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Our TeChnolom
We establishiec
NPM1-Mut ‘under thé

I a transgenic zebrafish that is ablé{t@xexpress h fhan FLT3-ITD or
ontrol of a myelord-spefﬁic P moter (5 3 kb spi-1).
Specifically, ‘we generatéd two constructs, referred fo /as.\$pil: FLT3-ITD and
spil:NPM1, respEctivelv?'-CytoIQgréaLanaIysrs of kit y marrow (KM) and peripheral
blood (PB) smears prepared fmm,wrldtyp@and FLT3-ITD zebrafish were examined at
4, 6 and 9 months. In comparlson with wild type (fish, the KM from some
spil:FLT3-ITD 6- and 9-month old’ transgenic zebrafish-had a greater number of
myeloid progenitors and an excess of blast cells with focal aggregation. Hematoxylin
and eosin (H&E) staining of the 6 month-old FLT3-ITD transgenic fish kidney showed
mild effacement and distortion of kidney structure as well as increased infiltration of
myeloid cells. Further morphological analysis of cytospin marrow showed that
AB-wild type fish possessed the normal complement of hematological cells, whereas
2 out of 6 spil:FLT3-ITD zebrafish had an abnormal number of myeloid progenitors
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and decreased synthesis of erythroid cells at 9 month-old. Finally,
leukoerythroblastosis was observed in PB.

We also generated FLT3-ITD/NPM1-Mut double transgenic mutants. In so doing,
we found that FLT3-ITD and NPM1-Mut synergistically promoted myeloid blasts and
the expansion of precursor cells in zebrafish as young as six months. Flow cytometric
analysis and Liu's stains of the KM and PB smears from 6-month old

FLT3-ITD/NPM1-Mut transgenic (ﬁsWd myeloid hyperplasia  with
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