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Amplifikace 1q21
Vyskyt amplifikace: 40-60% pripadu

BCL9 MCL1 IL6R CKS1B

— role v ubiquitin-proteasomové degradaci proteinu

regulujicich bunecny cyklus

Shaughnessy J.

Amplification and overexpression of CKS1B at chromosome band 1921 is
associated with reduced levels of p27Kipl and an aggressive clinical course in
multiple myeloma.

Hematology. 2005;10(suppl 1): 117-126.







Charakteristika souboru CMG2002

PocCet pacientu s vySetfenou amplifikaci 1921 pomoci FISH:
Median veku (min-max):

Pohlavi:

Median doby sledovani (min-max):

LeCebny rezim:

Cut-off level pro pozitivitu vysetreni FISH:



Zakladni charakteristika
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Lécebné odpoveédi

Nalez Amp(1921):
Pocet pacientu s dostupnymi udaji pro lécebnou odpoveéd:

Negativni Pozitivni
N=32 N=18

30 (93.9%)| 15 (83.3%)
2(6.2%) | 3 (16.7%)
13 (40.6%) | 5 (27.8%)

PR 15 (46.9%) | 7 (38.9%)

MR+SD+PG | 2 (6.2%) | 3 (16.7%)

. P=0336 Negativni Pozitivni

CMG2002




Analyza preziti

= = = Amp1g21 Negative (n=48) = = = Amp1g21 Negative (n=48)
= Amp1q21 Positive (n=43) e Amp1g21 Positive (n=43)

P =0.013 (log-rank test) P =0.013 : P <0.001 (log-rank test) P<0.001

0 10 20 30 40 50 60 10 20 30 40 50 60 70
Progression-free survival time (months) Overall survival time (months)

0S
Amp(1q21) positivni (N=42) 15.6 mésicl 28.0 mésicl

Amp(1q21) negativni (N=47) 37.5 mésicli 51.0 mésicl

CMG2002




Shrnuti

Zachyt amplifikace 1921 u nové diagnostikovanych pacientt
cinil

Nebyl shledan statisticky vyznamny rozdil v dosazenych
leCebnych odpovédich u obou skupin pacientu (s/bez
amplifikace 1921).

Byl pozorovan negativni vliv amplifikace 1921 na celkove
preziti a dobu bez progrese u nové diagnostikovanych
pacientu. Median celkového preziti byl u pacientu s amplifikaci
1921 o (28 mésicu) nez u pacientu bez
amplifikace 1921 (51 mésicu). Tento rozdil je statisticky
vyznamny.




Velcade / Thalidomid




Velcade (N=40)

Muzi 21 (52.5%) | 4 (10.0%)
Zeny CRCYALTY II 8 (20.0%)
& III 28 (70.0%)
Median (min-max) 65.1 (46.6-78.4) Podstadium D-S

. 32 (80.0%)
Median (min-max) 10.4 (1.5-38.7) B 8 (20.0%)

ISS stage (N = 30) IgG 20 (50.0%)
13 (43.3%) IgA 8 (20.0%)
10 (33.3%) B-] 6 (15.0%)
7 (23.4%) 3 (7.5%)

IgM 2 (5.0%)
22 (55.0%) Biklonalni 1 (2.5%)

1 (2.5%) Pocet predchozich 1ééebnych linii

9 (22.5%) 4 (10.0%)
12 (30.0%) 15 (37.5%)
5 (12.5%) 18 (45%)
8 (20.0%) 3 (7.5%)
5 (12.5%) -




Thalidomid (N=34)

MuzZi 16 (47.1%) I 6 (17.6%)
Zeny 18 (52.9%) II 8 (23.5%)
2 III 20 (58.8%)
Median (min-max) 65.1 (37.1-82.2) Podstadium D-S

. 29 (85.3%)
Median (min-max) 16.2 (2.3-30.5) B 5 (14.7%)

mlg isotyp

ISS stage (N=33) IgG 16 (47.1%)
14 (42.4%) IgA 12 (35.2%)
12 (36.4%) B-J 4 (11.8%)
7 (21.2%) 2 (5.9%)

IgM -
23 (67.7%) Biklonalni -
2 (5.9%) Pocet predchozich 1ééebnych linii
9 (26.5%) 2 (5.9%)
12 (35.3%) 21 (63.7%)
6 (17.6%) 7 (20.6%)
2 (5.9%) 2 (5.9%)
3 (8.8%) 2 (5.9%)




Lécebneé rezimy
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Lécebné odpovédi (Velcade)

Pocet pacientu vySetfenych na Amp(1921) pomoci FISH:
Nalez Amp(1921):

Negativni Pozitivni

N=11 N=21
8 (72.7%) 10 (47.6%)
0 (0.0%) 1 (4.8%)

4 (36.4%) 4 (19.0%)
4 (36.4%) 5 (23.8%)

MR 0 (0.0%) 4 (19.0%)
SD 2 (18.2%) | 5 (23.8%)
PG 1 (9.1%) 2 (9.5%)

Negativni Pozitivni

Velcade




Lécebné odpovédi (Thalidomid)

Pocet pacientu vySetfenych na Amp(1921) pomoci FISH:
Nalez Amp(1921):

Negativni Pozitivni 100% -

N=12 N=15 ] l
10 (83.3%) | 7 (46.7%) Hdog

1 (8.3%) 0 (0.0%) 60% -
3 (25.0%) 4 (26.7%)
6 (50.0%) 3 (20.0%) 40% -

MR 2 (16.7%) | 4 (26.7%)
SD 0 (0.0%) 2 (13.3%) 20%
PG 0 (0.0%) 2 (13.3%) 0% -

P =0.093 Negativni Pozitivni

Thalidomid




Analyza preziti

Velcade: TTP Thalidomid: TTP

— Amp(1921)neg
- - Amp(1921)poz

— Amp(1921)neg
== Amp(1921)poz

-
o
T T

Cumulative Proportion Surviving

o
=
2

c

=
w

c
Q
=

o

Q

(@)

[ =
o

()
=
I,

=

£

S
o

p =0.803 ! p = 0.015
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Time (months) Time (months)

VELCADE THALIDOMID
Amp(1q21) positivni 8.9 mésicli (N=21) | 8.1 mésicti (N=15)

Amp(1q21) negativni 7.9 mésicli (N=11) |Nestanoveno (N=12)




Shrnuti I

Zachyt Amp(1921) u pacientu lecenych Velcade je 66%o.
Zachyt Amp(1921) u pac. leCenych thalidomidem je: 56%

V zadné z obou terapeutickych skupin nebyl shledan statisticky
vyznamny rozdil v dosazenych lecebnych odpovédich (ORR)
mezi pacienty s/bez amplifikace 1921.

Cilem analyzy bylo srovnani pacientu s/bez amplifikace 1921 v
obou terapeutickych skupinach (Velcade a thalidomid), nikoliv
srovnani uspésnosti lécCby u obou leku.




Shrnuti II

Ve skupiné pacientu lecenych thalidomidem median TTP

dosahl u Amp(1921) pozitivnich, u Amp(1q21)
negativnich median TTP nebyl stanoven

Thalidomid pravdépodobné neprekonava nepriznivy viiv
amplifikace 1g21.

Ve skupiné pacientu lecenych Velcade median TTP dosahl

u Amp(1921) pozitivnich a u Amp(1g21)
negativnich. Tento rozdil nebyl statisticky vyznamny.
Velcade pravdépodobné prekonava nepriznivy vliv amplifikace
1921 na interval TTP. Kratky TTP median u Amp(1921) poz. i
neg. pacientu je pravdépodobné zpusoben jejich inteznivnim
predléCenim. (53% minimalné 2 predchozi |leCebne linie)




Dekuji za pozornost
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