
Jak by m ěl být lé čen optimáln ě nemocný 
s MM podle guidelines v roce 2012
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Progress in Therapeutic OptionsProgress in Therapeutic Options
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BTZ = Bortezomib ASCT = Stem cell transplantation
BISPH = Bisphosphonates HDC = High-dose chemotherapy PLD = Pegylated liposomal
THAL = Thalidomide MP = Melphalan + Prednisone doxorubicin
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Hsp90 KOS 953
Proteasome PR171, NPI0052 

Aggresome Tubacin
HDAC LBH, SAHA
Akt Perifosine

XBP-1 XBP-1 peptide
Muc-1 NM3

MEK AZD6244
NF-kB NPI1387

PKC Enzastaurin
p38MAPK SCIO469

Telomerase GRN 163L
Natural products EGCG

New Targets/AgentsPLD
2011

• Develop effective combination 
with induction, and consolidation 

and maintenance strategy
• Genome-based selection

• Prevent progression
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- MM is preceded by MGUS as precancerosis. 

- There are subsets of Multiple Myeloma
- There are several CLONES of Multiple Myeloma
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MM: Oncology perspective
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Barlogie B, et al. Br J Haematol. 2006:135;158-164.

What is the Status of Cure in Myeloma Today?
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Change in Outlook And Potential Cure with 
Upfront Novel Agent-based Therapies

Change in Outlook And Potential Cure with 
Upfront Novel Agent-based Therapies

P=0.0008

P=0.19
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P=0.0002

TT1 (78/94)

TT3

TT2+Thal

TT2-Thal

(13/162)

(78/201)

(67/148)

Multi Agent Sequential Therapy Improves Sustained CR
– Is it a Cure? 

Barlogie B, et al. Leukemia. 2008; 22, 1633-1636.



NEW treatment paradigm for 
newly diagnosed patients 

NEW treatment paradigm for 
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Novel agents
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1 ± 2
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Multi Agent Sequential Therapy Targeting Different Clones

Česká myelomová skupina  a její nada ční fond spolupracují p ři zajiš ťování
informa čního servisu  pro nemocné s mnoho četným myelomem

CMGCMGC
Z

E
C

H

G
R

O
U

P

M  Y E L  O M  A
M Y E L  O M A

ČESKÁ MYELOMOVÁ SKUPINA

NADAČNÍ FOND
CMGCMGC

Z
E

C
H

G
R

O
U

P

M Y E L O M A
M Y E L O M A

ČESKÁ MYELOMOVÁ SKUPINA



Novel agents alone 
versus 

intensive therapy + novel agents: 
European Intergroup trial (EMN02)

Novel agents alone 
versus 

intensive therapy + novel agents: 
European Intergroup trial (EMN02)

Induction 
Stem-cell mobilization in all 

patients

Consolidation

Maintenance until
replacement

2 x VRD

4 x VMP

Lenalidomide

HDM/ASCT at relapse

3 x CVD +
Stem-cell aphaeresis

None

HDM 1/2

Lenalidomide

R2

R1

NCT01208766. Available from: http://clinicaltrials.gov. Accessed October 2011. 

Consolidation
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Role autologní transplantace
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Phase 3: MPR versus tandem ASCT 

n=402
Rd (four 28-d 

cycles)
Lenalidomide 25 

mg/d, d1-21
Low-dose dex 

40mg/d, d 
1,8,15,22

R

A

N

D

O

M

I

Z

E

n=202
MPR (six 28-d cycles)

Melphalan 0.18 mg/kg/d, d 1-4
Prednisone 2 mg/kg/d, d 1-4

Len 10 mg/d, d 1-21

n=200
MEL 200

Tandem Mel 200mg /m2 plus stem cell 
support

Induction Consolidation

Primary end point: PFS

R

A

N

D

O

M

I

Z

E

No maintenance

Maintenance
Len 10 mg/d, d 1-21

28-d course until 
relapse

Maintenance

Palumbo et al. ASH 2011 (Abstract 3069), poster presentation
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Phase 3 study: MPR versus tandem ASCT Phase 3 study: MPR versus tandem ASCT 
Median follow up 26 months

MPR (n=202) MEL 200 (n=200) p

CR 20% 25% 0.49

≥VGPR 60% 58% 0.24

2-year PFS 54% 73% <0.001

2-year OS 87% 90% 0.19

Standard-risk patients
2-year PFS

46% 78% 0.007

High-risk patients
2-year PFS

27% 71% 0.004

Patients who achieved CR
2-year PFS

66% 87% <0.001

Patients who achieved PR
2-year PFS

56% 77% <0.001

Gr 3/4 neutropenia 55% 89% <0.001

Gr 3/4 infections 0% 17% <0.001

Gr 3/4 gastrointestinal toxicity 0% 21% <0.001

DVT 2.44% 1.13% 0.43

Second tumors 0.5% 1.5% 0.12

Palumbo et al. ASH 2011 (Abstract 3069), poster presentation



Konsolidační léčba

Česká myelomová skupina  a její nada ční fond spolupracují p ři zajiš ťování
informa čního servisu  pro nemocné s mnoho četným myelomem

CMGCMGC
Z

E
C

H

G
R

O
U

P

M  Y E L  O M  A
M Y E L  O M A

ČESKÁ MYELOMOVÁ SKUPINA

NADAČNÍ FOND
CMGCMGC

Z
E

C
H

G
R

O
U

P

M Y E L O M A
M Y E L O M A

ČESKÁ MYELOMOVÁ SKUPINA



Česká myelomová skupina  a její nada ční fond spolupracují p ři zajiš ťování
informa čního servisu  pro nemocné s mnoho četným myelomem

CMGCMGC
Z

E
C

H

G
R

O
U

P

M  Y E L  O M  A
M Y E L  O M A

ČESKÁ MYELOMOVÁ SKUPINA

NADAČNÍ FOND
CMGCMGC

Z
E

C
H

G
R

O
U

P

M Y E L O M A
M Y E L O M A

ČESKÁ MYELOMOVÁ SKUPINA



Česká myelomová skupina  a její nada ční fond spolupracují p ři zajiš ťování
informa čního servisu  pro nemocné s mnoho četným myelomem

CMGCMGC
Z

E
C

H

G
R

O
U

P

M  Y E L  O M  A
M Y E L  O M A

ČESKÁ MYELOMOVÁ SKUPINA

NADAČNÍ FOND
CMGCMGC

Z
E

C
H

G
R

O
U

P

M Y E L O M A
M Y E L O M A

ČESKÁ MYELOMOVÁ SKUPINA



Udržovací léčba
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Závěr

Česká myelomová skupina  a její nada ční fond spolupracují p ři zajiš ťování
informa čního servisu  pro nemocné s mnoho četným myelomem

CMGCMGC
Z

E
C

H

G
R

O
U

P

M  Y E L  O M  A
M Y E L  O M A

ČESKÁ MYELOMOVÁ SKUPINA

NADAČNÍ FOND
CMGCMGC

Z
E

C
H

G
R

O
U

P

M Y E L O M A
M Y E L O M A

ČESKÁ MYELOMOVÁ SKUPINA



Nemocný by m ěěěěl být lé ččččen 
intenzivn ěěěěji ne ŀŀŀŀ doposud

Nemocný by m ěěěěl být lé ččččen 
intenzivn ěěěěji ne ŀŀŀŀ doposud

Novel agents

Induction
Autograft          

1 ± 2
Consolidatio

n
Maintenance

±

Multi Agent Sequential Therapy Targeting Different Clones
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MEL 200

1 ± 2
VTD/CTD Len 10 mg



Senioři 
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MM-015: Updated results for patients 65-75 
years old

MM-015: Updated results for patients 65-75 
years old

MPR-R MPR MP p

Overall no. of pts 152 153 154

No. of pts 65-75 years 116 116 116

ORR 79%* n/a 47%* *<0.001

≥ VGPR 35% n/a 10% *<0.001

Median PFS 31 months* † 15 months †‡ 12 months* ‡ *†<0.001
‡0.009

Median follow-up 30 months

Palumbo et al. ASH 2011 (Abstract 475), oral presentation

Česká myelomová skupina  a její nada ční fond spolupracují p ři zajiš ťování
informa čního servisu  pro nemocné s mnoho četným myelomem

CMGCMGC
Z

E
C

H

G
R

O
U

P

M  Y E L  O M  A
M Y E L  O M A

ČESKÁ MYELOMOVÁ SKUPINA

NADAČNÍ FOND
CMGCMGC

Z
E

C
H

G
R

O
U

P

M Y E L O M A
M Y E L O M A

ČESKÁ MYELOMOVÁ SKUPINA



Optimalizace !  
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Závěr
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I senior  m ěěěěl být lé ččččen intenzivn ěěěěji ne ŀŀŀŀ
doposud pokud to jde

I senior  m ěěěěl být lé ččččen intenzivn ěěěěji ne ŀŀŀŀ
doposud pokud to jde

Novel agents

Induction
Consolidatio

n
Maintenance

±

Multi Agent Sequential Therapy Targeting Different Clones

Česká myelomová skupina  a její nada ční fond spolupracují p ři zajiš ťování
informa čního servisu  pro nemocné s mnoho četným myelomem

CMGCMGC
Z

E
C

H

G
R

O
U

P

M  Y E L  O M  A
M Y E L  O M A

ČESKÁ MYELOMOVÁ SKUPINA

NADAČNÍ FOND
CMGCMGC

Z
E

C
H

G
R

O
U

P

M Y E L O M A
M Y E L O M A

ČESKÁ MYELOMOVÁ SKUPINA

VMP/CTD/R.
based

VTD/CTD/VCD Len 10 mg



Natural history of multiple myelomaNatural history of multiple myeloma
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1) Re-induction with the same protocol
as used the first time

2) Immediate second autologous  transplantation

3) Allogeneic stem cell transplantation

4) Re-induction plus autologous transplantation

5) Thalidomide based regimen

6) Lenalidomide based regimen

7) Bortezomib based regimen

8) Other novel agens in the clinical trials, 

9) Best Paliative Care

Approach to the Treatment of Patient with 
Relapse after Conventional Treatment 



100

80

60

40

20

0

0 20 40 60 80 100

Overall Survival from Relapse
- Benefit of the Novel Agens

No exposure to novel drugs

Exposed to novel 
drugs

Survival 
(%)

Time from relapse after ASCT (months)

P <.001n=226

n=161

Kumar S K et al, Blood, 2008
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Agents in Phase III Studies

1. Pomalidomide Dexamethasone
2. Carfilzomib Lenalidomide and Dex
3. Vorinostat Bortezomib  
4. Panobinostat Bortezomib  
5. Elotuzumab Lenalidomide and Dex
6. Perifosine Bortezomib
7. Siltuximab Bortezomib

Target Combination /Partner(s)
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Nejperspektivn ější
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Relapse after thalidomide, 
lenalidomide, and 

bortezomib

Relapse after thalidomide, 
lenalidomide, and 

bortezomib
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Výzvy pro budoucnost   
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MGUS or 
smoldering 
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WE NEED NEW treatment paradigm 
for Relapsed patients 
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NEW treatment paradigm for 
newly diagnosed patients 

NEW treatment paradigm for 
newly diagnosed patients 

Novel agents

Induction
Autograft          

1 ± 2
Consolidatio

n
Maintenance

±
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NEW treatment paradigm for 
newly diagnosed patients 

NEW treatment paradigm for 
newly diagnosed patients 

Novel agents

Induction
Autograft          

1 ± 2
Consolidatio

n
Maintenance

±

OLD treatment paradigm for 
relapsed patients (1-2 relapse)
OLD treatment paradigm for 

relapsed patients ( 1-2 relapse)

Induction X (90% NO) x x



ConlusionConlusion

We have now  strong tools    
and natural course of MM 
can be changed
- A: Early intervention strategy- future
- B: More effective treatment in NDMM
- C: More options for advance disease
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Thank you for your attentionThank you for your attention
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