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Klinicke studie CMG s cilem dosahnout
dlouhodobého preziti 20 v obdobi 1995-2006

e ROK 2002
studie

CMG 2002

pocet zarazenych
pacientu
za 4 roky:

480

e ROK 2006
studie

CMG 2006

pocCet zarazenych
pacientu
za 4 roky:

850




Klinicke studie CMG s cilem dosahnout
dlouhodobého preziti 209 v obdobi 1995-2006

e ROK 2002
studie

CMG 2002

pocet zarazenych

pacientu

Pokrok diky zavedeni
autologni transplantace
do rutinni léCby.

e ROK 2006
studie

CMG 2006

pocCet zarazenych
pacientu
za 4 roky:

850




Pokrok v 1écbé mnohocetného myelomu

za poslednich 40 let
1999
1962 Prvni zprava 2005
Prednisone + 0 Bortezomib
melphalan thalidimidu schvalen

l pro prvnirelaps
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1960 2004
Melphalan 1990 licence NE

Myeloablace +

transplantace 2003/4 Bortezomib

US a EU licence




Klinicke studie CMG s cilem dosahnout
dlouhodobého preiti [33% v obdobi 2006-2015

e ROK 1996 e ROK 2002

Pokrok diky kombinaci
autologni transplantace
s novymi léky.

Prvnim cilem je dosazeni 50%
kompletnich remisi (oproti 30%

kompletmch remisi v obdobi
1996-2006)




Klinickeé studie CMG s cilem dosahnout
dlouhodobého preziti 33% v obdobi 2006-2015

e ROK 1995 e ROK 2000 e ROK 2005

SROVNANI STUDIE 4W & CMG 2002 SROVNANI STUDIE 4W & CMG 2002

CMG 2002
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DESIGN of the trial 2006




INDUCTION using new drug combination

Alm:
shorter, more effective and safer induction

regimen as the high standard for all pts. before
AT.




Randomized Trials of CMG

Clinical Trial 4W (1996)

[ INDUKCE 4x VAD ]
|
{ SBER STEPU (CFA 5g/m? + G-CSF) ]

AUTOLOGNI TRANSPLANTACE (MEL 200mg/m?)|
7
|

|

LECBU
— T

RANDOMIZACTE=PRE=EBRTOVACI }
INTERFERON INTEI}FERON / DEXAMETHASON

[ 6 MESICU PODLE LECEBNE ODPOVEDI (>75 %) ] \

<1?M_'[ Auto TKD 2 (MEL200mg/m?
+Solumedrol1,2 den 1-5)
ANO
. |~
Dropt out during

INDUCTION phase
(4xVAD) in the trial 4W in
period 1996-2002 was 25%

Clinical Trial CMG 2002

INDUKCE 4xVAD/VID |I

STIMULACE CFA 2.5g/m2 |
Auto PBSCT 1x nebo 2x | MEL 200mg/m4
N

Randomizace

Udrzovaci lé¢ba Konsolida¢ni 1é¢ba

4x CED4 a 4 mésice

IFN alfa IFN alfa
3x3 MUs.c. 3x3 MUs.c.
Dropt out during

INDUCTION phase
(4xVAD) in the trial
CMG 2002 is 24%




INDUCTION using new drug combination

o KEstimation:

1. Drop out <10 %:;

(in our hand 24% with VAD and 6
months induction)

2. RR after 4 cycles (85% ORR) similar as
RR after 4xVAD (80% ORR) with
higher frequency of CR =8% vs . 20%

3. Shorter treatment period from the start

to transplantation (reduction of 20%)
CTD/VTD arm £ 120 days vs 150 days




GRAFT COLLECTION using standard regiment

Aim:
safe and easy collection of sufficient number
of CD 34+ cells for et least 2 auto PBSCT

. Estimation:
1.>95 % of successtul graft collections
2. 0% of mortality




MYELOABLATIVE REGIMEN

Ailm:
safe and STANDARD REGIMEN MEL
200/m2 = no EXPERIMENTS
e Estimation:
One AT is sufficient

Tandem optional for pts. Who did not
achieved VGR (> 90 % of MIG reduction )

Safe procedure = £+ 2% of TRMortality



POST- AT TREATMENT
(Maintenance and/or consolidation)

Aim:
Scientific target of the trial CMG 2006
e Estimation:

Control arm = thalidomide 100mg (for et least
2years)

Two experimental arms: ONE with THAL
Second with Velcade



CMG 2006 ver VID +2 MT ARMS: TD & VD

Dose of Dexamethason

& 4 cycles
Chemotherapy Randomisation BAD, VCD, CTD

day 0, 21, 42, 63

| |
\VAED \VAED
DEX 20mg DEX 40mg

Graft collection CFA 2.5g/m?2
|

HDM 200/m2 Patients with response less
& _ ., than 90%
will receive second PBSCT
P BSCT(aUtOg raft) (facultative)
Maintenance/Randomisation
I I
Thalidomide/Dexametazon Velcade/Dexametazon
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CMG 2006 ver VID +3 ARMS MT

Dose of Dexamethason

& 4 cycles

Chemotherapy Randomisation BAD, VCD, CTD
day 0, 21, 42, 63

I |

\VAED \VAED
DEX 20mg DEX 40mg

Graft collection CFA 2.5g/m?2
|

HDM 200/m2 Patients with response less
& than 90%
will receive second PBSCT
PBSCT(autograft) (facultative)

Maintenance/Randomisation

|
Thalidomide/Dexametazon Thalidomide 100mg Velcade/Dexametazon
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CMG 2006 version BAD & CTD+3 ARMS MT

Dose of Dexamethason

o 4 cycles
N BAD/CTD
Chemotherapy Randomisation day 0, 21, 42, 63
[ |
CTD CTD BAD BAD
DEX 40mg DEX 20mg DEX 20mg DEX 40mg
|

Graft collection CFA 2.5g/m?2
|

HDM 200/m2 Patients with response less
& L than 90%
will receive second PBSCT
PBSCT(autograft) (facultative)

Maintenance/Consolidation Randomisation

I
Thalidomide Velcade + DEX consolidation| | Velcade + DEX maintenance
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CMG 2006 CTD & VID +3 MT ARMS

Dose of Dexamethason

&

4 cycles - - ET S 4 cycles
emotnera anaomisation
CTD 2 VTID
day 0, 21, 42, 63 | i i ! day 0, 21, 42, 63
CTD CTD \VARD, \VARD,
DEX 40mg DEX 20mg DEX 40mg DEX20mg
| |
|
Graft collectio'n CFA 2.5g/m2
|
HDM 200/m2 Patients with response less
& _ than 90%
PBSCT(autograft) will receive second PBSCT
(facultative)
[ I
Thalidomide Velcade + DEX consolidation | | Velcade + DEX maintenance

CMG
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CMG 2006 ver. BAD & CTD & VTD +3 MT ARMS

Dose of Dexamethason

& 4 cycles
Chemotherapy Randomisation BAD, VCD, CTD
| | | | day 0, 21, 42, 63
CTD \VARD) \VARD) BAD
DEX 40mg DEX 20mg DEX 40mg DEX 40mg
| |
|
Graft collection CFA 2.5g/m?2
|
HDM 200/m2
& Patients with response less
PBSCT(autograft) > than 90%
will receive second PBSCT
(facultative)
Maintenance/Consolidation Randomisation
I I
Thalidomide Velcade + DEX consolidation | | Velcade + DEX maintenance
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