Mikulassky seminar CMG, 25. listopadu 2011, hotel Santon, Brno

Lééba LP Revlimid
aktualni analyza dat RMG

Statisticka analyza 513 pacientu
2007 — 06/2011

Viadimir Maisnar za CMG
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Pacienti léCeni Revlimidem dle center

Celkovy pocet zaznamu
N =513

Hradec Kralove
N = 64

Clarriotie
N =99

NIV,
N =47




Zahajeni |éCby Revlimidem

Rok zahajeni*
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Rok zahajeni
2007 13 (2.5%)
2008 35 (6.8%)
2009 142 (27.8%)
2010 212 (41.5%)
2011 109 (21.3%)

I 2007 []2008 [ 2009 [ 2010 [ 2011

* Neznamo u 2 pacient(
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Zakladni charakteristika souboru 'CMG 'CMG:
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Typ paraproteinu

Pohlavi

Podil pacient G (%)
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N=287
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43%

Podil pacient 0 (%)

ostatni

NADA CNi FOND
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Vék N 510
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Zakladni charakteristika souboru (diagnoza)

Stadium D-S
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Zakladni charakteristika souboru

GROUP

(Zahajenl aktualnl |ery) e SKANVELOMOVA SKUPINA NADACNI FOND
Stadium D-S Stadium A-B Stadium ISS
“ 84% 25% 15%
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Pfed zahajenim aktualni IéCby CMG ICMG

CESKA MYELOMOVA SKUPINA NADA CNi FOND

GROUP

Pocet predchozich linii

S 100 -
24% = 85.2
50, > 801 70.6
g 60 - 45.0
2 40 1 20.9
S 20 -
1% a 0 9.2
15% 15% | | | |
>1 >2 >3 >4 >5
L Jotinit [l1iinie 2 linie Po&et pedchozich linii
B 3 inie [ 24linie
L ) N 513
Pocet p;ﬁﬂChOZ'Ch mean (SD) 2.4 (1.6)
0 linif 76 (14.8%) median 00 g'g
llinie 75 (14.6%) min-max oS
2 linie 131 (25.5%)
3 linie 124 (24.2%) . ; ; o
4 linie 60 (11.7%) doslo k vyznamnému posunu pouziti
5 linii 25 (4.9%) do €asnéjsich fazi lé €by:
6 linii 13 (2.5%) 2009 mean 3.2, 2010 3.0, 2011 median 2.0

7 linii 7 (1.4%)
8 linii 2 (0.4%)



Lécba v ruznych fazich onemocnéni

2. linie

3. linie
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GROUP

4+ linie

celkem

RD therapy (Revlimide + Dexamethasone)

29 (38.7%)

45 (34.4%)

111 (48.1%)

185 (42.3%)

Other Revlimid based combination

14 (18.7%)

27 (20.6%)

30 (13.0%)

71 (16.2%)

RAD junior therapy (Revlimid-Adriamycin+ Dexamethasone) 7 (9.3%) 18 (13.7%) 20 (8.7%) 45 (10.3%)
RAD senior therapy] 6 (8.0%) 12 (9.2%) 15 (6.5%) 33 (7.6%)
RCD junior therapy (Revlimide + Cyclophosphamide +H 6 (8.0%) 8 (6.1%) 14 (6.1%) 28 (6.4%)
Dexamethasone)
RCD senior therapyl 2 (2.7%) 6 (4.6%) 9 (3.9%) 17 (3.9%)
RP junior therapy (Revlimide + Prednisone)] 0 (0.0%) 2 (1.5%) 10 (4.3%) 12 (2.7%)
Revlimid monotherapyl 5 (6.7%) 1 (0.8%) 5 (2.2%) 11 (2.5%)
RP senior therapy] 1 (1.3%) 3 (2.3%) 5 (2.2%) 9 (2.1%)
RAD induction followed by Autologous stem gell 3 (4.0%) 3 (2.3%) 2 (0.9%) 8 (1.8%)
transplantation
Other Revlimid based induction followed by Autologous st(_em 0 (0.0%) 0 (0.0%) 6 (2.6%) 6 (1.4%)
cell transplantation
RVD therapy induction (Revlimide + Velcade + 1 (1.3%) 3 (2.3%) 1 (0.4%) 5 (1.1%)
Dexamethasone)
RCD induction followed by Autologous stem (_:ell 0 (0.0%) 1 (0.8%) 3 (1.3%) 4 (0.9%)
transplantation
RD induction followed by Autologous stem cell transplantation] 1 (1.3%) 1 (0.8%) 0 (0.0%) 2 (0.5%)
RVD induction followed by Autologous stem cell 0 (0.0%) 1 (0.8%) 0 (0.0%) 1(0.2%)

transplantation




Prubéh IéCby

ReZim lé ¢hy

28%

49%
[ ] monoterapie

[ ] trojkombinace

20%

3%

[ ] dvojkombinace
[ ostatni

Prehled rezim G |é€by

monoterapie
RP

RD

RAD

RCD

RVD

ostatni

13 (2.5%)
21 (4.1%)
234 (45.6%)
86 (16.8%)
50 (9.7%)

6 (1.2%)
103 (20.1%)
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Podil pacient G (%)

monoterapie
RP
RD
RAD
RCD
RVD
ostatni

45.6%

= podil 2- a 3-kombinaci nadale
zastava p fiblizn é stejny



Prubéh IéCby

Pocet davek v cyklu

100,
80+
60+
40
20+

O_

Podil pacient 0 (%)

N=39

N=420

11 21 ostatni

Planovany po €et

davek v cyklu (N=471)

11 39 (8.3%)
21 420 (89.2%)
ostatni 12 (2.5%)

Podil pacient 0 (%)
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Davka na za ¢atku lé ¢by

100- N=382
80+
60+
40
20+

0-

10 15 25 ostatni
Déavka (mg)

Davka na za €atku 1é €by (N=463)

10 mg 54 (11.7%)
15 mg 18 (3.9%)
25 mg 382 (82.5%)
ostatni 9 (1.9%)

Délka cyklu byla u v Sech pacient i 28 dnu.



Prumérna denni davka (mg) dle linie

CNG

(ESKA MYELOMOVA SKUPINA

£ GROUP

CESKA MYELOMOVA SKUPINA

CMG:

NADA CNi FOND

Celkem 2007 2008 2009 2010 2011
Celkem
Pramérna denni davka N=442 N=10 N=30 N=137 N=194 N=71
prameér (SD) 22.2 (6.8) 12.9 (7.8) 22.4 (5.0) 20.2 (6.1) 23.8 (7.3) 22.8 (5.1)
median 25.0 10.0 25.0 25.0 25.0 25.0
min-max 1.1-100.0 1.6-25.0 10.0-33.3 1.1-36.8 1.3-100.0 5.0-25.4
1.linie
Pramérna denni davka N=66 N=9 N=1 N=42 N=14
prameér (SD) 21.7 (12.0) 11.5(6.9) 10.0 24.5 (13.1) 20.8 (7.1)
median 25.0 10.0 10.0 25.0 25.0
min-max 1.6-100.0 1.6-25.0 10.0-10.0 9.3-100.0 5.0-25.0
Relaps celkem
Pramérna denni davka N=376 N=1 N=29 N=137 N=152 N=57
prameér (SD) 22.2 (5.4) 25.0 22.8 (4.5) 20.2 (6.1) 23.6 (4.7) 23.2 (4.4)
median 25.0 25.0 25.0 25.0 25.0 25.0
min-max 1.1-36.8 25.0-25.0 12.5-33.3 1.1-36.8 1.3-27.2 10.0-25.4
1.relaps
Pramérna denni davka N=60 N=1 N=11 N=30 N=18
prameér (SD) 23.8 (4.2) 23.6 19.8 (7.7) 25.0 (0.2) 24.2 (3.5)
median 25.0 23.6 25.0 25.0 25.0
min-max 1.1-25.0 23.6-23.6 1.1-25.0 23.9-25.0 10.0-25.0
2.relaps
Pramérna denni davka N=108 N=2 N=34 N=49 N=23
prameér (SD) 22.6 (5.1) 23.8 (1.8) 21.1 (5.6) 23.0 (5.5) 23.9 (2.9)
median 25.0 23.8 25.0 25.0 25.0
min-max 2.3-27.2 22.5-25.0 10.0-25.0 2.3-27.2 13.3-25.4
3. a vysSi relaps
Pramérna denni davka N=208 N=1 N=26 N=92 N=73 N=16
prameér (SD) 21.6 (5.8) 25.0-25.0 22.7 (4.7) 19.9 (6.1) 23.4 (5.0) 21.3 (6.3)
median 25.0 25.0 25.0 21.5 25.0 25.0
min-max 1.3-36.8 25.0-25.0 12.5-33.3 2.6-36.8 1.3-26.2 10.0-25.0

GROUP



Prumérna denni davka (mg) dle centra

CNG

(ESKA MYELOMOVA SKUPINA

£ GROUP

CESKA MYELOMOVA SKUPINA

CMG:

NADA CNi FOND

Celkem 2007 2008 2009 2010 2011
Brno
Pramérna denni davka N=201 N=5 N=19 N=49 N=92 N=36
prameér (SD) 21.5 (8.2) 9.4 (0.9) 21.3(5.1) 17.6 (6.0) 23.9 (9.4) 22.2 (5.5)
median 25.0 10.0 23.6 17.6 25.0 25.0
min-max 2.5-100.0 8.1-10.0 10.0-25.0 10.0-25.0 2.5-100.0 5.0-25.4
Hradec Kralové
Pramérna denni davka N=52 N=2 N=18 N=26 N=6
prameér (SD) 23.4 (5.1) 29.2 (5.9) 21.7 (6.9) 24.9 (0.6) 20.6 (7.0)
median 25.0 29.2 24.2 25.0 25.0
min-max 2.6-36.8 25.0-33.3 2.6-36.8 22.1-25.0 10.0-25.0
Olomouc
Pramérna denni davka N=92 N=6 N=32 N=37 N=17
prameér (SD) 21.9 (5.5) 22.1(4.1) 18.9 (6.4) 23.1 (5.0) 25.0 (0.0)
median 25.0 23.8 18.5 25.0 25.0
min-max 1.1-25.8 14.4-25.0 1.1-25.0 1.3-25.8 25.0-25.0
FNKV
Pramérna denni davka N=34 N=2 N=11 N=16 N=5
prameér (SD) 24.4 (3.2) 25.0 (0.0) 25.0 (0.0) 23.8 (4.7) 25.0 (0.0)
median 25.0 25.0 25.0 25.0 25.0
min-max 6.3-25.0 25.0-25.0 25.0-25.0 6.3-25.0 25.0-25.0
VEN Praha
Pramérna denni davka N=56 N=5 N=1 N=26 N=20 N=4
prameér (SD) 22.4 (6.0) 16.3 (10.2) 25.0 23.5 (3.3) 22.7 (6.9) 21.3 (7.5)
median 25.0 20.0 25.0 25.0 25.0 25.0
min-max 1.6-25.0 1.6-25.0 25.0-25.0 15.0-25.0 2.3-25.0 10.0-25.0
Jiné
Prameérna denni davka N=1 N=3 N=3
prameér (SD) 25.0 25.0 (0.0) 20.0 (8.7)
median 25.0 25.0 25.0
min-max 25.0-25.0 25.0-25.0 10.0-25.0

GROUP




CESKA MYELOMOVA SKUPINA

Prubéeh |éCby — |[éCba ukonCena CMG CMG:

ESKA MYELOMOVA SKUPINA NADA CNi FOND

GII

Prubéh 1é by

Délka Ié by
% N 396
S 20- mean (SD) 5.5 (3.3) mésice
"; 15 median 5.2 mésice
2 min-max 0.1-26.0 mésice
& 10-
= Celkova kumulativni davka
g O N 403
0+ mean (SD) 2 108.9 (1 330.2) mg
9, .9 9 %) median 1 925.0 mg
T R N min-max 20.0-5 775.0 mg

Q
Délka 1é &by (m &ésic¥)
Pramérna denni davka

Pocet cykl U N 403
N 406 mean (SD) 22.1 (7.0) mg
mean (SD) 5.1(2.7) median 25.0 mg
median 4.0 min-max 1.1-100.0 mg

min-max 0.5-19.0
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Lécbha
85%

15%
neukon ¢ena

Lécéebna odpov éd’

|:| ukon ¢éena

(N=417)
sCR 9 (2.2%)
CR 14 (3.4%)
VGPR 38 (9.1%)
PR 122 (29.3%)
MR 36 (8.6%)
SD 54 (12.9%)
PG 144 (34.5%)

CESKA MYELOMOVA SKUPINA

GII

CMG: CMG:

ESKA MYELOMOVA SKUPINA NADA CNi FOND

L ééebna odpov eéd’

40

Podil pacient 0 (%)

N=144

CR sCRVGPR PR MR SD PG

ORR
CBR

183 (43.9%)
219 (52.5%)

2009 2010
14 (22%) 49 (36,3%)

ORR = |é€ebna odpov éd’ PR a lepsi

CBR =1é¢€ebna odpov éd’ MR a lepsi

... |lééebné odpov éd’ musi vydrzet >60dn G!



Nezadouci prihody
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ESKA MYELOMOVA SKUPINA
Prehled
St.0 St. 1 St.2 St. 3 St. 4
Trombocytop. p fed IéEbou (N=463) | 343 (74.1%) [ 92 (19.9%) [ 14 (3.0%) [ 10 (2.2%) | 4 (0.9%)
Neuropatie vstupn é (N=464) 252 (54.3%) [114 (24.6%) | 78 (16.8%) | 17 (3.7%) | 3 (0.6%)
Neuropatie po I1é ¢bé (N=425) 269 (63.3%) [ 93 (21.9%) [ 49 (11.5%) [ 14 (3.3%) (0.0%)
Nausea, zvraceni (N=427) 366 (85.7%) | 41(9.6%) | 16 (3.7%) | 4 (0.9%) (0.0%)
Nechutenstvi (N=429) 363 (84.6%) | 44 (10.3%) [ 20 (4.7%) [ 2 (0.5%) (0.0%)
Prdjem (N=427) 356 (83.4%) [ 37 (8.7%) [ 27 (6.3%) [ 7 (1.6%) (0.0%)
Zacpa (N=428) 374 (87.4%) | 32 (7.5%) [ 19 (4.4%) [ 3 (0.7%) (0.0%)
Unava, slabost (N=431) 220 (51.0%) [ 132 (30.6%) | 68 (15.8%) [ 11 (2.6%) (0.0%)
Trombosa, embolie (N=427) 403 (94.4%) | 2 (0.5%) 5(1.2%) | 15 (3.5%) | 2 (0.5%)
Infek éni komplikace (N=431)* 187 (43.4%) | 55 (12.8%) 1118 (27.4%)|58 (13.5%) | 9 (2.1%)
Trombocytopenie (N=428) 180 (42.1%) | 119 (27.8%) | 52 (12.1%) |46 (10.7%) | 31 (7.2%)
Neutropenie (N=428)** 137 (32.0%) | 69 (16.1%) | 64 (15.0%) |122 (28.5%)| 35 (8.2%)
Anemie (N=427) 89 (20.8%) [116 (27.2%) [155 (36.3%)[53 (12.4%) | 14 (3.3%)

*U 4 pacientl byl NU st. 5.
** J 1 pacienta byl NU st.5.
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Prehled

w

v

Neuropatie vstupn é
Neuropatie po I1é ébé
Nausea, zvraceni
Nechutenstvi
Prajem
Zacpa
Unava, slabost
Trombosa, embolie
Infek éni komplikace
Trombocytopenie
Neutropenie
Anemie
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Analyza preziti u pacientu

s ukoncenou lécbou
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0.0 0.0

Cas (mésice)

0 5 10 15 20 25 30 35 40 45 50

0 5 10 15 20 25 30 35 40 45 50

Cas (mésice)

TTP PES DOR
N 373 373 157
Median p reziti 12.0 mésice | 11.0 mésice | 11.8 mésice
jednoleté p reziti 49.6% 43.3% 47.3%
5-95% IS 43.7-55.5% | 37.7-48.9% | 36.8-57.8%

pouze pacienti s relapsem
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Analyza preziti u senzitivnich pacientt CMG ‘CMG

< 10 1.0 1.0
2

O 09} 0.9 | 0.9 |
S os} 0.8} 0.8}
>N

O 07} 0.7 | 0.7 |
S

— 06} 0.6 | 0.6 |
©

S 05} 0.5} 0.5}
~§ 0.4 | 0.4 0.4 |
£ o3 0.3} 0.3}
3 0.2 0.2} 0.2}
S

S o1 0.1} 0.1}

0.0 0.0 0.0

CESKA MYELOMOVA SKUPINA

GROUP

NADA CNi FOND

0O 5 10 15 20 25 30 35 40 45 50

Cas (mésice)

0 5 10 15 20 25 30 35 40 45 50

Cas (mésice)

0 5 10 15 20 25 30 35 40 45 50

Cas (mésice)

TTP PES DOR
N 144 144 135
Median p reziti 14.0 mésice | 12.9 mésice | 11.7 mésice
jednoleté p reziti 62.8% 56.7% 49.9%
5-95% IS 52.7-72.9% | 46.9-66.6% | 38.4-61.3%

pouze pacienti s relapsem



CESKA MYELOMOVA SKUPINA

CMIG

NADA CNi FOND

GROUP
GROUP

Analyza preziti CNIG

CESKA MYELOMOVA SKUPI

s

OS od diagnozy OS od zahajeni aktualni & _€by
1.0

e 09

N

2 08|

S 0.7 |

N

[¢)] 0.6

'S

= 05

E®)

(@] 04

o

‘= 03}

=

(3 0.2

g 01

L 0.0 Do

0 50 100 150 200 250 0 5 10 15 20 25 30 35 40 45 50
Cas (mésice) Cas (mésice)
| N=432 | N=432

Median p reziti 90.1 mésicu Median p reziti 16.4 mésice
pétileté p Feziti 72.2 % jednoleté p reziti 60.9 %
5-95% IS 67.5-76.9 % 5-95% IS 55.5-66.3 %

pouze pacienti s relapsem



CESKA MYELOMOVA SKUPINA

Analyza pfeziti dle ISS CNMIG CNIG!

CESKA MYELOMOVA SKUPINA NADA CNi FOND

GROU
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Statistick&d vyznamnost testovana log rank testem; pouze pacienti s relapsem



Analyza preziti dle ISS
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CESKA MYELOMOVA SKUPINA
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o

GROU

NADA CNi FOND

OS od zahajeni

aktualni lé ¢by

p=0.332

5 10 15 20 25 30 35
Cas (mésice)

Statistick&d vyznamnost testovana log rank testem; pouze pacienti s relapsem
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CESKA MYELOMOVA SKUPINA

Analyza preziti dle ISS ‘CMIG: CMiG

CESKA MYELOMOVA SKUPINA NADA CNi FOND

GROU

OS od diagno6zy

icich

vaj

Stage 1
Stage 2
Stage 3

ezi

‘r'.

Kumulativni podil p

0.0

0 50 100 150 200 250

Cas (mésice)

Statistick&d vyznamnost testovana log rank testem; pouze pacienti s relapsem



CESKA MYELOMOVA SKUPINA

Analyza preziti dle kombinace IéEby CMG (CMG:

CESKA MYELOMOVA SKUPINA NADA CNi FOND

GROU
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Statistick&d vyznamnost testovana log rank testem; pouze pacienti s relapsem



Analyza preziti dle kombinace |éEby CNIG

CESKA MYELOMOVA SKUPINA

CMG

NADA CNi FOND

GROUP

CESKA MYELOMOVA SKUPI

s

GROUP

DOR OS od zahajeni
aktualni lé ¢by
1.0 - 1.0
< 09¢t _ _
° 0=0.049 | p=0.018
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Analyza preziti dle centra
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= nadale vyrazne horsi vysledky nez registracni studie
MM-009 a MM-010
= ORR cca 60% x soucéasnych 43.9% v CR
= CR cca 15% x soucasnych 5.6% v CR
= 0S od zahajeni 1é¢by 32.4 mésice x 16.4 mésice v CR
= x obdobny vysledek jen u TTP: 11.2 mésice x 12 mésicti v CR

= vysvétlenim je napr. ,,vybér" nemocnych do studii,
vetsi predlécenost a vyssi vek naseho souboru (63 x
66 let), ,,Ceska™ improvizace pri nedostupnosti 10 a
15mg = 25mg ob den atd.

= obdobné jsou zkusenosti tykajici se vyskytu NU lécby




