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Preleukemické fuzne gény typické pre akitnu myeloidnt leukémiu
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Akutna myeloidna leukémia (AML) je zna¢ne heterogénny podtyp leukémie, ktory predstavuje 25 % vsetkych detskych
leukémii. Pritomnostou genetickych mutécii v kmenovych krvotvornych/progenitorovych bunkach produkuje kostna
dreni velké mnozstvo abnormalnych nediferencovanych leukocytov (blastov), ¢o vyrazne naruisa spravnu diferenciaciu
buniek. AML je indukovana dvomi zasahmi. Chromozomalna translokacia po¢as hematopoézy vnutromaternicového vy-
voja predstavuje prvy zasah. Tak vzniknu preleukemické fuzne gény (PFG), ktoré sa mézu neskér transformovat druhym
zdsahom (bodova genetickd mutacia - delécia, inzercia...) na funkény maligny klon. Medzi charakteristické fizne gény
AML patria napriklad AMLI-ETO, PML-RARA &i MLL-AF9, ktoré nasledne produkuju hybridné proteiny so zmenenou funkciou.
Viaceré $tudie poukazuju na to, Ze tieto PFG su povaZované za dolezity prognosticky nastroj pri hodnoteni ochoreni. Zatial
¢o vyskyt PFG charakteristickych pre akutnu lymfoblasticku leukémiu (ALL) je relativne dobre preskimany a odhadoval
sana1azb5 % v pupocnikovej krvi zdravych novorodencoyv, PFG relevantné pre AML stale nie su dostatocne objasnené.
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Preleukemic fusion genes typical for acute myeloid leukemia

Acute myeloid leukemia (AML) is a highly heterogeneous subtype of leukemia, accounting for 25 % of childhood leukemias.
By the presence of genetic mutations in hematopoietic/ progenitor stem cells, the bone marrow produces a large number of
abnormal undifferentiated leukocytes (blasts), which significantly impairs the proper differentiation of cells. AML is induced
by two interventions. Chromosomal translocation during hematopoiesis of intrauterine development is the first intervention.
This creates preleukemic fusion genes (PFG), which can later be transformed by a second intervention (point genetic muta-
tion — deletion, insertion ...) into a functional malignant clone. Characteristic AML fusion genes include AMLI-ETO, PML-RARA
or MLL-AF9, which in turn produce hybrid proteins with altered function. Several studies suggest that these PFGs are consid-
ered an important prognostic tool in disease assessment. While the incidence of PFG characteristic of acute lymphoblastic
leukemia (ALL) has been relatively well studied by several research groups and has been estimated at 1 to 5% in the umbilical
cord blood of healthy neonates, PFG relevant to AML are still not sufficiently clarified.
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Uvod

Detskd leukémia ma svoj povod v vnutromaternicovom vyvoji. Na
zaklade klinickych prejavov alebo molekuldrnych zmien sa deli na
akutnu myeloidnu leukémiu (AML) a akdtnu lymfoblastoidnu le-
ukémiu (ALL). ALL je najbeznejsia forma detskej leukémie. AML sa
vyskytuje prevazne u dospelych jedincov, je zriedkavejsia u deti, s pre-

valenciou u starsich deti. Uspe$nost lie¢cby AML u deti je v porovnani
s ALL niZsia, vylieci sa 40-50 % vsetkych pacientov (70-90 % u ALL).
Pre najefektivnejsiu liecbu AML je rozhodujlca sprévna a presna
diagndza. To si vyzaduje spolahlivé morfologické, imunologické
a cytogenetické vysetrenia kostnej drene a periférnej krvi pacienta
v Case stanovenia diagndézy.
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