encialu pripravku Revlimid
mnohocetnym myelomem. “

SouRrmsoucasnych
ZKUSEROSUISIPHPIAVAETIIN
BeviimidEenalidemicinacH

Doc. MUDr. Vladimir Maisnar, Ph.D.
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nemocnychSaviv

v' latka patfici do skupiny imunomodulaénich |é€iv zvanych IMiDy
vznikla modifikaci thalidomidu s cilem zlepSeni jeho protinadorového
pusobeni a soucasné i bezpecnostniho profilu

v v CR dostupna od jara roku 2008 N&O
NH

v k dispozici data véech center CMG  NH,

v pacientim byl podavan Revlimid v davce 25mg/den (D1-21) v 28-
dennich cyklech spolu s kortikoidy ve forme 40mg Dexamethasonu
D1, 8, 15 a 22
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Celkovy pocet pacientu
n=38




Zéakladni charakteristika

Pohlavi

muzi 21 (55.3%)
zeny 17 (44.7%)
Vék (celkovy)

pramér (SD) 64.7 (9.3)
median 65.8
min-max 37.8-79.8

Vék (zahajeni terapie)

pramér (SD) 63.7 (9.7)
median 65.1
min-max 37.2-79.4
Typ paraproteinu

IgG 24 (63.2%)
IgA 11 (28.9%)
IgM 1(2.6%)
B-J 1 (2.6%)
nesecernujici 1(2.6%)

Pocet pacientt

Typ paraproteinu

254
20+
15
10

IgG IgA IgM B-J nesek.
Typ paraproteinu )

Vék (celkovy) Vék (zahajeni terapie)
o3 o3
T 8 T 8
o ()
G 6 S 6
© ©
Q 4 Q. 4
o 21 o 21
o o
o o a o
b @ O > O > A @ O > Ax A
P s 6"6 &S T P ca"b &S 7
\\ Vék (roky) \\ Vék (roky) )
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Zéakladni charakteristika

Stadium ISS (n=34)

Stadium D-S

| 2 (5.3%)
I 10 (26.3%)
Il 26 (68.4%)
Stadium A/B

A 34 (89.5%)
B 4 (10.5%)

89%

Stadium A/B

1%

1
2
3

15 (44.1%)
10 (29.4%)
9 (26.5%)




_. 3 AR SHEASOUIIONE
(Coeene gl o) SO o
\ ] lanil zialzlnl 1289y )

| suaunns J _ stacum A

Zakladni charakteristika

Stadium D-S
| 0 (0.0%) 87%
I 5(13.2%) 89%
i 33 (86.8%)
Stadium A/B (n=37)
A 33 (89.2%)
B 4 (10.8%)
Stadium ISS
1 16 (42.1%) 13% 0% 1%
2 7 (18.4%) B
3 15 (39.5%) - -
Follow-up (zahajeni terapie)
primér (SD) 8.5(3.1) m
odidn 6.8 m Follow-up (zahajeni terapie)
min-max 2.8-18.0 m
3
_g 15-
(&)
g 10+
3 9
5 0!

W . M-

Follow-up (mésice) )




Pocet linii predchozi |écby

Pred aktualni Iécbou

Podet linii pfedchozi 16&by 58%
zadna linie 1(2.6%)

1 linie 5 (13.2%)

2 linie 10 (26.3%)

3 linie 14 (36.8%)

4 linie 2 (5.3%)

5 linif 1 (2.6%) 16%
6 linif 2 (5.3%)

7 linii 2 (5.3%)

8 linif 1 (2.6%)

Pocet linii pfedchozi I1écby

pramér (SD) 3.0 (1.8) linie Predchozi lécba
median 3.0 linie

min-max 0-8 linii

Predchozi l1écba Velcade ] n=23
Velcade 23 (60.5%) Thalidomid- n=25
Thalidomid 25 (65.8%) Jen Velcade-

Jen Velcade 7 (18.4%) Jen Thalidomid-

Jen Thalidomid 9 (23.7%) Vel i Thal-

Vel i Thal 16 (42.1%) Bez Vel, bez Thal-

Bez V, bez Th 6 (15.8%) -

. Y
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Zakladni charakteristika

Lécebna odpoved (n=24)

ORR 12 (50.0%)
CR 1(4.2%)
VGPR 2 (8.3%)
PR 9 (37.5%)
MR 3 (12.5%)
SD 6 (25.0%)
PD 3 (12.5%)
Ukonceni léCby

ne (pokraduijici) 18 (47,4%)
ano 20 (52,6%)

Dlvody ukonéeni Ié¢by

umrti 6 (30.0%)
progrese 4 (20.0%)
LO 2 (10.0%)
hematol. toxicita 2 (10.0%)
LO + NU 1 (5.0%)
NU + progrese 1 (5.0%)
nedostate¢. LO 1 (5.0%)
max pocet cykld — 1 (5.0%)
8 cykll

celkové zhorseni 1 (5.0%)
stavu

nalezen darce 1 (5.0%)

k allo-ASCT

P4

KLU INNECIIVASE

Pocet pacientu

rizillelornlelzin])

CRVGPRPR MR SD PD
Lécebna odpovéd

I—\,

Ukongéeni IéCby

|:| Lécéba ukonéena

Davody ukonéeni [éEby (N=20)

amrti 6 (30.0%)

- Lécba neukonéena progrese 4 (20.0%)

LO 2 (10.0%)

47% hematologicka toxicita 2 (10.0%)

LO + NU (5.0%)

NU + progrese 1 (5.0%)

nedostate¢na LO 1 (5.0%)

max. pocet cyklu 1 (5.0%)

53% celkové zhorSeni stavu 1 (5.0%)
nalezen darce k allo-ASCT 1 (5.0%)
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Délka lé&by
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| Celkem | Lécba ukoncena | Lécba neukonéena
n 38 20 18
prdmér (min-max) 5.9 (0.3-9.7) 4.6 (0.3-9.0) 7.4 (2.8-9.7)
3 Q . - x -
.qc.; 15 g; ig I:I Lécba ukoncena
5 10 = ' 8¢ &
§ .g 30 - Lééba neukonéena
= 5 § 20-
§ 0 = 101
<]
Pig 2 2 2 2 <) 0-
YA PR o <2 239 459 679 >7.9
Kk Délka lécby (mésice) Délka lIéEby (mésice) W
Pocet cyklu
| Celkem | Lécba ukoncena | Lécba neukonéena
n 38 20 18
primér (min-max) 4.6 (0.5-8.0) 4.1 (0.5-8.0) 5.1 (2.0-8.0)
3 Q . . x <
-g o;, 40 I:I Lééba ukonéena
= = 30 - .
8 < - Lécba neukoncena
o — 20
- (&)
>8 g 101
o] =
e 3
o <2 2-39 459 6-7.9 8
Pocet cykll Pocet cyklu )




Pocet pacientt

Celkem

AKLUIIN ECIIYASE

Celkova kumulativni davka (1 cyklus = 21x25mg = 525mg)

PR 4
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:L
.
o
(N
H
—
@

Lécba ukoncéena | Lécba neukoncena

n
pramér (min-max)

©ON b O O®

196@90.’00 b;j Q»wa‘b:‘?ébkéb% ,b°.>
Q7 N7 NT e Q7 B 9y

Celkova davka (x10° mg)

38

2075.3 (250.0-4522.0)

Podil pacientt (%)

40
30

20
10
0

[,Q 69 Q’

1873.3 (250.0-4200.0)

18
2299.7 (945.0-4522.0)

20

I:I Lécba ukoncena
- Lécéba neukoncena

b 9 v@\qé‘}b@qé’-’uébq’ 7,50.5
Q7 N N Q4 QT B

Celkova davka (x103 mg)

Davka na den (=celkova kumulativni davka/délka Ié€by)

Pocet pacienti

Celkem

Lécba ukoncéena | Lécba neukoncéena

n
prdmér (min-max)

15

10

5

0

O O O O o
Lo'\,‘l«‘b
6@\"‘»

Davka (mg/den)

38
12.7 (3.4-27.3)

Podil pacientu (%)

50+
40+
30
20
10

20 18
14.4 (3.4-27.3) 10.7 (3.5-18.4)

I:I Lécéba ukoncena

- Lécba neukoncena

1014 15-19 20-24 >24

<5 59
Davka (mg/den)




Pocet pacienti

95%

Pacienti s NU (n=36)

40-

30

20+

1-2 34
Stupen dle NCI

St. 3

St. 4

Neuropatie vstupné (n=35) 9(25.7%) | 8(22.9%) | 3(8.6%) |0 (0.0%)
Neuropatie induk. (n=35) 4 (11.4%) | 7 (20.0%) | 4 (11.4%) |0 (0.0%)
Nausea, zvraceni (n=35) 3 (8.6%) 0 (0.0%) 0(0.0%) |0 (0.0%)
Nechutenstvi (n=35) 2 (5.7%) 1 (2.9%) 0(0.0%) |0 (0.0%)
Prdjem (n=35) 4 (11.4%) | 1(2.9%) 0(0.0%) |0 (0.0%)
Zéacpa (n=35) 7 (20.0%) | 1 (2.9%) 0(0.0%) |0 (0.0%)
Unava, slabost (n=35) 16 (45.7%) | 6 (17.1%) | 0(0.0%) [0 (0.0%)
Trombosa, embolie (n=35) 3 (8.6%) 0 (0.0%) 0 (0.0%) |0 (0.0%)
Infekéni komplikace (n=35) 4(11.4%) | 9(25.7%) | 2(5.7%) |0 (0.0%)
Trombocytopenie (n=37) 15 (40.5%) | 4 (10.8%) | 6(16.2%) |1 (2.7%)
Neutropenie (n=37) 5(13.5%) | 6 (16.2%) | 10 (27.0%) | 3 (8.1%)
Anemie (n=36) 11 (30.6%) | 9 (25.0%) | 4 (11.1%) |1 (2.8%)
Jiné NU (n=36) 11 (30.6%) | 10 (27.8%) | 6 (16.7%) |0 (0.0%)

&

Celkem bylo zaznamenano 196 nezadoucich ucinkl u 36
pacientu. Nezadoucich ucinkl stupné 1-2 bylo celkem 153,
stupné 3-4 celkem 40, z toho komplikace ve smyslu TEN se
pres profylaxi LMWH vyskytly u 3 nemocnych (8.6%).




0.9¢
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Cumulative Proportion
Surviving

0 2 4 6 8 10 12

Time (months)

| n=38
median preziti 7.8 mésice
6-ti mésicni preziti 73.4%

TTP — ,,Time To Progression*

= od zah3jeni IéCby do progrese nebo umrti na MM

)
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Cumulative Proportion
Surviving

0.0

10}
0.9}
0.8}
0.7 }
0.6}
0.5}
04}
0.3}
0.2}
0.1}

01 2 3 45 6 7 8 9 10

Time (months)

median preziti
6-ti mésicni preziti 80.8%

DOR - ,,Duration Of Response*

= od dosazeni PR do progrese nebo umrti na MM
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I PFS bylo vyrazné kratSi u nemocnych drive lé¢enych thalidomidem !
(TTP: p=0.004, PFS: p=0.02)
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No prior exposure to

Prior exposure to

thalidomide P thalidomide p

Len/Dex Dex Len/Dex Dex

(n=226) (n=204) (n=127) (n=147)
CR 19% 2.5% - 7.9% 1.4% -
VGPR 19.5% 4.4% - 13.4% 0.7% -
CR + PR 64.6% 27.5% <0.001 53.5% 14.3% <0.001
TTP 13.9 4.7 8.4
median months months <0.001 months 4.6 months  <0.001
( )
PFS 13.2 4.7 8.4 4.6
(median) months months <0.001 months months <0.001
(013) 36.1 33.3 28.7
median months months months
(median) h 32 months 0.04 h h ns

Wang et al. Blood 2008; 112:4445-4451




MM-009 and MM-010: prospective subgroup analysis

T1 (n=124) T2 (n = 65) T3 (n = 44)
Len + Dex Dex Len + Dex Dex Len + Dex Dex
(n = 54) (n=70) (n=31) (n = 34) (n =20) (n =24)
ORR, % 65 17 42 6 50 21
CR 11 1 7 3 5 0
VGPR 13 1 13 3 20 0
PR 41 14 23 0 25 21
Median TTP, 9.3 4.6 7.8 3.7 7.2 3.7
months

T1 (thalidomide sensitive): responded to thalidomide; no progression during thalidomide therapy
T2 (thalidomide relapsed): responded to thalidomide; progressed during thalidomide therapy

T3 (thalidomide refractory): no response to thalidomide; progressed during thalidomide therapy
All differences between Len + Dex and Dex: p < 0.05.




zatim stale nezrala data vzhledem ke kratkému sledovani (< 1 rok)

dosavadni celkovou lécebnou odpovéed (ORR = 50%) nutno povazovat
vzhledem ke stupni predléceni nasich nemocnych za velmi
uspokojivou (1x CR, 2x VGPR a 9x PR u 24 nemocnych)

nejvice limitujici pro 1é€bu Revlimidem je hematologicka toxicita,
Iécebné rezimy bude nutné jesté dale optimalizovat !

vyskyt TEN byl diky pouzité antikoagulacni terapii LMWH minimalni a
nezavazny (pouze u 3 nemocnych = 8,6%)

od pocatku letosniho roku mame v rukou dalsi z ,,u¢innych léki MM*
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