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REVLIMID - Lenalidomid

imunomodulator ucinejsi nez thalidomid
— inhibice TNF-a
— stimulace T-bunecné proliferace
— stimulace tvorby IL-2, [FN-y

odlisné spektrum NU oproti Thalidomidu

myelosuprese
bez vyznamné neuropatie, sedace, zacpy



Prehled zkusenosti s IéCbou
Revilimidem v trojkombinaci



PRIMOTERAPIE

MPR RCP

Len 10 mg/den D1-21 Len 25 mg/den, p.o. 21 dni
Mel 0,18 mg/kg/den D1-4 CFA 50 mg 2x denné., p.o. 21 dni
Pred 2 mg/kg/den D1-4 Pred 50 mg ob den., p.o. 28 dni

Lécebna odpoved’: Lécebna odpoved’:
CR 24 % ORR 94%,
VGPR 24 % CR 6%

PR 33 % nCR 6%

SD 19 % VGPR 18%

PR 65%



PRIMOTERAPIE

Rev 25 mg D1-21

Rev 25mg/den D1-14 Clarithromycin 500mg 2xd D 1-28
Dleps 40 g (PRl &, U 2y 1,3m%/m2 D1,4811  Rev g 25mglgd D1-21
CFA 300 mgim2 D1, 8,15 pexa 20mg (c 1-4) 10mg Dexa 40mg/d D1,7,14,21,28
(c 5-8) D1,4,8,11 (c1=1,2,3,7,14,21,28)
> PR 83%; CR/nCR 54 % sCR 22 (30.6 %)
VGPR 38% >VGPR 69 % (04 34 6 (8.3 %)
CR 2% > PR 100% VGPR 25 (34.7 %)

PR 12 (16.7 %)
MR 4 (5.6 %)
ORR 65 (90.3 %)



Lécba ref/rel MM



RVD

Lenalidomid 15mg/den D1-14
Bortezomib 1,0mg/m2 D1,4,8,11
Dexamethason 40mg (c1-4), 20mg (5-8) D1,2,4,5,8,9,11,12

62

ORR (= MR) : 84%
CR/nCR: 21%

Anderson KC, et al. J Clin Oncol. 2009;27 Suppl:[abstract 8536]. 7



RAD

Lenalidomid (mg/den) 10 * 15 +/-G-CSF * 25 +G-CSF
Adriamycin 4/6/9 mg/m2 D1-4 kontinualné i.v.
Dexamethason 40mg D1-4, 17-21

6 cykld a 28 dni

66
Med. follow-up 14.6 més; = PR 73% Neutropenie 48
Med. TTP 45 tydnu Thrombocytopenia 38
OS 1 rok 88% PN 0

VTE 1.5

Knop S, et al. Blood. 2009;113:4137-43. 8



RCD

Lenalidomide: 25 mg/den D 1-21
Cyclophosphamide: 300—700 mg/den D 1, 8
Dexamethasone: 20 mg/den D 1-4, 8-11

4
20
ORR (CR + PR), 15x (65%) Neutropenie 8 (38%)
CR 1x
VGPR 3x
PR Ox
MR 2X

Morgan G, et al. Br J Haem. 2007;137:268-9.
Schey S, et al. Haematologica. 2008;93(Suppl 1) [abstract 0646]. 9



REP

Lenalidomid 10 mg/den, p.o. 21 dni
Cyklofosfamid 100mg / den 28 dni
Prednison 20mg 2>10mg (po 8 tyd) / den 28 dni
Med. poctu cyklu: 8

14
65,9 Neutropenie 4 (28,6%) 2 (14,3%)
6 Anemie 2 (14,3%) 0
CR 2 (14,3%) Thrombocytopenie 3 (21,4%) 0
VGPR 3 (21,4%) Infekce 3 (21,4%) O
PR 2 (14,3%) DVT 2(14,3%)0
MR 2 (14,3%) Nespecificka kolitis 1 (7,1%) 0
SD 3 (21,4%)
PD 2 (14.3%)

Niels W.C.J. van de Donk1, Shulamit Wittebol2, Monique C. Minnema1, Henk M. Lokhorst1,
1Department of Haematology, University Medical Centre Utrecht,, Utrecht, and 2Department of
Haematology, Meander Medisch Centrum,Amersfoort, The Netherlands.
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Dalsi ...

Bevacizumab, lenalidomide, dexamethasone
(BRD)

Cyclophosphamide,prednisone,lenalidomide
(CPR)

Lenalidomide, perifosine, dexamethason
Carfilzomib, lenalidomid, dexamethasone
Bendamustine, lenalidomid, dexamethasone
Dasatinib, lenalidomid, dexamethasone

11



Prehled lecby Revlimidem v
trojkombinaci v Ceské republice
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Zahajeni lecby Reviliimidem

Rok zahajeni

Rok zahéieni
. 2008 3 (4.0%)
Q% e 2009 71 (96.0%)
4%

B 2008 ™ 2009

13



Zakladni charakteristika souboru
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Zakladni charakteristika souboru

(diagnoza)
Stadium D-S Stadium A-B Stadium ISS
73% 89% 46%

15%

e WD

12% 11% 30% 24%

= gy i A lB 1 M 3
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Zakladni charakteristika souboru
(zahajeni aktualni lecby)

Stadium D-S Stadium A-B Stadium ISS
76% —
[ 8% 11% 15%
W g m 4, 2 3
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y

Pred zahajenim aktualni leCby

Pocet Efedchozich linii

30%
il o 24%
‘\ Bl 1 linie 2 linie M 3 linie B8 4 a vice
38% 8%
Pocet predchozich linii Predchozi lIécba
1 linie 6 (8.1%)
2 linie 28 (37.8%) .
3 linie 22 (29.7%) Velcade e
4 linie 10 (13.5%) Thalidomid 75,7%
5 linii 4 (5.4%) N
6 linii 1(1.4%) Revlimid
7 linii 3 (4.1%) Zadné nové léky
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Prub

Rezim Iéébx

s~
4%

B 2008 2009

Prehled rezimu 1éEby

RAD 47 (27.0%)
RAP 1(0.6%)
RCD 20 (11.5%)
RCP 6 (3.4%)

eh |

RAD
RAP
RCD
RCP

Podil pacientd (%)

27,0%
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Prubéh lécby

Pocet davek v cxklu

100+
£ 80
=
5 60
(S)
8 40
§ 20‘ N=2 N=1 N=0
0 z £ 2/ 7/
10 10,5 12
Planovany pocet davek v
cyklu (N=66)
10 2 (3.0%)
10,5 1(1.5%)
12 0 (0.0%)
21 63 (95.5%)

N

63

Podil pacienti (%)

Davka na zacCatku lécby

801
N=45
60
40{ N=23
20 -
0 . N=0 N=4 nN=2
0- —
10 12,5 15 jina 25
Davka (mg)
Davka na za€atku lIé€by
10 mg 23 (31.1%)
12,5 mg 0 (0.0%)
15 mg 4 (5.4%)
25 mg obden 2 (2.7%)
15 mg 3x tydné 0 (0.0%)
25 mg 45 (60.8%)

19



Prub

65% 35%
neukoncena ukoncena
Lécebna odpovéd (N=22)
CR 0 (0.0%)
VGPR 0 (0.0%)
PR 4 (18.2%)
MR 1 (4.5%)
SD 1 (4.5%)
PG 16 (72.7%)

A 4

e

h lecby

Podil pacient (%)

ORR
CBR

80
60
40+
20+

N=0 N=0

N=4

N=1 N=1

<
]

16

CR VGPR PR MR SD PG

4 (18.2%)
5 (22.7%)

ORR = |ééebna odpovéd PR a lepsi

CBR = |é€ebna odpovéd’ MR a lepsi
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Podil pacienta (%)

15%

0%

Nezadouci prihody

85%

ne ano I neuvedeno

100, N=62

st. 1-2

N=29

st3-4

St. 0 St. 1 St. 2 St. 3 St. 4

Neuropatie vstupné (N=68)

34 (50.0%) 16 (23.5%) 12 (17.6%) 6 (8.8%) 0 (0.0%)
Neuropatie po 1é¢bé (N=63)

47 (74.6%) 9 (14.3%) 5 (7.9%) 2 (3.2%) 0 (0.0%)
Nausea, zvraceni (N=66)

58 (87.9%) 8 (12.1%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
Nechutenstvi (N=66)

59 (89.4%) 5 (7.6%) 2 (3.0%) 0 (0.0%) 0 (0.0%)
Prijem (N=65)

55 (84.6%) 9 (13.8%) 1(1.5%) 0 (0.0%) 0 (0.0%)
Zacpa (N=65)

54 (83.1%) 8 (12.3%) 3 (4.6%) 0 (0.0%) 0 (0.0%)
Unava, slabost (N=65)

41 (63.1%) 16 (24.6%) 6 (9.2%) 2 (3.1%) 0 (0.0%)
Trombosa, embolie (N=65)

62 (95.4%) 0 (0.0%) 0 (0.0%) 1(1.5%) 2 (3.1%)
Infekéni komplikace (N=65)

41 (63.1%) 6 (9.2%) 12 (18.5%) 4 (6.2%) 2(3.1%)
Trombocytopenie (N=61)

36 (59.0%) 12 (19.7%) 8 (13.1%) 2 (3.3%) 3 (4.9%)
Neutropenie (N=61)

27 (44.3%) 8 (13.1%) 12 (19.7%) 11 (18.0%) 3 (4.9%)
Anemie (N=61)

14 (23.0%) 16 (26.2%) 26 (42.6%) 3 (4.9%) 2(3.3%)
Jiné NU (N=57)*

38 (64.4%) 8 (13.6%) 6 (10.2%) 5 (8.5%) 0 (0.0%)

Celkem bylo zaznamenano 264 nezadoucich ucinku
u 63 pacientl. Nezadoucich u€inkt stupné 1-2 bylo

celkem 216, stupné 3-4 celkem 48.
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18%

100
80-
60-
40
20+

Podil pacientt (%)

o

St 1-2

N=216

st. 1-2

Nezadouci prihody

82%
St 3-4

N=48
_a—
]

st3-4

Neuropatie vstupné
Neuropatie po léché
Nausea, zvraceni
Nechutenstvi
Prijem

Zacpa

Unava, slabost
Trombosa, embolie
Infekéni komplikace
Trombocytopenie
Neutropenie
Anemie

Jiné

Podil pacientt (%)

i NU st. 1-2

NU st. 3-4
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Analyza preziti
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Cumulative Proportion
Surviving
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Time (months)

Median preziti

pétileté preziti

126.1 mésicu
81.2%

Median preziti - -

pétileté preziti 76.0 %
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Doba do dalsi lecby

+ Cenzorované + Cenzorované
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Cas (mésice) Cas (mésice)

N=26 N=26
Median doby do 6.1 mésice Median do dalsi 1ééby -
dalsi lIécby
6ti mésicni TFI 59.5 %
6ti mési€ni TNT 45.0%
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Zaver

Uginnost Ié&by ( CBR ) u 22,7% pacientd
Predléceni pacient

( 54% minimalne 3 lecebna linie)
Prijatelna toxicita

(18% z NU st. 3-4)

Nezrala data
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