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Genomicky profil WM

median 3 abnormality na pacienta

high-risk oblasti 1q, 3q, 49 a 69

translokace, prestavby v genech pro HCH a LCH Ig
bialelické delece, high-level amplifikaci
somatické mutace (MYD88, CXCR4...)

Diagnosis of

Waldenstrom Determination of Clinical
macroglobulinemia mutation status implications
I | | 1 | |
Clinical
presentation

Zdroj: http://www.bloodjournal.org/content/123/18/2750?sso-checked=true
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Somatické mutace v genu MYDS88

mutovany u vice nez 90 % WM, 50 % u IgM MGUS
— nezavisly prediktor progrese (Treon, 2013)

L265P, nejcastejsi gen. abnormalita
signalizuje transdukci vrozené imunity
asociace s progresi nemoci, ovlivnéni kostni drenée a
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Zdroj: Hunter et al.,2014
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MYDS8S8 a signalizace

CGACTGATC

willd-type

L265P

MYBEP1A

Proteasomal ¢ IkBa
Degradation
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and Signaling

Zdroj: Treon, 2014, http://www.nature.com/leu/journal/v28
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Mutace v genu pro CXCR4

e 30% pacientu s WM
* ovlivnuje distalni konec proteinu

* produktem chemokinovy receptor - bunecny
oming, adheze, proliferace...

e vyssi infiltrace kostni drené, extramedularni inf.

e spolus MYD88 mutaci agresivnéjsi prubéh
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Mutace v genu CXCR4

* nonsense mutace (Castejsi) — zkrati distalni konec
proteinu o0 12-20 AA

* frameshift (posunova) mutace — zahrnuje oblast 40 AA
na distalnim konci

a) b)

ATG AA GCA CGT
Met Glu Ala Gly

ATG AA GCA CGT
Met '

Zdroj: http://pixgood.com/frameshift-mutation-definition.html
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Mutace v genu pro CXCR4

Frarme shift mutation
Nonsense mutation

S338 Mutation Types

“Monsense C/G

“Monsense C/A

® Framne shift
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RozloZeni mutaci v genu CXCR4 a jejich rozdéleni

b K g

33 KM 340 34 342

M3 344 G4

Zdroj:http://www.bloodjournal.org/content/123/11/1637?sso-checked=true
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Signalizace CXCR4

Hypoxia 4——— HIF-10t, NFxB
Tissue damage

Inflammation ' ¥L
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Rozdilna hladina regulace
funkce chemokinového
receptoru CXCR4. Mozné
drahy, které mohou byt
afektovany timto
receptorem.

Zdroj:http://www.ztopics.com/CXCR4/
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Diagnostika
K — plna krev, mononuklearni bunky, bunky
D19+
D — bunky CD19+
ut off: PK 2 x 7,5ml v EDTA, 1 x 2,6 ml v EDTA
KD 500 tis. bunék
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Diagnostika

* MYD&ES -N-PCR, AS-PCR + Sangerovo
sekvenovani
e CXCR4 - AS-PCR + Sangerovo sekvenovani

* srovnani konkordance mezi PK a KD
* progen MYD88

98 % WM

41 % 1gM MGUS (Xu et al., London 2014)
* pro gen CXCR4 - nezhama
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Vysledky

e VySetfeno 13 vzorku Ostrava (1 IgM MM,
7 1gM MGUS, 3 WM, 2 IL)
 med. 65 let (zeny:muzi 5:8)
e vysetrena PK i KD
e MYD88 7x : 3x WM

1x IgM MM

3x 1IgM MGUS

* CXCR4 1x: 1x WM

Zdroj: http://uclu.org/articles/election-results-for-academic-and-liberation-section-committees
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Konkordance

e Konkordance MYDS8S8:

100 % WM (MNCs, CD19+) vs. 98 % (Xu et al., 2014)
33 % WM (WB)

43 % IgM MGUS (MNCs, CD19+) vs. 41 % (Xu et al., 2014)
0 % IgM MGUS (WB)

e Konkordance CXCR4:
zachyt z KD 30%
33 % WM (MNCs, CD19+) vs. ?
0% WM (WB) vs. ?

Zdroj: http://pixabay.com/cs/v%C3%A1hy-%C5%BEIut%C3%A1-v%C3%A1%C5%BEit-spravedinosti-30251/
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Do budoucna...

 aCGH - cytogenet. abnormality na urovni kb, zmény v
poctech kopii — 80% pripadu, signalni drahy (Poulain et
al., 2011)

* FcGR polymorfismus —

prog. vyznam, stabilni marker

* PI3K-delta — vyznam pro R -
lé¢bu (Landgren et al., 2014) | oA Avass | ows

Zdroj: http://lowres.cartoonstock.com/science-dna-
geneticists-therapists-shrinks-genetics-bven460_low.jpg
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