Xlll. narodni workshop MM a ro€ni setkani CMG

Edukaéni blok: ,,Nové moznosti Ié6éby MM imunomodulaénimi Iéky v CR*
Mikulov, 10. dubna 2015

Vysledky lIééby LP Revlimid v CR
- aktualni vystupy z RMG

V. Maisnar a J. Jarkovsky za CMG

Statisticka analyza 1.367 pacientu
2007 — 3/2015
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Vybér pacientu k analyze
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CESKA MYELOMOVA SKUPINA

Vybér pacientu k analyze CMG: CMG:

NADACNi FOND

Celkovy pocet zaznamu s Iécbou Revlimid: N = 1.367

Podil l6&eb (%)
0 20 40 60 80 100

Davod nezahrnuti do analyzy :
Ve studii (N=264) 19.3
Switch (N=73) #5.3
Chybsjici zakladni Gdaje (N=10) | o7

Kombinace s thalidomidem, Velcadem (N=56) [ 4.1

Analyzovani pacienti (N=1.014) 74.2

lééba mize mit vice duvodi pro vylouéeni



Charakteristika souboru

CESKA MYELOMOVA SKUPINA

NADACNI FOND

CZECH
GROUP

A
L=
i)
-4
&}
A

CESKA MYELOMOVA SKUPIN




Pacienti léceni Revlimidem dle center
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Celkovy pocCet zaznamu
N=1.014

-

Ostatni
FN Ostrava 7%

KN Liberec 2% |

2%
FNK\;O/Praha FN Brno
0 36%
FNHK
13%
FN Olomouc
15% VFN Praha

17%

Bl FN Brno (N=357) [ VFN Praha (N=177)
[ ] FNHK (N=133) [ ] FNKV Praha (N=78)
I FN Ostrava (N=16) [ ] Ostatni (N=75)

[ ] FN Olomouc (N=155)
[ KN Liberec (N=23)



Zahajeni léecby Revlimidem

VSechny lééby (N = 1.014)

Rok zahajeni léCby

2007
2015 0.6% 508

0.2% 1.99 2009
13.8%

2014
17.5%

2010

2013 17.1%

18.3%

2012 / 201:
17.5% 13.2%
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[ 12007 (N=6)
] 2008 (N=19)
B 2009 (N=140)
Bl 2010 (N=173)
[ 2011 (N=134)
[] 2012 (N=177)
I 2013 (N=186)
12014 (N=177)
B 2015 (N=2)



CESKA MYELOMOVA SKUPINA

Zakladni charakteristiky souboru | CMG: CMG:

NADACNI FOND

VSechny lééby (N = 1.014)

Pohlavi Vék pri zahajeni léCby
30 -
21.7
g 18.8
46.0% § 20 ~ 166 14.6
i’ 10.3
S i 6.5
g 10 36 O
2.0
0 [ [ [ [ [ [ [ [ |
5 9 O * O X A9 A9
8 » )2) )2) © © A A A
- A % ¢ G ¢ G ¢ 7
Bl Muzi (N=548) ¥ o & & A A
] Zeny (N=466) Vék (roky)
Vék pri zahajeni léCby
N 1014
mean (SD)  66.4 (9.7)
median 67.0

min-max 19.0-88.0




CESKA MYELOMOVA SKUPINA

Zakladni charakteristiky souborull CMG. CMG:

NADACNi FOND

VSechny lééby (N = 1.014)

Typ paraproteinu’ Follow-up od zahajeni lécby

N=584 N=201 N=125 N=44

80 7 61.2 80 1
= 60 S 60 -
o ) 36.6
S 40 - 2114 S 40 A
= ) = 150 134
E 20 | 4.6 § 20 B 102 10.7 7.1 7_0
0 N ] ] | 0 | T T T T T 1
IgG IgA LC ostatni
g g 2 2 82 WP 2 a2 a?

e © . p ’
) \(L \‘) 1

. o Follow-up (mésice)
Poznamka: 1 Neuvedeno u 60 pacientu

Follow-up (mésice)

N 1014
mean (SD) 16.9 (14.9)
median 12.4

min-max 0.0-84.8




CESKA MYELOMOVA SKUPINA

Zakladni charakteristiky souboru (dg.) CMG  CMC

&)
NADACNi FOND

VSichni pacienti (N = 903)

Stadium D-S Stadium A-B Stadium ISS

2%

15% 16% 12%

31%

63% 20% 25%
83%

32%

B | (N=138) B A (N=753) I 1 (N=284)
1 11 (N=180) B B (N=140) [ 1 2 (N=288)
B |11 (N=570) B Neznamo (N=10) 1 3 (N=226)

[ Neznamo (N=15) ] Neznamo (N=105)



Zakladni charakteristiky souboru (R)
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VsSechny lé¢by (N = 1.014)

Stadium D-S Stadium A-B Stadium ISS
5%

6%

8%
22%

65%

B | (N=53) BN A (N=844) I 1 (N=325)
1 11 (N=222) B B (N=113) [ 1 2 (N=245)
B |1l (N=662) B Neznamo (N=57) 1 3 (N=204)

[ Neznamo (N=77) ] Neznamo (N=240)



CESKA MYELOMOVA SKUPINA

Pouziti R s ohledem na Ié¢ebné linie CMG CMG:

NADACNi FOND

VSechny lééby (N = 1.014)

Linie lécby Pocet predchozich linii

4% 1%

4%

8% 100 8.9
349, & 801 1655
o o)
3 60 - 34.6
= 40 -
= 167
g 20- " 40
0 [ [ [ [ |
>0 >1 >2 >3 >4 >5
31% Pocet predchozich linii
] Primoterapie (N=11)
. Pocet predchozich linii
| 2. linie (N=339) N 1014
Bl 3. linie (N=313) mean (SD) 2.3(1.4)
. median 20
I:I 4. linie (N=182) min-max 0.0-9.0

] 5. linie (N=84)
I 6. linie (N=44)
I 7. a vyssi linie (N=41)




Charakteristika viastni léCby
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Prubéh Ié€by Revlimidem

VSechny lé¢by (N = 1.014) ReZi 16&b
ezZim ileCby

3.89, 2:0%

Monoterapie

38.5% 55.7% i
RD s ASCT

[ ] Monoterapie (N=20) RP junior
[ Dvojkombinace (N=565) RP senior
Bl Trojkombinace (N=390) RCP
|:| Ostatni (N=39) RAD junior
RAD senior

Transplantace CAD < ASCT
$o% RCD junior

RCD senior

RCD s ASCT

95.4% Ostatni

I S ASCT (N=47) [ | Bez ASCT (N=967)
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Podil 1é€eb (%)

2.0

N=20
44.8 N=454
N=11
N=23
N=77
N=154
N=75
N=57
N=16
N=53
N=29
N=6
N=39

ASCT=,Autologous stem cell transplantation”
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Prubéh lécby Revlimidem CMG: CMG

NADACNi FOND

GROUP *~

VSechny lééby (N = 1.014)

Ukonceni lécby Lécebna odpovéd (N = 806) 1
N=9 N=22 N=110 N=181 N=54 N=88 N=342
14.0% ~ 50 - 42.4
< 40 -
3 30 - 22.5
:> = 20 - 13.6 10.9
E 6.7
o 104 1.4 27
0 T T T T T T

86.0%
sCR CR VGPR PR MR SD PG

[ | Neukonéena (N=142)

ORR 0%
] Ukonéena (N=872) 322 (40.0%)

CBR 376 (46.7%)

ORR = léCebna odpoved PR a lepsi
CBR = léCebna odpovéd MR a lepsi

Poznamka* ' Neuvedeno u 66 |é¢eb
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Prubéh lécby Revlimidem CMG: CMG

NADACNi FOND

GROUP *~

VSechny lé¢by (N = 1.014)
Pocet davek v cyklu (N =961) Davka na zacatku Iécby (N = 963)

N=38  N=904 N=19 N=120  N=57 N=768  N=9
100 - 94.1 < 100 - 79.8
S go - >y 80 -
2 60 - g 601
R - i
= 40 - § 40 13.4 59
S 90 40 2.0 a 20 4 — ' 0.9

0 ———— : : | 0 | | | |
] 10 15 25 ostatni
11 21 ostatni ,
Davka (mg)
Planovany pocet Davka na zacatku IéCby (N=963)

davek v cyklu (N=961) 10 mg 129 (13.4%)

11 38 (4.0%) 15 mg 57 (5.9%)

21 904 (94.1%) 25 mg 768 (79.8%)

ostatni 19 (2.0%) ostatni 9 (0.9%)

Délka cyklu (N=963)
21 21 (2.2%)
28 940 (97.6%)
ostatni 2 (0.2%)




Prubéh lécby — lIé¢ba ukoncena

Ukoncéené lécby (N = 872)

Podil 1é&eb (%)

Délka léCby
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GROUP *~

NADACNi FOND

Pocet cyklu

N 832
mean (SD) 5.7 (3.3)
median 5.0
min-max 0.5-21.0

Prumérné mnozstvi léku na davku (mg)

min-max 0.1-20.2

25 -
205 488 19.4
20 - 131 14.1
15 A
10 - 7.7 6.7
5 ]
() ] ] ] ] ]
FUEC S ST S TG
Délka Iécby (mésice)
Délka Iécby (mésice)
N 865
mean (SD) 6.1 (3.7)
median 5.7

N 820
mean (SD) 22.2 (13.3)
median 25.0
min-max 1.1-353.2
Celkova kumulativni davka (mg)

N 822
mean (SD) 2 339.0 (1 451.5)
median 2 100.0
min-max 40.0-6 300.0




Pomerneé vyuziti jednotlivych sil R

Ukoncené lécby (N = 872)

Podil I6&eb (%)

100%

80%

60%

40%

20%

0%

Primérné mnozstvi léku v jedné davce

N=19 N=138 N=161 N=131 N=159 N=152 N=60
| 26 —~—/
60.1 48.0 c00
11 31 77.4
90.7 85.5
- 13.2
8.3
15.2 - E
5.3
1l 153 13.8 94 »
’ 5.3 5.
10.9 3ty (46 6.3 2
53 | 5.0 16 6.9
2007-
2008 2009 2010 2011 2012 2013 2014

Rok zahajeni Iécby
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[ ] =10 mg/den (N=88)

[ ] 10-15 mg/den (N=66)
[ ] 15-20 mg/den (N=74)
[ ] 20-25 mg/den (N=587)
B >25 mg/den (N=5)



Toxicita lecby

Ukoncéené lécby (N = 872)

Vyskyt

Trombocytopenie vstupné
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Piehled
Podil 1é&eb (%)
0 20 40 60 80

Neuropatie vstupné |

235

Unava, slabost
Neuropatie po Iécbhé

L] Ne (N=14) Nausea, zvraceni
Nechutenstvi
B Ano (N=815) Prijem

Trombosa, embolie

281

13.8

38.3 |

Anemie |

N=829 Neutropenie |
ﬁ Thrombocytopenia
93.5% Infekéni komplikace

T -

1 E . ,
s Y]+ [_INUst. 1
|:| Neuvedeno (N=43) Zécpa-

1 0.1 - NU st. 2

7.3
| X [ INU st. 3+4+5



Vyhodnoceni lééebnych intervalu
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CESKA MYELOMOVA SKUPINA
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CESKA MYELOMOVA SKUPINA

NADACNi FOND

Analyza celkovéeho preziti

OS od diagnozy OS od zahajeni aktualni léCby

Pravdépodobnost

Pravdépodobnost

0.0
|

0 50 100

200 250 300

Cas (mésice)

OS od diagnoézy

N=1009

Median (95% IS)

80.3 (74.8-85.8)

6 m. (95% IS)
12 m. (95% IS)
24 m. (95% IS)
36 m. (95% IS)

99.0 (98.2-99.5)
97.3 (96.1-98.2)
89.5 (87.4-91.3)
79.3 (76.6-81.8)

| | | | | |
350 0

10 20 30 40 50 60 70 80

Cas (mésice)

OS od zahajeni lécby

N=1014

Median (95% IS)

21.3(19.1-23.4)

6 m. (95% IS)
12 m. (95% IS)
24 m. (95% IS)
36 m. (95% IS)

81.7 (79.0-84.0)
65.0 (61.7-68.0)
44.7 (41.1-48.2)
32.6 (29.0-36.4)

90



Analyza doby do progrese

Pravdépodobnost
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TTP (lécebna odpovéd PR a lepsSi)
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Pravdépodobnost
0.6

0.2 0.4

0.0

0 10 20 30

40 50 60 70

Cas (mésice)

1TP

N=1.014

Median (95% IS)

10.6 (9.9-11.4)

6 m. (95% IS)
12 m. (95% IS)
24 m. (95% IS)
36 m. (95% IS)

70.8 (67.8-73.7)

43.4 (40.0-46.7)

15.5 (12.8-18.5)
7.3 (5.0-10.2)

0 10 20 30

40 50 60 70

Cas (mésice)

TTP (PR a lepsSi)

N=322

Median (95% IS)

16.1 (15.1-17.1)

6 m. (95% IS)
12 m. (95% IS)
24 m. (95% IS)
36 m. (95% IS)

96.8 (94.2-98.3)
73.1 (67.6-77.7)
26.6 (21.2-32.3)
12.5 (7.8-18.3)




Vysledky lécby dle stadia ISS
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Analyza preziti dle ISS

OS od diagnozy
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CESKA MYELOMOVA SKUPINA

cCMG
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CZECH
GROUP

A SKUPIN

OS od zahajeni aktualni lécby

2 —a.  p-hodnota Log-rank testu:<0.001 2 p-hodnota Log-rank testu: <0.001
—— Stage 1 Stage 1
5 9 — Stage 2 5 @ — Stage 2
< Stage 3 S Stage 3
3 3
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0 50 100 150 200 250 300 350 0 10 20 30 40 50 60 70 80
Cas (mésice) Cas (mésice)
OS od diagnézy OS od zah3jeni Ié€by
Stage 1 (N=324) __ Stage 2 (N=243) __ Stage 3 (N=204) | Stage 1(N=325) _ Stage 2 (N=245) _Stage 3 (N=204)
Median (1S) 93.3 (84.6-102.0) _ 82.0 (711.092.9) _ 54.2 (43.3-65.0) | 29.0(23.9.34.1) 215 (17.2.25.7) __ 12.2(9.5-14.9)

Preziti 6 mésicu (%)
Preziti 12 mésict (%)
Preziti 24 mésicl (%)

99.7 (97.8-100.0)
99.7 (97.8-100.0)
95.6 (92.7-97.4)

99.6 (97.1-99.9)
99.2 (96.7-99.8)
89.8 (85.1-93.0)

98.0 (94.9-99.3)
94.0 (89.7-96.6)
82.7 (76.6-87.3)

91.4 (87.7-94.1)
79.7 (74.6-83.9)
56.6 (50.3-62.4)

82.4 (76.8-86.7)
64.9 (58.1-70.9)
43.3 (35.8-50.5)

70.3 (63.3-76.3)
50.6 (43.1-57.6)
32.8 (25.3-40.5)




Analyza preziti dle ISS
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TTP (lécebna odpovéd PR a lepSi)

S p-hodnota Log-rank testu: 0.009 S p-hodnota Log-rank testu: 0.254
—— Stage 1 —— Stage 1

» o —— Stage 2 » o —— Stage 2
e ° Stage 3 e ° Stage 3
S S
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0 10 20 30 40 50 60 70 80 0 10 20 30 40 50 60 70 80
Cas (mésice) Cas (mésice)
TTP TTP pro PR a lépe
Stage 1 (N=325) Stage 2 (N=245) Stage 3 (N=204) Stage 1 (N=129) Stage 2 (N=80) Stage 3 (N=59)

Median(1S) _ ________ 13.1(11.9-14.3) ___101(86-116) ___84(61-106) | 166(14.4-18.7) __149(13.9-16.0) ___16.3(13.9-18.8) _

Preziti 6 mésict (%)
Preziti 12 mésict (%)
Preziti 24 mésict (%)

80.3 (75.3-84.3)
54.4 (48.4-60.1)
18.0 (13.3-23.3)

74.5 (68.3-79.7)
39.9 (33.1-46.7)
13.4 (8.5-19.5)

64.0 (56.6-70.5)
38.0 (30.7-45.3)
18.2 (11.8-25.7)

99.2 (94.6-99.9)
78.9 (70.5-85.1)

27.5(19.1-36.5)

93.5 (85.2-97.3)
63.3 (51.2-73.2)
22.8 (13.4-33.8)

94.8 (84.6-98.3)
70.3 (56.1-80.6)
31.6 (18.2-45.8)




Analyza preziti dle ISS
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Preziti 6 mésict (%)

Preziti 12 mésict (%)
Preziti 24 mésicl (%)

78.8 (73.7-83.0)
51.2 (45.3-56.8)
16.1 (11.8-21.0)

71.3 (65.0-76.6)
35.7 (29.3-42.1)
11.4 (7.2-16.8)

60.0 (52.7-66.6)
31.9 (25.3-38.8)
14.3 (9.1-20.5)

90.3 (84.5-94.1)
57.7 (49.1-65.3)
19.0 (12.4-26.8)

80.4 (70.7-87.2)
54.3 (42.7-64.5)
21.1(12.0-31.9)

PFS DOR
S p-hodnota Log-rank testu: <0.001 S p-hodnota Log-rank testu: 0.801
—— Stage 1 — Stage 1
» o —— Stage 2 » o —— Stage 2
e © Stage 3 e © Stage 3
S g S age
S S
(] (]
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0 10 20 30 40 50 60 70 80 0 10 20 30 40 50 60 70 80
Cas (mésice) Cas (mésice)
PFS DOR
Stage 1 (N=325) Stage 2 (N=245) Stage 3 (N=204) Stage 1 (N=166) Stage 2 (N=101) Stage 3 (N=85)
Median(IS) _ ________ 124 (11.1137) ____92(8.2:102) _____ 7.1(5.8-84) __[_12.9(11.8-140) _ 12.9(10.0-15.9) ___11.6(9.2-14.1)__

73.3 (61.7-81.9)
49.2 (36.6-60.7)
22.6 (11.6-35.9)




Vysledky lécby dle pouzitéeho rezimu

CESKA MYELOMOVA SKUPINA

= [
Q ) |'m‘-,‘ =
N -4
Q &)

NADACNI FOND




Analyza preziti dle typu lécby - OS

OS od diagnozy

CESKA MYELOMOVA SKUPINA

CMG:

CESKA MYELOMOVA SKUPINA

sROUP

cCMG

NADACNi FOND

CZECH
CZECH

GROUP

OS od zahajeni aktualni léCby

S p-hodnota Log-rank testu: 0.003 2 p-hodnota Log-rank testu: 0.564
| —— RD — RD
ol GD . -+ GD .
. —
5 RCP 5 S AD
S o RAD S o
S S RCD S s RCD
D) )
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> >
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0 50 100 150 200 250 300 350 0 10 20 30 40 50 60 70 80
Cas (mésice) Cas (mésice)
OS od diagnézy OS od zahajeni Ié€by
Lécebny rezim Median (IS) Preziti 12 mésicu (%) Preziti 24 mésicu (%)] Median (IS) Preziti 12 mésicu (%) Preziti 24 mésica (%)

RD (N=465)
RP (N=100)
RCP (N=154)
RAD (N=148)
RCD (N=88)

84.2 (74.1-94.4)

107.7 (67.7-147.6)

77.4 (68.4-86.4)
66.6 (53.6-79.6)
69.6 (55.5-83.6)

98.0 (96.3-99.0) 90.3 (87.2-92.8)
98.0 (92.1-99.5) 94.6 (87.5-97.7)
96.1 (91.4-98.2) 90.7 (84.8-94.4)
95.3 (90.3-97.7) 82.3 (75.1-87.6)
97.7 (91.2-99.4) 89.6 (81.0-94.5)

21.7 (18.6-24.8)
22.7 (16.3-29.0)
21.1 (14.7-27.5)
17.9 (11.3-24.4)
17.3 (13.8-20.9)

66.5 (61.5-70.9)
71.1 (59.0-80.2)
63.9 (55.5-71.1)
61.0 (52.5-68.5)
63.1 (51.6-72.6)

46.0 (40.4-51.3)
45.8 (31.5-58.9)
45.4 (36.5-53.8)
41.9 (33.4-50.2)
35.4 (24.8-46.2)




Analyza preziti dle typu lecby - TTP

TP
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CMG

<]
CESKA MYELOMOVA SKUPINA

CZECH
sROUP

cCMG

NADACNi FOND

CZECH

GROUP

TTP (lécebna odpovéd PR a lepsSi)

2 —,}% p-hodnota Log-rank testu: (.782 2 g7 p-hodnota Log-rank testu: 0.697
k1 — RD Kg — RD
*g’ @ 4[- — RP *g a ‘Y — RP
= — RCP ¢ ~ — RCP
S % RAD 8 RAD
© E B ©
S S !1 RCD 8 o RCD
5 3 5
S
o o ?‘ o o
N *ﬁt o .
o ‘Tilyu © T I I :
r:-;-']':T_llh [T
I l__J_|J| I
S <
o o
[ [ [ [ [ [ | [ [ [ [ [ [ [ |
0 10 20 30 40 50 60 70 80 0 10 20 30 40 50 60 70 80
Cas (mésice) Cas (mésice)
TTP TTP pro PR a lépe
Lé&ebny rezim Median (IS)  PFeziti 12 mésici (%) Preziti 24 mésict (%)|  Median (IS)  Peziti 12 mésict (%) Preziti 24 mésici (%)

RD (N=465)
RP (N=100)
RCP (N=154)
RAD (N=148)
RCD (N=88)

10.6 (9.6-11.6)
10.6 (7.7-13.5)
11.4 (10.1-12.8)
10.1 (8.1-12.0)
10.8 (8.3-13.2)

425 (37.3-47.5)
40.7 (29.0-52.2)
44.6 (35.9-52.8)
38.9 (30.6-47.0)
44.9 (33.5-55.6)

14.4 (10.5-19.0)
10.4 (3.6-21.5)
16.6 (10.0-24.6)
13.6 (8.0-20.7)
15.2 (7.7-25.0)

14.9 (12.8-17.1)
16.0 (12.2-19.7)
16.1 (14.2-18.0)
15.1 (13.1-17.2)
17.5 (15.1-19.8)

67.4 (58.8-74.7)
68.4 (42.8-84.4)

( 21.8 (14.5-30.2)
(
76.3 (62.6-85.5)
(
(

29.2 (9.7-52.2)
28.3 (16.1-41.7)
23.7 (11.3-38.7)
32.1 (15.8-49.7)

75.0 (59.3-85.3)
80.0 (60.8-90.5)




Vysledky dle data zahajeni lécby

CESKA MYELOMOVA SKUPINA

NADACNI FOND

ESKA MYELOMOVA SKUPIN

CZECH
GROUP

> CZECH

9
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)
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<)

A




Pravdépodobnost

Analyza preziti dle data podani

OS od diagnozy

CESKA MYELOMOVA SKUPINA

CMG:

CESKA MYELOMOVA SKUPINA

1 4

sROUP

CMG

NADACNi FOND

CZECH
CZECH

R

GROUP

OS od zahajeni aktualni léCby

S - p-hodnota Log-rank testu: <0.001 S -
—— pred 2011 ;“x —— pied 2011
Q A 2011-2012 *g © | 2011-2012
\ 2013-2015 s ° 2013-2015
_8 !
©
S ] S 3 \
O
©
>
< < |
o 3 o ©
N N .
° = M@_H_,_
o | o
o o
[ [ [ [ [ [ I I [ [ I I I I I I I
0 50 100 150 200 250 300 350 0 10 20 30 40 50 60 70 80
Cas (mésice) Cas (mésice)
OS od diagnézy OS od zah3jeni Ié€by
pred 2011 (N=337) 2011-2012 (N=310) 2013-2015 (N=362) | pfed 2011 (N=338) 2011-2012 (N=311) 2013-2015 (N=365)
Median(IS) ________ 79.8(72.4-87.2) _ _68.7(59.3-782) _ _146.1(95.4.196.8) | 18.4(15.0-218) __ 22.8(19.1-26.5) __22.4(18.0-26.7) _

Preziti 6 mésicu (%)
Preziti 12 mésict (%)
Preziti 24 mésicl (%)

98.5 (96.5-99.4)
97.3 (94.9-98.6)
91.7 (88.2-94.2)

99.4 (97.5-99.8)
97.1 (94.5-98.5)
86.8 (82.4-90.1)

99.2 (97.4-99.7)
97.5 (95.2-98.7)
89.8 (86.0-92.6)

81.4 (76.8-85.1)
63.3 (57.9-68.2)
41.4 (36.1-46.6)

80.7 (75.8-84.7)
66.4 (60.9-71.4)
47.8 (41.9-53.3)

82.8 (77.9-86.6)
64.7 (58.0-70.6)
38.1 (19.4-56.7)




Pravdépodobnost

Analyza preziti dle data podani

CESKA MYELOMOVA SKUPINA

CMG:

CESKA MYELOMOVA SKUPINA

1 4

sROUP

CMG

NADACNi FOND

CZECH
CZECH

R

GROUP

TTP TTP (Ié€ebna odpovéd PR a lepsi)
o _ Q
T T ¥
—— pred 2011 —— pred 2011
g B 2011-2012 *g g B 2011-2012
; 2013-2015 < 2013-2015
s o)
© | = 8 «© |
o :“; o o 1
% S
< | F 5 < |
© % o o
N N
o o
o | - —— o | S
o o
[ [ [ [ [ [ [ [ | [ [ [ [ [ [ [ [ |
0 10 20 30 40 50 60 70 80 0 10 20 30 40 50 60 70 80
Cas (mésice) Cas (mésice)
TTP TTP — PR a lépe
pred 2011 (N=338) 2011-2012 (N=311) 2013-2015 (N=365) | pired 2011 (N=120) 2011-2012 (N=138) 2013-2015 (N=64)
Median(IS) _ ________ 10.7(9.6-11.8)____11.5(10.0-13.0)_ ___9.8(8.7-10.9) _| _14.9(14.0-15.9) __ _18.1(15.1-21.1) ___16.3(13.7-19.0) _

Preziti 6 mésicu (%)
Preziti 12 mésict (%)
Preziti 24 mésicl (%)

70.0 (64.7-74.6)
42.1 (36.6-47.4)
9.6 (6.6-13.3)

73.6 (68.2-78.1)
47.3 (41.5-52.9)
22.0 (17.2-27.3)

68.6 (62.8-73.7)
40.5 (33.9-47.0)
19.7 (11.6-29.4)

97.5(92.3-99.2)
70.9 (61.6-78.4)
15.1 (9.0-22.7)

97.8 (93.4-99.3)
79.5 (71.6-85.5)
37.2 (28.5-45.9)

93.6 (83.8-97.5)
63.2 (49.1-74.3)
29.7 (13.6-47.8)




Pravdépodobnost

Analyza preziti dle data podani

CESKA MYELOMOVA SKUPINA

CMG

NADACNi FOND

CMG:

CESKA MYELOMOVA SKUPINA

1 4

CZECH
sROUP

CZECH

GROUP

R

PFS DOR
o _ Q
—— pred 2011 5 —— pred 2011
o | 2011-2012 g @ | 4 2011-2012
° 2013-2015 < h 2013-2015
: o k
\ T © f
S a S 4
A )
\ °
i >
< | T < _
o | a <
N N
o o
o | e o | -
o o
[ [ [ [ [ [ [ I I | | | | I I I I I
0 10 20 30 40 50 60 70 80 0 10 20 30 40 50 60 70 80
Cas (mésice) Cas (mésice)
PFS DOR
pired 2011 (N=338) 2011-2012 (N=311) 2013-2015 (N=365) | pfed 2011 (N=144) 2011-2012 (N=161) 2013-2015 (N=122)
Median(1S)_________ 10.18911.3) ___ 103(91-116) ___88(510.0) | 117(109125) _ 145(127:163)_ __ 136(9.1:18.0) _

67.2 (61.9-71.9)
37.6 (32.4-42.7)
8.0 (5.4-11.2)

70.7 (65.3-75.4)
43.1 (37.5-48.5)
19.2 (14.9-24.0)

66.0 (60.3-71.2)
36.7 (30.4-43.0)
17.2 (10.1-25.8)

Preziti 6 mésicu (%)
Preziti 12 mésict (%)
Preziti 24 mésicl (%)

86.4 (79.5-91.1)
47.7 (39.0-55.9)
10.9 (6.2-17.2)

86.4 (79.9-90.9)
60.6 (52.2-68.0)
27.0 (19.4-35.2)

77.6 (67.4-85.0)
55.4 (42.4-66.6)
28.4 (11.4-48.1)




Vyhodnoceni uspésnosti lécby

CESKA MYELOMOVA SKUPINA

NADACNI FOND

ESKA MYELOMOVA SKUPIN

CZECH
GROUP

> CZECH
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CESKA MYELOMOVA SKUPINA

CZECH

Uspésnost vzhledem k Iééebné liniil CM@G:

ESKA MYELOMOVA SKUPIN

NADACNi FOND

GROUP

Ukonéené lé€by s vyplnénou Ié€ebnou odpovédi (N=806)

Podil Ié&eb (%)

0% 20% 40% 60% 80% 100%
QO
_I -
8. relaps N=3
9. relaps N=2

B sCR, CR (N=31) [ | VGPR (N=110) [ | PR (N=181)
[ ] MR (N=54) [ ] SD (N=88) ] PG (N=342)



CESKA MYELOMOVA SKUPINA

CZECH
GROUP

Uspésnost vzhledem k Iééebné liniill ‘CMG

NADACNi FOND

Ukoncéené lécby s vypinénou Iééebnou odpovédi (N=806)

Podil Ié&eb (%)

0% 20% 40% 60% 80% 100%
PT 10.0 50.0 10.0 _ N=10
>
’% 1.relaps 20.9 21.7 4.5 N=244
o
- i
sCR, CR (N=31 VGPR (N=110 PR (N=181
L] (N=31) [] (N=110) [_] PR (N=181) 510,001
[ ] MR (N=54) [ ] SD (N=88) ] PG (N=342)
PT 1. relaps 2. relaps 3.relaps 4. avyssirelaps
(N=10) (N=244) (N=257) (N=150) (N=145)
ORR 7 (2.2%) 115 (35.7%) 96 (29.8%) 60 (18.6%) 44 (13.7%)
CBR 7 (1.9%) 126 (33.5%) 114 (30.3%) 71 (18.9%) 58 (15.4%)

ORR = lé¢ebna odpovéd PR a lepsi

CBR = lécebna OdeVéd, MR a Iepéi 1p_hodnota ML Chi square testu



CESKA MYELOMOVA SKUPINA

CZECH

Uspésnost vzhledem k typu lééby |  CMG:

Ukonéené lé€by s vyplnénou Ié€ebnou odpovédi (N=806)

Podil Ié&eb (%)
0% 20% 40% 60% 80% 100%

RD 13.8 23.0 7.6
> RP #i5 13.2 17.6
o]
>Q
‘@ RCP 16.3 23.7
<
= RAD 13.8 19.2
RCD 12.2 23.0
Ostatni 7.0 30.2 11.6
B sCR, CR (N=31) [ | VGPR (N=110) [ | PR (N=181) p'=0.267
[ ] MR (N=54) [ ] SD (N=88) ] PG (N=342)
RD RP RCP RAD RCD Ostatni
(N=356) (N=68) (N=135) (N=130) (N=74) (N=43)

ORR 143 (44.4%) 22 (6.8%) 60 (18.6%) 48 (14.9%) 31 (9.6%) 18 (5.6%)

CBR 170 (45.2%) 31 (8.2%) 68 (18.1%) 49 (13.0%) 35 (9.3%) 23 (6.1%)

ORR = lé€ebna odpovéd PR a lepsi

CBR = lé¢ebna odpovéd MR a lepsSi 'p-hodnota ML Chi square testu




Uspésnost vzhledem k typu lééby Il  CMG:

ESKA MYELOMOVA SKUPIN

NADACNi FOND

Ukoncéené lécby s vypinénou Iééebnou odpovédi (N=806)

Podil Ié&eb (%)

0% 20% 40% 60% 80% 100%
>, monoterapie | 133 |[133 13.3 20.0 N=15
0 il
'@ dvojkombinace 13.7 22.2 85| 104 N=424
Q. trojkombinace 14.6 21.7 4.0 111 N=323
>
ostatni 6.8 34.1 68 | 114 44
B sCR, CR(N=31) [ | VGPR (N=110) [ | PR (N=181) 01=0.369
[ ] MR (N=54) [ ] SD (N=88) ] PG (N=342)
monoterapie dvojkombinace trojkombinace ostatni
(N=15) (N=424) (N=323) (N=44)
ORR 4 (1.2%) 165 (51.2%) 133 (41.3%) 20 (6.2%)
CBR 6 (1.6%) 201 (53.5%) 146 (38.8%) 23 (6.1%)

ORR = lé¢ebna odpovéd PR a lepsi

CBR = lécebna OdeVéd, MR a Iepéi 1p_hodnota ML Chi square testu



Uspésnost s ohledem na cytogenetiku °

> CZECH

a
=)
=
]

N / z
v
A

CESKA MYELOMOVA SKUPIN

CESKA MYELOMOVA SKUPINA

CZECH

NADACNI FOND

GROUP

Ukonéené lé€by s vyplnénou Ié€ebnou odpovédi (N=806)

IGH disruption

t(11;14)

t(4;14)

t(6;14)

t(14;16)

del(13)(q14)

gain 1g21

del(17)(p13)

Hyperdiploidy

Podil I1éceb (%

20% 40% 60% 80% 100%
negative _ 20.9 [ 233 G770 | N=86
positive [ 165 (43 135 [0 5260 ] N=133
negative BSI 7 G\
positive 36.4 | 9.1 N=22
negative | 19.4 [ 22.4 [6e1 [67 [ 498 ] N=165
positive 13.0_[4.3] 239 [ 72 ] N=46
negative 20.2 | 225 [45[ 70 a6 ] N=89
positive N=0
negative [§Hll 16.9 | 21.2 [42] 03 [ ade ] N=118
positive | 25.0 e ] N4
negative 20.6 29.8 [ 92 [ 99 282 ] N=131
positive BH[ 104 [ 10.1 |50I 92 [T e N=119
negative {77 ] 257 AT s N=113
positive | 12.5 15 [58[ 87 [ sk ] N=104
negative | 19.2 [ 144 TJe2[ 89 [ 486 | N=146
positive 2.0 (6.5 B2l A N=31
negative 14.3 173 [ 54[ 9.2 _ N=98
positive 12.2 21.6 [471_10.8 N=74

BsCcR,CR [ JVGPR[ |PR [ |MR [ |sD [] PG

0.110

0.390

0.002

0.648

<0.001

0.030

0.007

'p-hodnota ML Chi square testu



CESKA MYELOMOVA SKUPINA

CZECH
GROUP

Uspésnost Iééby s ohledem navék  CMG:

NADACNi FOND

Ukoncéené lécby s vypinénou Iééebnou odpovédi (N=806)

Podil Ié&eb (%)

0% 20% 40% 60% 80% 100%

v <65 13.0 19.2 59| 99 N=323

’§ 65-75 12.4 25.1 56/ 139 N=338
>75 17.9 23.4 11.0 | 6.2 N=145

B sCR, CR (N=31) [ | VGPR (N=110) [ | PR (N=181)

p1=0.031

[ ] MR (N=54) [ ] SD (N=88) ] PG (N=342)

<65 (N=323) 65-75(N=338) >75 (N=145)
ORR 119 (36.8%) 139 (41.1%) 64 (44.1%)
CBR 138 (42.7%) 158 (46.8%) 80 (55.2%)

ORR = lé¢ebna odpovéd PR a lepsi

CBR = lécebna OdeVéd, MR a Iepéi 1p_hodnota ML Chi square testu



Nezadouci prihody s ohledem na vek

Ukoncené lécby (N=872)

o

CZECH

ESKA MYELOMOVA SKUPIN

ESKA MYELOMOVA SKUPINA

= _ -

© J ( — 2 2 A
CMG: CMG
o : <}

¢ A

NADACNi FOND

GROUP

Prehled?

, Podil 1é€eb (%)
Vyskyt <65 let (N=389) 0 20 40 60 80 100
5% 1% Anemie | 29 262 |
[ Ne (N=4) ﬁ Neutropenie |
- Ano (N=324) Thrombocytopenia | |
|:| Neuvedeno (N=18) Infeké'nl’ komplikace |
Unava, slabost ]
65-75 let (N=437) 0 20 40 60 80 100
4% 2% : '
Anemie
Ne (N=7 y
EI ( ) ﬁ Neutropenie |
Ano (N=339) Thrombocytopenia
. [_] Neuvedeno (N=15) Unava, slabost |
4% Infekéni komplikace
6% 2% >75 let (N=188) 0 20 40 60 80 100
I:I Ne (N=3) Anemie i
- Neutropenie | 161 JEECH 348 |
Ano (N=152) Unava, slabost 23 TR
92% |:| Neuvedeno (N=10) Thrombocytopenia: 329 XY 14§
Infekéni komplikace [s.4 FIEIN  20.9)
p'=0.686

'p-hodnota ML Chi square testu, 2 uvedeno pouze 5 nejcastéjSich

[ |NUst. 1 NU st. 2[ | NU st. 3+4+5



Davky lenalidomidu s ohledem na vek

Ukoncéené Iécby a vék: do 65 let (N = 346)

Primérna denni davka (mg)

N 327
prameér (SD) 23.8 (19.4)
median 25
min-max 2.5-353.2

Ukoné&ené lééby a vék: 65-75 let (N =361)

Priamérna denni davka (mg)

GROUP
CZECH &
o

CMG:

"ESKA MYELOMOVA SKUPINA

CZECH

KA MYELOMOVA SKUPIN
GZM)//G\

NADACNi FOND

GROUP *~

Celkova kumulativni davka (mg)

N 328
prameér (SD) 2 483.5 (1 443.0)
median 2100
min-max 90.0-5775.0

Celkova kumulativni davka (mg)

N 340
prameér (SD) 21.5 (6.8)
median 25
min-max 1.1-75.0

N 341
prameér (SD) 2 345.9 (1 458.3)
median 2100
min-max 70.0-6 300.0

Ukoncéené lécby a vék: nad 75 let (N = 165)

'p-hodnota Kruskal-Wallis testu

Primérna denni davka (mg)

Celkova kumulativni davka (mg)

N 153 N 153

prameér (SD) 20.2 (6.1) prameér (SD) 2013.5(1411.2)

median 25 median 1 680

min-max 5.0-25.0 min-max 40.0-5250.0
p1<0.001 p1=0.003




Dekuji za pozornost !

CESKA MYELOMOVA SKUPINA

Vi 'E

NADACN{ FOND
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CESKA MYELOMOVA SKUPIN

CZECH
CZECH
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