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Thalidomid

a-Phthalimidoglutarimide
*(1)-N-(2,6-Dioxo-3-piperidyl)phthalimide
*(+)-N-(2,6-Dioxo-3-piperidinyl)-1H-isoindol-1,3(2H)-dione

R-thalidomid S-thalidomid




Teratogenita thalido
(Contergan)

Amelie (chybeni koncetin)
Fokomelie (zkraceni koncCetin)
Hypoplasticita kosti, chybéni kosti

Abnormality zevniho ucha (chybeni aurikul
nebo chybéjici zvukovod)

Ochrnuti tvare

Abnormality oka (anoftalmus, mikroftalmus
Vrozené defekty srdce

V malé mire malformace Gl traktu, mocovy
pohlavnich organu

Perinatalni mortalita az 40%




Navrat thalidomidu

* 1965 — Olson et al. - zpomaleni prog
jednoho nemocného s MM’

« 1999 Arkansas — thalidomid pro
refrakterni/relabujici myelom?:
Protokol s eskalaci davky 200-800mg
- 2%CR, 12%VGPR, 10% PR, 7% MR,

- ORR 31%

treatment of advanced cancer. Clin Pharmacol Ther 1965; 6: 292-7.

?Barlogie B, Desikan R, Eddlemon P, Spencer T, Zeldis J, Munshi N, et al. Extendec
advanced and refractory multiple myeloma after single-agent thalidomide: identifica
factors in a phase 2 study of 169 patients. Blood 2001; 98: 492-4.




Thalidomid v monote

Autor ORR Citace
Yakoub-Agha 66% Hematol J 2002; 3: 185-9
Petrucci 63% Hematol J 2003; 4(suppl
Dmoszynska 56% Hematol J 2003; 4(suppl 1
Tosi 46% Haematologica 2002; 87:4
Wu 45% Ned Tijdschr Geneesk 20
Neben 42% Br J Haematol 2001; 115:
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 20

Celkova 42% (CR + PR + MR)
odpoved CR + PR = 30%

Volné dle:Joshua DE. Thalidomide in the treatment of multiple myeloma,
Haematologica reports 11 (vol 1), 2005: 1-6.

-




Udinky thalidomidt

,biological-based” efekt ‘

Primy cytotoxicky efekt na maligni bunky - stimulace
Blokace angiogeneze (blokada rustu fibroblastu, blo !
Down-regulace IL-6 a TNF-o, snizeni vazby NF-kB
Stimulace anti-CD3 T-lymfocytu

Indukce sekrece IFN a IL-2 (Th1 odpovéd)

Inhibice adheze nadorovych bunek a mikroprostredi I
Zvyseni poctu NK bunéek

Indukce apoptdézy myelomovych plazmocytu

Zastava rustu v G1 fazi bunééného cyklu

,primy antimyelomovy efekt® — in vitro

Synergista ,konvencnich chemoterapeutik®




Low dose Thal +
Velcade + Doxil

, Thal + Velcade + ADM
+ Dex

’Celkova odpoved

Dimopoulos MA et al. Ann Oncol 2001;1
Palumbo A et al. Haematologica 2001, 8
Weber D et al. J Clin Oncol 2003; 21:16
Rajkumar SV et al. J Clin Oncol. 2002

Garcia-Sanz R, San Miguel J et al. He
Garcia-Sanz R, San Miguel J et al. Leuk
Dimopoulos MA et al. Hematol J 2004; 5.
Kyriakou Ch et al. BritJ Hemat 2005, 12

Moehler T et al. Blood 2003; 102:2562.

Agrawal NR et al. Blood 2003; 102:831.

Zangari M et al. Blood 2003; 102:830.

Chanan-Khan AA et al. Leuk Lymphoma

Hollming K et al. Blood 2004; 104:2399.

'l
»
2% 90%(CR+PR+MR), PRSI CRUNNIL 4




domid v kombinacich

e

Thalidomide + dexamethasone

p<0.03

Conventional chemotherapy

% Progression-free survival

‘Illl] 15 20 25
Time {(mao)

Refrakterni MM
Thal 100mg denné

Thalidomide + dexamethasone

p<0.05

%, Dverall survival

Conventional chemotherapy

10 20 30 40
Time (mo)

Boccadoro et al. Haematologica reports 2005; 1 (11): 7-10.
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L Thalidomid v primolée

P + Thal vs MP 84% Facon et al. Blood 2004; {
93% Palumbo et al. ASCO su
Jrhal vs Thal+Dex vs Dex 36vs72% Weber et al. J Clin Oncol

58% Rajkumar SV et al. Blood
‘ Thal+Dex vs VAD 76% Cavo et al, Blood 2005;1

TD vs Velcade 69% Alexanian et al, ASH abs
76% Rajkumar et al. J Clin On

Celkova odpovéd 36-93%
Cd
4 X

P+ASCT vs MPT + ASCT 62%CR Barlogie et al. N Engl Jm
(vice CR a EFS, nikoli v§




P portio nof patients

Thalidomid v primolecbe

Overall survival

Thal do 400mg denneé

Propo tion of patients

HR 0-51 (95% 1 0-35-0-75) p=0-0008 HR 068 (35% C1 0:38-1.22) p=0-13

.:. I
12 f
Manths

7o
49

Palumbo. Lancet. 2006;367:825.




&
P> Thalidomid v udriov
terapii ‘

200-40

]

evalue

Tosi et al. Eur J. Hematol 2005; 74 (3): 212-6. | \Cas
Stewart et al. Clin cancer res 2005; 10 PFS

~TTP

™) Sahebi et al. Bone Marrow Transplantaton 2-lete
2006; 37: 825-829 PFS

i Attal et al. Haematologica 2005: 90 (suppl 1):  4-leté

(24):8170-6. (odd
. : Rezi
Dimopoulos et al. Hematol J 2004; 5(2):112-7.

./ 17. (Thal 400mg vs bisfosfonaty vs 0)

\




Thalidomid v udrzovaci
terapii

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

™
L

A -no therapy (n= 200pts.)
B - Pamidronate (n= 196 pts.)
C - Pamidronate +Thalidomide (n= 201 pts.)

] == =7

Attal et al. Blood 2006; 108, 10: 3289-3294.
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Thalidomid — nezadc
ucinky

. Casté a zavazné:

- Periferni neuropatie

* dop. podavani do 6mésicu, peclivé klinické hodnocenispise nez EMG

Hluboka zilni trombodza (kombinace se

- Alergicka reakce

*Mileshkin L. et al. Developmentof Neuropathy in Patients With Myeloma
Thalidomide: Patterns of Occurence and the Role of Electrophysiologic M
Oncol 2006; 24(27): 4507-14




Thalidomid — nezado

y o n

ucinky

Casté a méné zavazné

Ospalost, sedace 6-77%
Zavraté, slabost 25-67%
Zacpa 18-86%
Otoky 0-8,3%
Neutropenie 2-26%
Bradykardie 4-19%

U renalniho postizeni — hyperkalemie (v prv
podavani) X obecné - bezpecny i u renalnihc

*Fakhouri et al. Brit J Haematol 2004; 125:90-102
Tosi et al Eur J Haematol 2004; 73: 98-103




Thalidomid v CF

* Od roku 2002 Thalidomid (Gru
* Od roku 2005 Myrin (Lipomed

* Rezimy s nizkou davkou thalid
50-100 — (200mg) - dostupnos




Thalidomid v CR

1) U predléCenych nemocnych v relapsu
onemocneni, v pripade progrese pri
chemoterapii — leécba 2. linie

2) CTD rezim, posléze v ramci CMG CTD

junior
'3) Studie s thalidomidem:

a) Primolécba — Ludwigova (CEMSG) studie
vs MP)

b) Studie Thalidomid vs. Dexametazon v rela
ASCT (OPTIMUM)

c) Studie EBMT — MMVAR (VTD vs TD)
) Aktivace primolécby thalidomidem v




Thalidomid — zkusenosti

TCD — pokles paraproteinu
behem lecCby:

Zemanova M. et al. — Strbské pleso 2005, Prostéjov 2005, OHD 2006, Dny mladych internisti 2006 » %



Thalidomid — zkusenc
n=57

1.relaps
2.relaps

® Withdrawn for /
SD+PD
B CR+PR+MR

1st 2nd 1st + 2nd
relapse relapse relapse

Radocha J, Maisnar V. Nizkodavkovany talidomid u refrakterniho a relabujiciho mnohocetné
Lék 2007: 53(2): 129-134




Thalidomid - zkuse

CTD senior: 28-denni cyklus

Myrin (thalidomid) 100mg 0-0-1 p.o. denne
CFA 50mg p.o. denné

Dexametazon 20mg p.o. 1.-4., 15.-18.den
CTD junior: 21-denni cyklus

Myrin (thalidomid) 200mg p.o. denné

CFA 800mg i.v. 1. den cyklu
Dexametazon 40mg p.o. 1.-4., 12.-15.den

Zemanovéa M et al. Za Caskou myelomovou skupinu. Rezim CTD (cyklofosf

mid, dexametazon) v lécbe relabujicich a refrakternich forem mnohocetného



Thalidomid - zkusen

« n=85: CTD junior 37 (38%), CTD senior 60 (62%)
. ORR 68 (80%): CR 7 (8%), PR 42(50%),MF

CTD junior CTD
CR/NVGPR 0% / 7% 2% |

PR SYA 48%
MR 30% 18%
CR+PR+MR 89% 75%
CR +PR 59% 55%
SD 4% 16%
PD 7% 9%




Thalidomid - zave

Zasadni zména prognozy nemocn
,prekonani chemorezistence

Novy ,nemyelotoxicky” ucinek
Dobra snasenlivost

Vhodny i pro prediéCené nemocné
Uginny i v malych davkach
Prijatelna toxicita

Ambulantni podavani




Thalidomid - budouc

Dostupnost v CR (+ cena)

Hledani idealniho rezimu

Spravna indikace + vcasna indika
Opakované podavani + délka podava
Neuropatie — prevence Ci lecba?
Extramedularni projevy, hyposekrec
IMID analoga s redukci toxicity

Mene administrativni zateze
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