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Charakteristika

@ Novy lék v terapii MM
@ Nepatri mezi konvencni chemoterapeutika

@ I[munomodulacni aktivita
e Blokada angiogeneze
e Primy cytotoxicky ucCinek
e Down-regulace IL-6, TNF-a, snizeni vazby NF-xB
e Inhibice adheze nadorovych bunék
e Indukce apoptozy

® Synergie s konvencnimi chemoterapeutiky




Charakteristika

@ Hledani vhodného davkovaciho schématu
@ Doba podavani thalidomidu

@ Toxicita
e Neuropatie
e Hluboka zilni tromboza
e Zacpa
e Alergické exantémy
e Demence, psychozy

® Opakované podavani




Soucasna role thalidomidu
uMim

A) Relaps/ refrakterni MM |1) Thal monoterapie
2) Thal+Dex
3) kombinace

B) Indukce pfed ASCT  [4) TD uginngjsi nez VAD

C) Udrzovaci terapie 5) Thal prodluzuje EFS

D) Primolécba u senioru |6) MPT- novy zlaty
standard

Volné dle Harousseau, Future Oncol 2006, 2(5): 577-589



A) Refrakterni MM
1) Thalidomid v monoterapii

Autor ORR Citace

Yakoub-Agha 66% Hematol J 2002; 3: 185-92

Petrucci 63% Hematol J 2003; 4(suppl 1):59
Dmoszynska 56% Hematol J 2003; 4(suppl 1): 34
Maisnar 55% Eur J. Haem 2007; 79: 305-309

Tosi 46% Haematologica 2002; 87:408-14

Wu 45% Ned Tijdschr Geneesk 2002; 146:1445-8
Neben 42% Br J Haematol 2001; 115: 605-8
Barlogie 37% Blood 2001; 98: 492-4

Grosbois 32% Blood 2001; 98: 163a

Mileshkin 28% Blood 2003; 102: 69-77

Neuwirtova, Spicka 48% Transfuz Hemat dnes 2002; 8 (1): 13-19
Celkova 42% (CR + PR + MR)

odpoved CR + PR = 30%




A) Refrakterni MM
2) Thalidomid + Dexametazon

Autor ORR |Citace

Fernand et al 6 50/0 Blood. 2006;108: Abstract 3563.

Caravita et al 570/0 IMMW 2003, Abstract 333

Palumbo et al 56 o/0 Haematologica. 2001,;86:399—-403.
Dimopoulos et al. 5 5(:y0 Ann Oncol.2001;12:991-995.

Durie et al 5 50/0 IMMW 2003, Abstract 325
Anagnostopoulos et al 470/0 Brit J. Haem. 2003; 121 (5):768-777
Palumbo et al 41 0/0 Haematologica. 2001,;86:399—-403

Celkova odpoved

54%




A) Refrakterni MM
3) Thalidomid v kombinacich

Autor Rezim ORR | Citace

Zangari Velcade + Thal + Dex |92% | Blood 2003; 102:830.

Moehler Thal-CED 86% | Blood 2003; 102:2562

Agrawal Doxil VD- Thal 80% | Blood 2003; 102:831.

Offidani TAD 76% | Haematologica. 2006;91:133—136
Hussein VAD-Thal 75% | Mayo Clin Proc. 2006,81:889—-895
Suvannasank | CP-Thal 69% | ASCO 2005, Abstract 6591
Chanan-Khan | Thal + Velcade + Doxil | 65% | Leuk Lymphoma 2005,;46:1103-4
Offidani MT 59% | Hematol J. 2004;5:312-317
Oakervee VAD-Thal 48% | Brit J Haem 2002; 117: 65
Srkalovic MD-Thal 45% | Med Oncol 2002; 19(4):219-226
Palumbo Miv. PT 41% | Eur J Hematol. 2006;76:273-277




A) Refrakterni MM
3) Thalidomid v kombinaci CTD

Autor ORR |citace

Dimopoulos et al. 84% Hematol J 2004; 5: 112-7

Sidra et al 83,8% Haematologica 2006; 91(6):862-863
Garcia-Sanz, San Miguel et al. 83% Leukemia 2004; 18: 856-63
Zemanova za CMG 80% Hemat Transf 2007, Neoplasma, in press
Williams et al 71-83% Blood 2004; 104: Suppl., No. 1499.
Kyriakou et al. 79% Britd Hemat 2005, 129

Garcia-Sanz, San Miguel et al. 77% Hematol J 2002 3(1).43-8

Caravita et al 75% Hematol J 2003; 4, S1: 238

Kropff et al 72% Hematol J 2003; 4, S1: 236

Di Raimondo et al 71% Hematol J 2003; 4, S1: 241.

Gonzales-Porras et al

61%

IMMW 2003, Abstract 326




B) Thalidomid v indukci pred
ASCT

Autor |RezZim ORR |Citace
Badros VDT-PACE (cisplatina, 100% Blood 2005; 106: 771a Abstract 2747
doxorubicin, cyklofosfamid,
etoposid)
Sidra CDT 87% Haematologica 2006; 91: 862- 863
Goldschmidt | TAD vs VAD 80% vs 63% | Blood 2005; 106:128a, Abstract 424
Cavo Thal+Dex vs VAD 76% vs 52% | Blood 2005;106(1):35-9
Zervas T-VAD 74% Ann Oncol 2004; 15: 134-138
Weber Thal+dex vs thal 72% vs 36% | J Clin Oncol 2003; 21: 16-19
Rajkumar Thal+dex 64% J Clin Oncol 2002; 20:4319-4323
Rajkumar Thal-Dex vs Dex 63% vs 41% | J Clin Oncol 2006;24: 431
Barlogie Polychemoterapie + thal vs | 60% vs 40% | N Engl J Med 2006; 354(10):1021-30
polychemoterapie
Rajkumar Thal 34% Leukemia 2003; 17: 775-779




C) Udrzovaci lecba
thalidomidem

Attal Blood 2006

Thal vs Pamidronat vs
bez terapie

3-leté EFS 52% vs 37% vs 36%
4-leté OS 87% vs 74% vs 77%
CR +VGPR: 67% vs 57% vs 55%

Spencer ASH 2006 | Thal+Pred vs Pred

2-leté PFS 66% vs 40%
2-leté OS 91% vs 80%
CR 24% vs 15%

Offidani ASH 2006 | Thal+Dex vs IFN vs Dex

>EFS
oD

Barlogie NEJM 2006 | Thal

5-leté PFS 56% vs 44%
beze zmény OS
CR 62% vs 43%

Abdelkefi ASH 2006 | ASCT+thal vs 2xASCT

2-leté PFS 84% vs 70%
CR 67% vs 51%

*po ASCT + standart risk” pacienti




C) Udrzovaci léecha
thalidomidem

IFM 99 02 : Overall Survival According
to Thal (Arm B versus Arm C).

100 e
=1
=1ull ArmB
e A —bez 1écby (N=200)
=y P < 0.01
oB - Pamidronate (N=196)
o o(C - Pamidronate +Thalidomide (N= 201)
=] == =7 TE

Attal et al. Blood 2006; 108, 10: 3289-3294.




D) Primolecba thalidomidem
u senioru

Randomizované studie u senioru:

1) Studie GIMEMA (Palumbo et al): MPT vs MP

2) Studie IFM 01-01 (Hulin et al): MPT vs MP+placebo

3) Studie IFM 99-06 (Facon et al): MPT vs MP vs Mel100

Rezim ORR Citace
MPT vs MP 76% vs 48% Palumbo A et al. Lancet 2006; 367: 825-831
MPT vs MP+placebo 89% vs 39% Hulin et al. J Clin Oncol 2007; 25: 441

MPT vs Mel100 vs MP 76% vs 65% vs 35% | Facon et al J Clin Oncol 2006;24: 1




D) Primolecba thalidomidem

u senioru - GIMEMA

MP vs MPT in Newly Diagnosed
Myeloma Patients, Aged 60-85 Years

GIMEMA Trial Design

Previously Standard MF:
intreated patients ’n/ 6 courses at 4-week intervals Primary
with MM endpoint :
Median age, 72 response
years \n\ MPT Arm and EFS
(N = 255) MP + Thal at 100 mg/day, continuously

Palumbo A et al. Lancet 2006; 367:825-831.




D) Primolecba thalidomidem
u senioru - GIMEMA

Propotion ofpatients

Mumber at risk
MPT
MFP

Overall survival

HR 068 (95% €1 0.38-1.22) p=0-19

MPT vs MP

Event-free survival

F e portion of patients

HR 0-51 {95% 1 0-35-0-75) p=0-0005

129
1z6

Manths

12
Mioniths
Numiber at risk
MFT
MP

Palumbo. Lancet. 2006;367:825.



D) Primolecba thalidomidem
u senioru - GIMEMA

MPT vs MP

MPT MP
2-leté EFS 54% 27%
3-leté OS 80% 64%
ORR 76% 47,6%
CR + uCR 27,9% 7,2%

Trombembolismus — v prvnich 4 mésicich — az 20%, s enoxaparinem 3%

Palumbo. Lancet. 2006;367:825.




D) Primoléecba thalidomidem

u senioru - IFM 01-01

MP vs MPT in Newly Diagnosed
Myeloma Patients, Aged >75 Years

IFM 01-01 Trial Design

Newly

diagnosed MM Primary endpoint:
patients; age overall survival
>75 years
(N =200)

Hulin et al. J Clin Oncol. 2007-25(185):441s. ASCO Abstract 8001



D) Primolecba thalidomidem
u senioru - IFM 01-01

MPT vs MP+ placebo
PFS 0S

5 c
S 41.00° O 1.001
Q MPT 7] MPT
T Median = 24.1 months S Median = 45.3 months
£ 0.75 L 075
1= =
5 g
=]
‘S 0.50 2 0.50
2 5
[a] 0
T 0.25 1 = e MP
E Median = 19 months S Median = 27.7 months
5 c
7] . 3 l
L T T T T T T r @ Lot T T T T T T T
] 10 20 30 40 50 60 0 10 20 30 40 50 60
Time from randomization (months) Time from randomization (months)
Log-Rank test p=0.001 Log-Rank test p=0.05

Hulin. J Clin Oncol. 2007; 25 (18S):441sc



D) Primolecba thalidomidem
u senioru - IFM 01-01

MPT MP+placebo
OS (mésice) 45,3 27,7
PFS (mésice) 24 1 19
PR 61% 31%
CR 7% 1%
VGPR 22% 8%

Hulin. J Clin Oncol. 2007; 25 (18S):441sc



D) Primolecba thalidomidem
u senioru - IFM 99-06

MP vs MPT vs Mel 100 in Newly Diagnosed
Myeloma Patients, Aged 65-75 Years

Newly
diagnosed MM
patients; age
65-75 years
(N = 447)

IFM 99-06 Trial Design

MPT Arm

MP + Thal at MTD hﬂtﬁﬁw

Mel 100 x 2 Arm

VAD x 2; cyclophosphamide
3 g/mZ; Mel 100 mg/m?2

Facon et al. J Clin Oncol. 2006;24(185):245. ASCO Abstract 1

Primary
endpoint:
overall survival




D) Primolecba thalidomidem
u senioru

MPT vs MP vs Mel100

1.0
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Of MP
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Tima #om Inolusan, mo Timetom Inaludon, mo

Fra

Facon. Lancet 2007; 370: 1209-1218



D) Primolecba thalidomidem

u senioru
MPT vs MP vs Mel100

MPT MP Mel100
OS (mesice) |51,6 33,2 38,3
PFS 29,5 17,2 19,0
ORR 76% 35% 65%
CR 13% 2% 18%
VGPR 47% 7% 43%

- Neni rozdil v OS ani PFS pri Thal>200mg a Thal<200mg
- MPT rusi nepriznivy efekt stadia IPI, del 13

Facon. Lancet 2007; 370: 1209-1218




ra:\"[-1aY,
@ Thalidomid — ucinny v ruznych fazich MM:
e Refrakterni/relabujici onemocnéni
e VySSi ucinnost kombinovanych rezimu

e Induk¢ni chemoterapie pfed ASCT
e Udrzovaci chemoterapie

P

Primolécba:

P

MPT - novy zlaty standard v Ié€bé MM u senioru

Potvrzeni ucinnosti v primolécbé randomizovanymi
studiemi — ORR, CR, PFSi OS

Toxicita — kumulativni - nizsi davky (50-100mg
denné) — srovnatelna udinnost

P

P







	Výsledky randomizovaných studií s thalidomidem �u seniorů
	Charakteristika
	Charakteristika
	Současná role thalidomidu u MM
	A) Refrakterní MM�1) Thalidomid v monoterapii
	A) Refrakterní MM�2) Thalidomid + Dexametazon
	A) Refrakterní MM�3) Thalidomid v kombinacích
	A) Refrakterní MM�3) Thalidomid v kombinaci CTD
	B) Thalidomid v indukci před ASCT
	C) Udržovací léčba thalidomidem
	C) Udržovací léčba thalidomidem
	Primoléčba thalidomidem �u seniorů
	Primoléčba thalidomidem �u seniorů - GIMEMA
	Snímek číslo 14
	Snímek číslo 15
	Primoléčba thalidomidem �u seniorů – IFM 01-01
	Primoléčba thalidomidem �u seniorů – IFM 01-01
	Primoléčba thalidomidem �u seniorů – IFM 01-01
	Primoléčba thalidomidem �u seniorů – IFM 99-06
	Primoléčba thalidomidem �u seniorů
	Primoléčba thalidomidem �u seniorů
	Závěry
	Snímek číslo 23

