapie intensive

•  Reste une ques8on « brulante »

– R‐CHOP vs.

R‐ACVBP + R‐consolida8on IPI 1 III LNH01‐6B
R‐ACVBP + HDT IPI2‐3 IIR LNH07‐3B

R‐CEEP + HDT all IPI III GOELAMS

R‐MegaCHOP + R‐MAD + HDT IPI2‐3 III DLCL04 IIL

DA R‐EPOCH all IPI III CALGB50303
R‐CHOP + HDT IPI2‐3 III SWOGS9704

R‐megaCHOEP IPI2‐3 III DSHNHL 02‐1
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Chimiothérapie intensive

•  Exemple du LNH03‐3B

0 2 4 6

R‐ACVBP 14R‐ACVBP 14

10 14

MTX

Wks

BEAM

PBSC

4 IT MTX

Primary endpoint: CR rate aser 4 R‐ACVBP
Expected improvement: 10% = 75% RC
120 pa8ents required (in 2 years)
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Chimiothérapie intensive

•  Matched Control study LNH98‐3B vs. 03‐3B
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Chimiothérapie intensive

•  Matched Control study LNH98‐3B vs. 03‐3B

+ R et HD‐CT, nombre de pa8ents, résultats pour de IPI 2.3
‐ Phase II, comparaison historique
? Nécessité de la HDT ? → phase III
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TEP en cours de traitement

Dupuis et al., Annals Oncol 2009
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TEP en cours de traitement

•  Modifié le traitement
– Pour les bons répondeurs
– Désescalade thérapeuBque

–(   ) –(   ) –(   ) –(   )

–(   )–(   )–(   )–(   )

–(   )

–(   )

R

R‐ACVBP14 + MTX IT + G‐CSF

Arm A

Arm B

PET2

R‐CHOP14 + MTX IT + G‐CSF

–: –Rituximab pharmacokine8c sample (all pa8ents)–: 

–(   ): Addi8onal 

–(   ): Addi8onal pharmacokine8c sample (30 pa8ents in both arms A and B)

–(   )–(   ) –(   )–(   ) –(   )–(   ) –(   )–(   )

–(   )–(   )–(   )–(   )–(   )–(   )–(   )–(   )

–(   )–(   )

–(   )–(   )

–(   )–(   )–(   )

R  CHOP14 + G‐CSF

–(   )

AraCR – IFOSFAMIDE ‐ VEPESIDE

–(   )–(   )

MTX iv

–(   )

Z‐ BEAM 2 study

–(   )–(   )

BEAM + ASCT

MTX iv

PET 4PET 0

Salvage therapy

Salvage therapy

  2+/4 –‐

   2‐/4‐‐

   2+/4+

–2–±/4+

PET Results

2+/4+

A1

A2

B2

B1

2+/4+

2‐/4‐

2+/4‐

2‐/4‐

2+/4+
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TEP en cours de traitement

•  Modifié le traitement
– Pour les RP, échecs primaires
– Modifier l’histoire naturelle…

Traitement de rattrapage

GOELAMS 075
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Op8miser le Rituximab

•  Données de pharmacociné8que et dynamique

Dayde et al., Blood 2009
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Op8miser le Rituximab

Median Rituximab Serum Level Nadirs

before next Rituximab Applica8on
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Op8miser le Rituximab

day of  treatment

n 
g 
 /
  m

 l

•
•• • • • • • • • •

• •
•

•

R-CHOP-14

DENSE-R-CHOP-14

Reiser et al., ASH 2006, Abs # 778
RAJOUT DE 4 injections de 375 mg/M2 sur ~21 jours
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Progression‐free Survival*
DENSE‐R‐CHOP‐14  RICOVER‐

60 (6xCHOP+8R)

IPI 1, 2

Months

IPI 3 ‐ 5

Months

p=0.557

(6xCHOP‐14+8xR; n=183)
RICOVER‐60

(6xCHOP‐14+12xR; n=52)
DENSE‐R‐CHOP‐14

p=0.057
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La suite…

Autres CT ?

HDT + ASCT ?

TEP ?

R intensifié ? 

R‐CHOP

R‐Chimio
+ nouvel agent ?

+ nouvel an8corps ?

Traitement 
de maintenance ?

Essais 
thérapeu8ques

CT opBmisée…R adapté…
Monitorage TEP…

Nouvelles molécules…
biologie de la tumeur 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La suite…

• Maintenance

– Revlimid (REMARC)

– Enzastaurin (PRELUDE)

• Front line

– MAIN : bevacizumab : RA‐CHOP

– Epratuzumab, anB CD22 : ER‐CHOP

– Enzastaurin + R‐CHOP
– …
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La suite…

• Front line : ABC et bortezomib ???

Dunleavy et al., Blood 2009
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• Front line : ABC et bortezomib ???

– Essai anglais
• R‐CHOPx1 → status GC/ABC

La suite…

ABC

R‐CHOP

R‐CHOP B

GC
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Conclusions

• Op8misé la chimiothérapie

– Par groupe pronosBc

– HDT + ASCT ?

– Prise en compte du vieillissement de la populaBon

– Des paBents : traitement des > 80 ans

• Nouveau concept dans le LDGB

– Traitement guidé par la TEP

– Maintenance

– Traitement guidé par la biologie

• Traitement ciblé sur les voies oncogéniques
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