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Objectifs principaux des traitements

» Obtenir une meilleure reponse possible
(RP/VGPR/RC) apres le traitement d’induction

* Reduire les symptomes
 Arriver a l'autogreffe avec la meilleure reponse

* Prolonger la survie sans progression et la survie
globale du patient



Schéma thérapeutique actuel en I ligne
des patients éligibles a une autogreffe

Traitement avec

les nouveaux agents

Traitement
d’entretien

Traitement
d’induction

Autogreffe Consolidation




Les différents protocoles d’induction

basé sur

Associations VD TD Rd

doubles RD

Associations PAD TAD RAD VTD

triples VCD CTD CRD VRD
CRD/-TD
Ixa-RD

Associations VTDC

quadruples RVCD

RvDD



I. FAUT-IL- STRATIFIER NOS PATIENTS
Gold standard dans le monde: VTD/VRD

Contraintes economiques VRD>>VTD>>>>>TD

!

— Oui pour la stratification—

<« —
faible risque: Haut risque
0 facteurs de ISS=3 et/ou
Mauvais pronostic IR et/ou

An cytg HR



Il. QUEL OBJECTIF DUTRAITEMNET
D’INDUCTION POUR NOS PATIENTS ?



Table 6: European Bone Marrow Transplant (EBMT) and International Myeloma
Working Group (IMWG) Response Criteria

Category EBMT Criteria IMWG Criteria
Complete * No M protein detected in the serum * Negative serum and urine IFE
E{E:E'I‘Eﬁ'mse or urine b‘y" IFE for = & weeks s Razsolution of piqsmﬂcﬂgmﬂs

» = 5% abnormal bone marrow * < 5% abnormal bone marrow plasma cells

plasma cells
Stringent Not used * CR plus
CR {sCR} — Normal FLC ratic
— Mo evidence of clonal abnormal
bone marrow plasma cells by IHC or FISH

Very good Not used * Serum and urine M protein detectable by IFE but not
partial by SPEP or
R sl * > Q0% reduction in serum M protein plus
(VGFPR) urine M protein < 100 mg/24 hours
Partial * > 50% reduction in serum M protein * 50% reduction in serum M protein and reduction
response and/or in 24-hour urine protein by = 90% or to
(PR) * 90% reduction in urine FLC excretion < 200 mg/24 hours

or reduction to < 200 mg/24 hours for
& weeks

e If immeasurable M protein:

— = 50% reduction in difference between involved and
uninvolved FLC

— = 50% reduction in the size of plasmacytoma,
if present at baseline

FISH = flvorescence in sitv hybridization; FLC = free light chain; IFE = immunofixation electrophorasis; IHC = immunchistochamisiry; SPEP = sarum

protein slectrophoresis.

Infarmation from Referances 8,11, 45-47.



(+2) 16 SUOSBUISWEXaD sapiuopeusT
\09) 681 BUOSBYJSLIEXSP SpILLODIfEL L
¥Z€ = N ‘paiaisiujwpe Adeisy) uojianpu
28z = U
loz0lgo ‘(siuanied ulps-01 ) xepu Buleqe; ueipap
802 = u "V/bw ‘(amused Nos-01)
(0L6E8°L) OVE sisoubep feniu e ungojbioiaiu->4 ueipay

(gl o7 Adeiay) uo asdejay

(01) 62 (luojaeujal) Hd pansiyoe Jana

(18] 262 nesjeld
125 1e snjejs aseas|g

uelBoH " welIA, PUE IpEng > siouedd
‘uswAeH M suuezng 1Bulg prae ‘asizusdsiq glebuny’ CADe D BeEyueEny deuwany ilegys fZaesy vy SI1a0ony

UOoIl1D2NPUl 2pluopljeua] 10 aplulaoplieyl yllam 2anjiel
a2suodsoad 10 10edUwll (2LUOo AW Didniinuu ul uoneiuejdsueal |[1922 wuans

OTOT "OT ATenire SWITUOo

— L
paustqnd Lremstio L g5See-L0-6002-POOIA/ETEL L OLIIOP oy <
£SeT-8+ET Skl 0LOT 2 .' %



0 Aep il 344 (v (8.4g) reainins aadj-uoyssaiBosd uopeuedsuensod saioys
0 SPEa| LOJJonpU] apjWOp(eua) Jo apjwopyey) o) puodsal o) ainje4 °| ainbiy
0 & b ov & Bt b 00 leb WE e Oy
ol ‘Uoyeing esodsay

10 D L0l [RAAITS A0 (v) ‘TEAIAINS [elan0 Lojepuedsuedysod Jalious
0) $pE| UofnpL| SpjLiopEus| o ap1ap|ey; o} puodsal o) aimje4 7 ainbly

LW RN RGN MY

0L | IS Wol4 [eAIAIng

00h 0 06 0L 09 05 OF O§ 00 b O 00k 06 U6 0L 09 05 O O OC Ob O

e | 0
) Ol

Blsejau ioygeijel =
- (1 .

0 0 0 :
(0 M 0 m
06 “ 08 :
0 0 " 3
K o
(8 Gusdeyai Kioaeijay — 08 ;
r 06 _._Em_n_l 3
o 8 w g



e b]QOd 2011 117 3041-3044
dol 10,196 2mi000-20 10-DE-300E6 2 cxiginally publizhed
. omnlime Morambear 235, T0LI0 L

Achievement of VGPR to imduction therapy is an important prognostic
factor for longer PFS in the IFM 2005-01 trial

Philipps Moreau, Michel AlRaf, Briglte & ri, Lucie Planche, CyTllie Halin, Thlesmy Facon,
anme—flarie Stoppa, Jean-Ganns Fuzib=d, Bemamd Crosbods, Chanlal Coyen, Micolas Ksibearer,
Catherine Sapbhan, b Kph, Camne Chakabtads, Mamoun DD, Lagren: Wollst, Jean Fontan,
Laurent Sargerel, Jename Jaiban, Clatre Mathiol, Dide Esssiine, Heree Ayet-l olseail, Jean-Les
Harnusseaw ardd fod I IFW 200501 Sty Imvesiiaines"

[L:

L1
™, 125 patients

= o

b\ .. VAD 2 VGPR
b - IL:-----.

I
' VD < VGPR L,
]

LT

s
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Bl Slonl Fudrala

357 patients
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T T T
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p <0.0001
Obtention d’uneVGPR in HDT Obtention d’une VGPR in VAD/VD vs no Trt

p < 0.0001



48 patients

"=y 21 patients
1

p=0.0036

Obtention d’une VGPR ISS 2/3 traités

par VD vs no trt

. " 65 patients
it |.| ==
. |
i &k '
%] I- - -
- |
i 204 patients

Lt

i3]

i
T

T T
L] il 40

p <0.0001

Obtention d’une VGPR groupe
anomalies cytogénétiques



Objectifs de réponse post induction pour nos patients

» Haut risque: >RP

pour les patients qui vont recevoir un traitement a
base de velcade : VTD (> 90%)

e Risque standard: =>VGPR

pour patients qui vont recevoir un traitement a base
thalidomide: CTD (>50%)



. QUELS PROTOCOLES POUR NOS PATIENTS?
Bl | TRI IQUADRITHERAPIE ?

* Bithérapie: n’as plus de place dans le
traitement du myelome du sujet jeune

* Quadrithérapie ne fait pas mieux que
tritherapie + plus de toxicites

=>=> Pour nos patients: TRITHERAPIE :
Quelle trithérapie??
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Conclusion de ces 4 études:

e Median PFS was 35.9 months versus 28.6

months with bortezomib-based versus
nonbortezomib-based induction (P:0.001)

e 3-year overall survival (OS) rates were 79.7%
and 74.7% (P: 0.0402)



100 ()01 (0 T 980 81 ¢ (€)1 AL

[ (62) 0y (ol i (16) (6) % IS

B L (@) 011 B0 (1) 66 (52) 601 MR

d 2 Al d 2 A i
(%0 gn (%) U pig

LRI pdde peny

whopepdade pespLu
O] 8np pepnjrEs g

0} 8np papniaxe 5

z u :ajako L u :ajofo g
9 usajploa z L u:sajafo z _
PEE = U Sa|2AD ¢ SLZ = u sa|afo g " :E%ﬁ.ﬁ_ﬁﬁﬁ.-
(1=u) soueydusoo-uou - A (962 = u) L3248 o

{1=u} uonuepN EpEIosw -
{ 1=u} ewopiw ajdijnu

o s1soubElp peuyuos ou -

WO UAAISII pEPEIn||

Bursizoal pou spuaed

[Z=U]} UMEBIDLEIAN JUESLIDD -
UoIuasiam palean|e
Guaraaad pou sjualed

r09 =u
paziwopuey

[eM} SININ-DINIAD 2A)Rvadsold ay} woyy
sisAjeue wiiajul ue :ewojaAw ajdiyjnw pasougelp Aimau 1o} saideiay}
UOI3oNpul JuUaidyIp OM} Ul (IW0zZa}ioq ShouaAeljul SNSIaA shoauenagng

(L)oot ‘5102 | exbopreweey




o) o o) o ¥ 2pelS
(1) ¥ (£) 6 c apels
g i (L) 61 (6) 9F 7 apeid
100> (Z) 5 (8) £ © A
(F) o1 L = Ly
"Bl (£ L (z) 5 [ 24D
iZo (R) €F {Z1) se Aipedosnau jeragdiaag
ARES L) G o
s L) ¥ CF) 11 T S
100= CL) & {e) 81 124D
1oo= CF) LT (oL) og SIDpIOSIP [EUSajumIsen)
(Z) g (F) 01 £ i)
(1) F CFD 1T g i
gl 3N (8} ¥E [ 240
100> (g} g {£1) 8¢ S1DPEOSIP [EUONLINUN PUE MpogeE]a ]
(s g1 (e} L1 eruadoyOoquosy ],
{og) 1 (FE) T2 eruadoynar]
"B ) Tl I TE ENUaimy
Arorgoqojemiapy
(F) 01 CF) 11 £ i)
(g} €1 (9) 1 T A
ST (L) og (z1) 9¢ ) .1 @R
900 {11) o {91) 6k siapJOsIp waisds sgegduud] pue pood
(<) g1 (5] EI © A
(8) 22 (6) L% Z A0
s Co1) BE (P 1E [ =%
G070 (61) #S {sz) L2 SUOOEISAJUl DU SOy
Z070 %2} 951 (G9) 261 ¢ apels = Amy

UE IS]uUonag oSiahkFEe SNOLios

SLHEop

‘syuaasa SsiaApe Jo Alewgwng 7 ajgeL



On propose a nos patients de haut risque

!

Un traitement a base de Velcade :
VTD (velcade sc)

QUE FAUT-IL PROPOSER POUR LE RISQUE
STANDARD?
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On propose

e Faible risque: CTD
CIDvsTD
Pas d’etudes comparatives directes

CTD> RC/VGPR/OR mmm) > EFS/OS ?

e Haut risque: VTD




IV. NOMBRE DE CYCLES
DE TRAITEMENT D’INDUCTION?

e La litterature: 3 a 6 cycles

* Devant le delai relativement long dans notre
serie entre la fin du traitement et l'autogreffe :

On propose: 4 cycles

3cyc|es~ RCSP‘ 4¢me cycle ‘Auto



V. FAUT-IL RATTRAPER LES PATIENTS EN ECHEC
SELON NOTRE OBJECTIF ?
FAUT-IL RATTRAPER LES PATIENTS <RP
(réfractaire primaire et/ou en rechute)

e Faible risque : <TBRP

oui —2 cyclesVTD — Autogreffe

e Haut risque: <RP

Non Autogreffe! Ou

Oui — RD? Mais cout/survie
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Conclusions de cette étude

» On multivariate analysis: no impact of
pretransplant salvage chemotherapy:

* treatment-related mortality,
* risk for relapse,
* progression-free survival, or overall survival.

»In conclusion: (< PR to initial induction therapy,
including with novel agent combinations,
additional pre- ASCT salvage chemotherapy)

* improved the depth of response and pre-
ASCT disease status

» not associated with survival benefit






