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Obsah prednasky

Karcinom jicnu — epidemiologie, lécba
. DNA microarrays — metodika, moznosti
. ldentifikace lécebné odpoveédi
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. Nase vysledky — pilotni data
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Incidence CR 5,36/100 000 (celkem 561)
Mortalita CR 4,09/100 000 (celkem 428)
Asie (aZ 5% vSech malignit)
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Epidemiologie lIl.

Terapie : radioterapie
chemoterapie (CDDP + FU)
chirurgie
Neoadjuvance: CR vs. PD
Preziti pacientu:
celkové preziti cca 5% 5 let (vSechna stadia)
pooperacni mortalita 5-15%

retrospektivni analyza KOC Olomouc, 152 pacientu, stadia I-lll,
3 roky 24%, 5let 19%, median 12 mésicu
(Cincibuch et al., Hepatogastroenterology 2010)
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Expresni profilovani nadoru

Technologie microarrays — platforma Affymetix

high-density oligonucleotide arrays
photolitography
28 869 genes

26 probes per gene (25mer)
764 855 probes

many controls

Actual strand = 25 base pairs
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Moznosti microrrays — platforma Affymetrix

Analyzy:

Gene arrays

Exon arrays rdemimnirtcit e
GeneChip"

A g |

mMiRNA arrays
SNP
Cytogenetic arrays

Tilling arrays
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Klinické aplikace DNA microarrays

1. Screening potenciondlnich molekul
Nové terapeutické cile
Nové prediktivni a prognostické markery

2. Analyza bunécnych pochodti

Zmeény genové exprese v zavislosti na exp.
podminkach Ci terapii

Identifikace molekularnich drah

3. Kilasifikace
Nové molekularni subtypy
Prospektivni identifikace pacientd napf. good respondérti
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Charakteristika souboru

33 pacientu, prumérny vék 57 let (34-76), 6x Zeny, 27X muzi
vsichni pacienti bez pritomnosti vzdalenych metastaz

11x adenokarcinom (3x dolni jicen, 9x kardie)
22x spinocelularni karcinom (9x dolni jicen, 13x stredni jicen)

U vSech diagnosticka biopsie a zahajena neoadjuvantni
chemoradioterapie (50Gy, CDDP+FU)
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Charakteristika souboru

17x RO resekce, 2x R2 (meta plic, peritonea)
U 17 RO resekci 6x pCR, u 5 neoperovanych CR

Celkem: 11x CR, 6x PR, 6x SD, 9x PD, 1x NA
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Metodika

Z biopsie tumoru izolovana RNA fenol-

chloroformovou metodou =
RNA c = 556pug/ml, RIN 8,2 (Agilent) e
Affymetrix GeneChip Human Gene 1.0 ST Array :.:,:
Freeware R + Bioconductor "ﬂm“-
GeneGO
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Quality Control

Original Data
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Unsupervised clustering

Cluster Dendrogram

A Spinocelularnica, CR
S Spinocelularnica, PD

Adenokarcinom, CR

@ Adenokarcinom, PD
8 - : :

dat.dist
hclust {7, "complete™)
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Expresni profily - histologie

205 genu
(p<0.001, logFC <-2 or >2)

Zluta = adenoca

iz e i

|

Modra = spinocel. ca
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Expresni profily - lokalizace

MmimA

273 genu
(p<0.01, logFC <-2 or >2)

Zluta = dolni jicen

RGzova = dolni+kardie %

Modra = stredni jicen
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Expresni profily - response

406 genu
(p<0.01, logFC <-2 or >2)

Ruzova= PD
Zluta = CR
Skyblue =PR

Modra = SD
- 1
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Expresni profily - response

i (T

156 genti
(p<0.001, logFC <-2 or >2)

Pink = PD
Modra = CR+PR+SD
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Expresni profily - response
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Expresni profily - response

Rozdilna exprese genli mezi PD a CR+CR+SD

SYT14L 4 synaptotagmin XIV-like

TACSTD2 1 tumor-associated calcium signal transducer 2
KLK11 19 kallikrein-related peptidase 11

CALML3 10 calmodulin-like 3

PVRL4 1 poliovirus receptor-related 4

KRT80 12 keratin 80

U6.126 6 U6 spliceosomal RNA
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Pathways analysis

RAB 3A draha — G protein, proteinovy transport
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Zavery

Moznosti identifikace Iécebné odpovedi

DNA microarrays — ucinny nastroj

Moznosti identifikace novych lécCiv a jejich cill
Validace dat, vétsi soubor

Zlepseni lécebnych vysledkl a QoL pacientt
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