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Dédi¢né kozni nemoci diagnostikované v CMBGT, FN Brno
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Epidermolysis bullosa, klasifikace

* EB simplex — vznik puchyfl na urovni bazalnich keratinocytll — KRT5
(keratin 5), KRT14 (keratin 14), DSP (desmoplakin), DST (dystonin), JUP

(junction plakoglobin), PKP1 (plakophilin), EXPH5 (exophilin 5), TGM5
(transglutaminase 5), PLEC (plectin)

* EB junkéni — vznik puchyfu na urovni bazalni membrany — COL17A1
(collagen, type XVII, alpha 1), LAMAS3 (laminin, alpha 3), LAMB3 (laminin, beta 3),
LAMC?2 (laminin, gamma 2), ITGAG6 (integrin, alpha 6), ITGB4 (integrin, beta 4),
ITGAS3 (integrin, alpha 3)

« EB dystroficka — vznik puchyfu pod bazalni membranou, na urovni
kotvicich fibril — COL7A1 (collagen, type VII, alpha 1)
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Epidermolysis bullosa, diagnostika v EB Centru FNB

1. Klinické priznaky
(FNB, Pediatricka klinika, H. BuCkova)

2. Transmisni elektronova mikroskopie
(FNuSA, PAU, K. Vesely)

3. Imunofluorescencni
antigenni mapovani
(FNuSA, PAU, K. Vesely)

4. DNA analyza (PCR-sekvencni analyza)
(FNB, CMBGT, L. KopecCkova)




Epidermolysis bullosa, imunofluorescenéni mapovani

* Imunofluorescencni detekce kolagenu typu IV (the
lamina densa) ve ,,strese” puchyre — dystroficka EB.

* Imunofluorescencni detekce kolagenu typu IV na
»podlaze” puchyre — EB simplex nebo junkcni EB.
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Dystroficka epidermolysis bullosa (DEB)
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Dystroficka epidermolysis bullosa

Mutace v genu
COL7A1 (118 exonu)

DNA diagnostika:
amplifikace a sekvenace
vSech exonu a prilehlych
intronovych oblasti
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Dystroficka epidermolysis bullosa

DEB je dedéena

« autosomalnée dominantné (DDEB), hledame jednu mutaci

v genu COL7A1 nebo

- autosomalne recesivne (RDEB), hledame dve mutace v

genu COL7Al
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Dystroficka epidermolysis bullosa

DEB se vyznacuje klinickou heterogenitou:

zavaznejSi formy RDEB jsou vétSinou zplsobeny mutacemi, které
vytvari pfedCasny terminacni kodén (PTC) na obou alelach genu

COL7Al

mirnéjSi formy RDEB jsou vétSinou zpusobeny kombinaci mutace
typu PTC X missense mutace, missense mutace x missense mutace

DDEB je vétSinou zpusobena
missense mutaci glycinu
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Epidermolysis bullosa simplex (EBS)
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Epidermolysis bullosa simplex, vysledky

 Mutace v genu
» KRT5 (9 exonu) nebo

» KRT14 (8 exonu)

« DNA diagnostika: amplifikace FR——
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prilehlych intronovych oblasti
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Sequence Capture a cilena resekvenace 80 genu asociovanych s genodermatézami

Disease Genes

GG VAR5 18  COL7A1, KRT5, KRT14, DSP, DST, JUP, PKP1, EXPH5, TGMS5,
junctional, dystrophic; Kindler PLEC, COL17A1, LAMAS3, LAMB3, LAMC2, ITGA6, ITGB4,
syndrome) ITGA3, FERMT1

Ichthyoses 17 KRT1, KRT10, KRT2, ABCA12, GJB2, TGM1, CYP4F22,
SPINK5, ALOX12B, ALOXE3, ALDH3A2, STS, NIPAL4, ABHDS,
CERS3, LIPN, PNPLA1

Ehler Danlos 7 COL1A1, COL1A2, COL3A1, COL5A1, COL5A2, PLOD1, TNXB

Palmoplantar keratosis 14 KRT9, KRT1, KRT10, KRT16, KRT6C, AQP5, DSG1, LOR, GJB2,
DSP, KRT17, KRT6A, KRT6B, CTSC

Ectodermal dysplasia 5 EDA, EDAR, EDARADD, TP63, KRT14
Xeroderma pigmentosum 4 ERCC2, ERCC4, XPA, XPC
Oculocutaneous albinism 4 TYR, OCA2, TYRP1, SLC45A2
Wardenburg syndrome 6 EDN3, EDNRB, MITF, PAX3, SOX10, SNAI2
Cutis laxa 2 ELN, FBLN5

Pseudoxanthoma elasticum 3 ABCC6, GGCX, ENPP1

Darier disease 1 ATP2A2

Erythrokeratodermia variabilis [pA GJB3, GJB4

Buschke-Ollendorff syndrome [§! LEMD3



