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Elucidation of Zfat function in fetal erythropoiesis using a conditional
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ZFAT, originally identified as a candidate susceptibility gene for
autoimmune thyroid disease, has been reported to be involved in primitive hematopoiesis and T cell
development. However, whether or not Zfat is involved in definitive erythropoiesis in the fetal
liver during mammalian development remains unknown. Here, we analyzed the role of Zfat during mouse
fetal erythropoiesis in the fetal liver using tamoxifen-inducible CreERT2 Zfat-deficient mice.
Zfat-deficient mice exhibit moderate anemia with small and pale fetal liver through a decreased
number of erythroblasts by E12.5. The apoptosis sensitivity in fetal liver erythroid progenitors was

enhanced by Zfat-deficiency ex vivo. Moreover, Zfat knockdown partially inhibited the
CD71-/lowTer119- to CD71highTer119- transition of fetal liver erythroid progenitors with the
impairment in the elevation of CD71 expression. These results thus demonstrate that Zfat plays a
critical role for erythropoiesis in the fetal liver.
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JESZMEDE RN ST, ZFAT 23 c-Kit'-P1 FEIBGHENE AS P2 FEIl A~ b T D E TOT AR h— A
FZMEIZEAE LTV Z LRI E T,

ZFAT X~ 7 A% E12.5 ORI TOR VIR 38 CORMERE M (2 28 O 58E %2 Ke7- LT
WA ZENRHALNE ST (K 4),

—e— CreERT2-Zfat™
Zfat ™ —o— CreERT2-Zfat"

co71

20

15

10

Annexiny (%)

55.1

TER118 010203040506

A0HT (umM)

[[X 4]~ 7 2 B VERTIR A Sk O AR 2EER R BTBEHIAL O ex vivo Hi#RICH51T B ZFAT JEBUMHIIC X 5 I ERE 45
b~ B % et

(A) E12.5 @ ZFAT RS~ U A(Zfat”t w7 2)B L2 v b — A~ 7 X(Zfat"™ < 7 2)D s VTR L
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(D Zfat expression in ZsGreen reporter gene knock-in mice: Implications for a novel function of Zfat
in definitive erythropoiesis.
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