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Lecebny cil pro pacienty s MM

 MnohocCetny myelom je charakterizovan
opakovanym rustem rezidualnich nadorovych
populaci a imunosupresi
— vétSina patientd relabuje do 3 let bez ohledu na vstupni
terapi
— kontinualni terapie do co nejlepSi odpovédi muze prodlouzit
PFS
 |dealni terapie ma byt zameérena proti nadorové
progresi, pruvodné imunosupresi a ma byt soucasné
peroralni a dobre tolerovana pri dlouhodobém
podavani

Attal M, et al. Blood. 2006;108:3289-94.



Optimalni cas pro zahajeni lecby Lenalidomid

+ Dex (consensus panel opinion)

« Kombinace Lenalidomid + Dex je nejucinnéjsi v
1.relapsu nemoci

—CR + VGPR je vySSi, pokud je Lenalidomid + Dex podavan v 1.
relapsu (39.8% vs 27.7%, p = 0.025)

* Lenalidomid+ Dex muze byt pouzit vzdy — bez
ohledu na typ predchozi terapie
— Uginnost je nezavisla na predchozi terapii — ASCT, bortezomib,
Ci thalidomid
— Thalidomid-refrakterni nemocni mohou reagovat méne

Dimopoulos MA, et al. Leukemia. [Epub ahead of print 2011 Feb 4]. Mateos MV, et al. J Clin Oncol. 2010;28:2259-2266.

Stadtmauer EA, et al. Eur J Haematol. 2009;82:426-32. Wang M, et al. Blood. 2008;112:4445-51.



Delsi TTP a OS kdyz byl Lenalidomid + Dex pouzit v

prvnim relapsu radeji nez jako zachranna lécba

MM-009 and MM-010: pooled analysis
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Stadtmauer EA, et al. Eur J Haematol. 2009:82:426-32.



Monitorace pacientu

* Bez vstupni cytopenie — po 2 tydnech v 2-3 cyklech

 VVstupne neutropenie/trombocytopenie — Casteji, podle
klinického prubéhu

« Renalni insuficience — Castéji, podle klinického
prubéhu

* Pfi odpovédi je v dalSim prubéhu Ié€by dostateCny
monitoring 1x mesicné pred zahajenim cyklu

Dimopoulos MA, et al. Leukemia. [Epub ahead of print 2011 Feb 4].



Doporucena pocatecni davka pro Lenalidomid podle RI

a neutropenie nebo trombocytopenie

Renal functioni?2

Normal Moderate RI Severe RI End-stage renal
CL¢, 250 30 mL/min £ CL, CL¢, <30 disease
mL/min < 50mL/min mL/min CLq, <30 mL/min
(requiring dialysis)
If baseline 25 mg 10 mg 15 mg 5mg
ANC!?2 once daily once daily every other day once daily
> 1,000/uL and
platelets >
50,000/uL*
If baseline ANC? 15 mg 15 mg 5mg 5mg
< 1,000/uL or once daily** every other day** once daily** every other day**
platelets

< 50.000/uL* G-CSF support / platelet transfusion as needed; monitor frequently
,000/p

* SmPC recommends not starting lenalidomide at ANC < 1,000/uL and/or platelets < 30,000—75,000/uL
(depending upon bone marrow infiltration by plasma cells).
** Recommendations not according to SmPC; opinion of consensus panel.

Adjust the dose at subsequent cycles if changes in CL, or blood cell count occur

1. Revlimid® SmPC. Celgene Europe Limited (Windsor, UK). Last updated 31/01/2011.

2. Dimopoulos MA, et al. Leukemia. [Epub ahead of print 2011 Feb 4].



Davkovani dexametazonu

Low-dose dexamethazon zejména u stasich

nemocnych
Vék (rok) Dexamethazon
<65 ) ’40 mg/den,’ dnyl-4 a 15—18’
v kazdém 28-dennim cyklu, po prvni 4 cykly
65—75 40 mg/den tydnée
275 20 mg/den tydné

Dimopoulos MA, et al. Leukemia. [Epub ahead of print 2011 Feb 4].



Optimalni doba trvani lecby

Lenalidomid + Dex

« U pacientu s |éCebnou odpovédi ma byt doba IéCby
lenalidomid+ Dex az do progrese choroby; stejny postup je
doporucen u pacientu se stabilizaci nemoci, pokud neni k
dispozici jina leCba

« LéCba ma pokracCovat v nejlépe tolerovanych davkach
obou léku

» Opatrnost pfi dlouhodobé IéCbé Dex

* (Opatrnost pfi dlouhodobé lecbé Len)

Dimopoulos MA, et al. Leukemia. [Epub ahead of print 2011 Feb 4].



Prevence a opatreni pri myelosupresi

* Neutropenie a trombocytopenie u pacientu léCenych
Lenalidomidem + Dex je predvidatelna a zvladnutelna

* Neutropenie muze byt feSena s pomoci rustovych
faktoru nebo upravou davky Lenalidomidu

« Thrombocytopenie muze byt feSena kombinaci
prevodu desti¢ek a upravou davky Lenalidomidu

Dimopoulos MA, et al. Leukemia. [Epub ahead of print 2011 Feb 4].



Mira rizika neutropenie se snizovala s casem

u pacientu s pokracujici Iéébou Lenalidomid+ Dex

MM-009 and MM-010 subgroup analysis

Neutropenia

This subanalysis looked at 212 (out of 353)
patients who achieved = partial response
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San Miguel JF, et al. Clin Lymphoma Myeloma Leuk. 2011;11:38-43.



Mira rizika thrombocytopenie se snizovala s Casem

u pacientu s pokracujici Ié€bou Lenalidomid + Dex

MM-009 and MM-010 subgroup analysis

Thrombocytopenia

This subanalysis looks at 212 (out of 353)
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Management neutropenie:

konsensualni nazor panelu

If ANC < 500/uL

|
Suspend lenalidomide and add G-CSF
!
At the start of next cycle
i —
ANC > 1,000/uL ANC < 1,000/uL
\ 4
1 Aggressive disease?
7\
Yes No
Resume lenalidomide at 4 N
Resume
same dose level lenalidomide at same Slzglline
g ) lenalidomide at 1
ose level with

G-CSE dose level lower

Dimopoulos MA, et al. Leukemia. [Epub ahead of print 2011 Feb 4].



Opatreni a prevence tromboembolie (VTE)

« Tromboprofylaxe ma byt zvazena/uZzita u vSech pacientu
|éCenych Lenalidomidem + Dex a ma trvat po celou dobu terapie*

» Lécba Lenalidomid + Dex ma pokraCovat ma pokracovat pokud
je stabilizovana uroven antikoagulace y

* Profylaxe pomoci Aspirinu je dostate¢na u pacientu se
standardnim rizikem VTE; LMWH je doporucCen pri vysokem
riziku VTE*

« LMWH profylaxe ma pokraCovat alespon prvni 4 cykly leCby; pak
mohou byt nemocni pfevedeni na profylaxi aspirinem*

* Neni v souladu s SPC; jedna se o nazor panelu expertd.

Dimopoulos MA, et al. Leukemia. [Epub ahead of print 2011 Feb 4].



Individualni a s lécbou souvisejici rizikove

faktory pro VTE u MM pacientu

1. High-dose Dex

2. Use of erythropoietin Increased
3. Immobilization risk of VTE
4. Previous history of VTE

Rajkumar SV, et al. Lancet Oncol. 2010;11:29-37. Rizzo JD, et al. J Clin Oncol. 2008;26:132-49. Klein U, et al. Ann Hematol. 2009;

88: 67-71. Palumbo A, et al. Leukemia. 2008;22:414-23. Dimopoulos MA, et al. Leukemia. [Epub ahead of print 2011 Feb 4].



Pacienti léceni Revlimidem k 31.12.2010

Celkovy pocet zaznamu
N =404

Pacienti s nekompletnimi
udaji
N =20

64.8 % 5.0 (Va

8.2 %

Pacienti |éceni v
primolecbe N = 33

* Revlimid monoterapie, Vybrané rezimy*
switch, placebo, N =57

Revlimid+Velcade, PBSCT




Pacienti léceni Revlimidem dle center

Celkovy pocet zaznamu
N = 262
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Rezim |ééby Podil pacientd (%)

48%
RP

RD 46,6%

52% RAD

RCD
Il dvojkombinace [ ] trojkombinace

ostatni

Prehled rezimu Iécby

RP 11 (4.2%)
RD 122 (46.6%)
RAD 60 (22.9%)
RCD 33 (12.6%)

\ ostatni 36 (13.7%) /




Analyza 2010 — charakteristika souboru

Pocet predchozich linii

39% \

41%

14% 6%

[ ] 1linie B 2linie [ 3linie [ 4 linie

Pocet predchozich linii

1 linie 6 (6.0%)
2 linie 14 (14.0%)
3 linie 41 (41.0%)
4 linie 20 (20.0%)
S linii 10 (10.0%)
6 linii 6 (6.0%)

\_ 7 linif 3 (3.0%) )




Analyza 2011 — charakteristika souboru

Pocet predchozich linii

/ it 100 1 86,6 % \

. S 80 -
‘:E 60 - 56,5 %
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S 40 - 22,1 %
30% 13% E— 0 - 10,3 %
B0 1linie @2 linie [M3linie M 24lnie 8 O . . |
Pocet >2 >3 >4 =4
predchozich linii Pocet predchozich linii
1linie 35 (13.4%)
2 linie 79 (30.2%)
n N 225
3 linie 90 (34.4%)
4 linie 31 (11.8%) mean (SD)
Sl 45 (G090 2.8 (1.3)
6 linii 7 (2.7%) aaliEr
7linii 4 (1.5%) _ 3.0
\_8linii  1(0.4%) TITHTES 1080  /




2010 — vysledky lécby

Lécebna odpovéd’

e N=25 N\
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S 20 N=5
—_ —1 N=3 N=2
5 10 N=1
g 0
CR VGPR PR MR SD PG
Lécebna odpovéd (N=42)
ORR 10 (23.8%)
iR ) CBR 12 (28.6%)
VGPR 3 (7.1%) ORR = |Ié¢ebna odpovéd’ PR a lepSi
PR 6(14.3%) = lecebna odpove a lepsi
MR 2 (4.8%) CBR = léCebna odpovéd MR a lepSi
SD 5 (11.9%) Lééba
PG 25 (59.5% . .
\ ( 4 NeukonCena41%  Ukoncena - 59% /




2011 - vysledky lécby
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[ Ineukonéena I ukonéena
Lécebna CR VGPR PR MR SD PG

odpovéd (N=160)

CR 5 (3.1%) ORR 57 (35.6%)

VGPR 8 (5.0%) CBR 64 (40.0%)

PR 44 (27.5%) ORR = |ééebna odpovéd’ PR a lep$i

MR 7 (4.4%) CBR = lé&ebna odpovéd’ MR a lepsi

SD 24 (15.0%)

\ PG 72 (45.0%) /




2011 — délka léEby

Delka leCby \

S N 210

3 207 mean (SD) 5.8 (3.6) mésice

3 151 median 5.4 mésice

® min-max 0.1-26.0 mésice

a 101

3 5] Celkova kumulativni davka

o ol N 209
mean (SD) 2 263.9 (1 348.8) mg
median 2 100.0 mg
min-max 40.0-5 775.0 mg

Délka [éCby (mésice)

Primeérna denni davka

N 209
Pocet cyklu mean (SD) 22.2 (5.1) mg
N 211 median 25.0 mg
mean (SD) 5.4 (2.9) min-max 10.0-36.8 mg
median 5.0

\ min-max 0.5-19.0 /




Analyza preziti u senzitivnich pacientu
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Analyza preziti

OS od diagnozy OS od zahajeni aktualni léCby
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