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Tranzientni abnormalni myelopoéza a akutni
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Down(iv syndrom je jednou z nejzndméjsich a nejcastéjsich chromozomalnich aberaci. Pfitomnost nadbyte¢ného genetického
materialu chromozomu 21 zpUsobuje multiorganové postizeni. Z onkologického hlediska je dllezita zejména predispozice
téchto jedinch k hematologickym malignitdm v détském véku. Samotnd trizomie chromozomu 21 zp(sobuje naruseni he-
matopoézy a je prvnim krokem pfi vyvinu tranzientni abnormalni myelopoézy, unikdtnimu klonalnimu onemocnéni, které
se vyskytuje pouze v pfitomnosti trizomie chromozomu 21. Jedna se o preleukemickou fazi s variabilni klinickou manifestaci
od zcela bezpfiznakového pribéhu po zivot ohrozujici stav, se schopnosti spontanni regrese, ale i transformace do myeloidni
leukemie. Prognéza téchto déti je pti redukovanych chemoterapeutickych rezimech respektujicich jejich zvysenou senzitivitu
k toxicité 1é¢by velmi dobrd. Akutni lymfoblastickd leukemie asociovana s Downovym syndromem je naopak heterogenni sku-
pinou onemocnéni s ne zcela objasnénou etiopatogenezi a horsi prognézou ve srovnani s pediatrickymi pacienty se stejnou
diagnézou, ale bez pfitomnosti Downova syndromu.
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Transient abnormal myelopoesis and acute leukemia in children with Down syndrome

Down syndrome is one of the best known and most common chromosomal aberrations. The presence of excess genetic material
of chromosome 21 causes multiorgan impairment. From an oncological point of view, the predisposition of these individuals to
hematological malignancies in childhood is especially important. Trisomy of chromosome 21 itself leads to perturbed hemato-
poiesis and it is the first step in the development of transient abnormal myelopoesis, a unique clonal disease that occurs only
in the presence of trisomy of chromosome 21. It is a preleukemic phase with variable clinical manifestations from a completely
asymptomatic course to a life-threatening condition, with ability of spontaneous regression but also transformation into my-
eloid leukemia. The prognosis of these children is very good with reduced chemotherapy regimens respecting their increased
sensitivity to the toxicity of the treatment. Acute lymphoblastic leukemia associated with Down syndrome, on the other hand, is
a heterogeneous disease with not really elucidated etiopathogenesis and a worse prognosis compared to pediatric patients with
the same diagnosis but without the presence of Down syndrome.
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Uvod

Downdyv syndrom (DS) je nejcastéji zpliso-
ben trizomii 21. chromozomu a patii mezi nej-
zndméjsi chromozomalni aberace v détském
véku. Incidence je kolem 1:800 novorozenc,
pfi¢emz chlapci a divky jsou postizeni stejné.
Novorozenci s Downovym syndromem maji

pfedevsim zvysené riziko rozvoje tranzient-
ni abnormalni myelopoézy (TAM) a pozdéji
akutni leukemie (1).

Tranzientni abnormdalni myelopoéza je
klonalni onemocnéni, vyskytujici se pfiblizné
u 20-30% novorozencd s Downovym syndro-
mem. Charakteristickym rysem je pfitomnost

nezralych megakaryoblastl a dysplastickych
zmén v periferni krvi a kostni dfeni, které jsou
zpUsobeny pfitomnosti trizomie chromozomu
21 a mutaci hematopoetického transkripcniho
faktoru GATAT (2).

Déti s DS maji 10 az 20x vyssi riziko rozvoje
akutnilymfoblastické leukemie, zatimco riziko
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