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Rezim v indukénim rezimu pred AT

- dulezité dosazeni CR/VGPR
- rychly nastup dcinku
- bezpecnost

Ceskd myelomova skupina spolupracuje s Iékafi v CR a SR pfi zajisténi novych Iéka
pro lécbu nemocnych s mnohocetnym myelomem



Souhrn studii s novymi léky v indukci
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Fdze 3: VD vs vTD jako indukce pred AT
IFM 2007-02

Response rates vD vTD P
Post-induction
CR 12% 13% 0.74
>2nCR 22% 32% 0.104
>VGPR 35% 51% 0.037
2PR 81% 90% 0.079
Post-transplant
CR 33% 30% 0.65
2nCR 54% 61% 0.35
2VGPR 59% ( 73%) 0.037
>PR 84% 90% 0.23
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Neni rozdil v toxicitach mezi

rezimy s vyjimkou PNP

St.»2 PNP: VD/28%
vTD'15%, P=0.03

St.»3 PNP: Vi/
%) P-0.34
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GINEMA: VTD vs TD indukce pred AT

Lécebnd odpovéd’ po indukci
>nCR: VTD 31%, TD 11%, p <0.0001

Toxicita
AE gr. 3/4: VTD 56%, TD 33%, p <0.0001

PNP gr. 3/4: VTD 10%, TD 5,2%, p=0.0004

Davkovani
V-1,3mg/m?vden1l,64,8,11
T - 200mg/den

Cavo etal. Lancet 2010;376:2075-85 -
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PETHEMA: TD vs. VTD vs. VBMCP/VBAD/Velcade
v indukci pred AT

QT + V (n=129) TD (n=127) VTD (n=130)

Post-induction

CR (%) 21* 14* Kok
VGPR (%) 15 15 25
PR (%) 39 33 25
PD (%) 12t 23 l4i
Post-transplant

CR (%) 38¥ 24¥ 46¥
VGPR (%) 13 16 19
PR (%) 22 18 12
PD (%) 2 1 2

Toxicity gr. 23

Hematologic (%) 28° 5° 18°
PNP (%) 9 5 12~

Rosinol et al. Haematologica 2011; 96 (s1): S69(Abstract P-138);poster presentation at IMW 2011
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Faze II: VTD vs. CVTD

LO srovnatelna: CR 29% vs. 31%
> VGPR 69%
ORR 100% vs. 96%
3lete OS 80%

Nezddouci d¢inky:
- AE gr. 3/4: 47% vs. 22% (SAE 57% vs. 41%)
- Kvalita zivota horsi v rameni CVTD

Ludwig H et al. JCO 2013;31(2): 247-55 &
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Faze III: S.c. vs. i.v. bortezomib
(MMY-3021)

Bortezomib IV Bortezomib SC

(n=73) (n=145)
Primary endpoint: response after 4 cycles (single agent
bortezomib)
ORR 42% 42%
CR 8% 6%
>nCR 14% 12%
>VGPR 16% 17%
Response after 8 cycles (bortezomib +/- dex) ;
ORR 52% 52%
CR 12% 10%
>nCR 22% 20%
>VGPR 25% 25%

Moreau et al. Lancet Oncol 2011;12:431-440
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MMY-3021: Intervaly hodnoceni |é¢ebné odpovédi

Bortezomib IV Bortezomib SC P
Median time to first response 1.4 months 1.4 months
Median time to best response 1.5 months 1.6 months
Median duration of response 8.8 months 9.7 months
TTP 9.4 months 10.4 months  0.38657
PFS (months) 8.0 10.2 0.295
1-year OS 76.7% 72.6%

Moreau et al. Lancet Oncol 2011;12:431-440
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MMY-3021: Nezadouci Gcinky

Bortezomib IV Bortezomib SC p-

(n=74) (n=147) value
AEs, grade 23, % 70 57
Discontinuations due to AEs, % 27 22
Grade 3/4 hematological events
Hemoglobin 12 14
WBC 18 8
ANC 28 22
Platelets 23 18
Any PN event, % 53\ 38 0.04
Grade >2, % 41 24 0.01
Grade >3, % 16 _6 0.03

o Moreau et al. Lancet Oncol 2011;12:431-440
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Rezim VTD

- Zmeéna informace v SPC:

VELCADE je v kombinaci s dexamethasonem nebo s
dexamethasonem a thalidomidem indikovdn k indukéni |é¢bé
dospélych pacientl s dosud nelééenym mnohocetnym myelomem, u
kterych je vhodnd vysokoddvkovda chemoterapie s transplantaci
hematopoetickych kmenovych bunék.

- v EU je rezim VTD registrovan v indukci pred
AT

- V(R se na registraci pracuje
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ReZim VTD v CR

- Ize pouzit po schvdleni thalidomidu RL

Pouziti v jednotlivych centrech:
- VFN: 1x

- Olomouc: 3x

- Hradec Kralové: 4x

- Havirov: 1x

- Brno: 10x (+5x)

- Ostrava: 1x

Novy Jicin)
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Zaver

Rezim v indukci musi byt:

- U¢inny

- s rychlym ndstupem Ucinku
- bezpecny

VTD - optimalni bezpeény rezim s dobrym
pomérem cost/benefit

Ceskd myelomova skupina spolupracuje s Iékafi v CR a SR pfi zajisténi novych Iéka
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Stard verze lécby v CR

Nové D6. JUNIORI

Konsolidace

Indukce AT o Udrz.lééba
Thalidomid
4x VCD 1 2 6-12 mésici O
Nova verze l|écby v CR
Indukce AT BAD2/TAD4 || Pockame na
4 VTD low2 1 2 konsolidace lenalidomid
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Dekuji za pozornost
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Souhrn studii s novymi léky v indukci
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Optimdlni rezimy

Moznosti:
Bortezomib based (low dose)

+ glukokortikoid (low dose dexametazon;
prednison)

+/- thalidomid (low dose, max. 100mg/d)
+/- cyklofosfamid

Optimadlni rezim - VTD
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