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A comparative study on the expression of
vasohibin, an endothelium-derived negative
feedback angiogenesis regulator, and its sole
homologue vasohibin-2
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Background: Searches to find DNA sequences homologous to vasohibin, recently isolated
as a VEGF-inducible endothelium-derived negative feedback angiogenesis regulator, revealed
one gene, which we designated vasohibin-2. Overall amino acid sequence homology
between the prototype vasohibin (vasohibin-1) and vasohibin-2 was more than 50%.
Vasohibin-2 also exhibited anti-angiogenic activity. Comparison of vasohibin-1 and -2
expression patterns revealed that in contrast to vaschibin-1, vasohibin-2 expression in

cultured endothelial cells was low and not inducible by standard stimulation.

Objective: In this study, [ investigated the expression pattern of vaschibin-1 and vasohibin-2
at the RNA and protein level in human and mouse tissues and compared the spatio-

temporal expression of vasohibin-1 and vasohibin-2.

Methods and Results : Immunohistochemical analysis and quantitative real-time RT-PCR
analysis revealed that vasohibin-1 and -2 were ubiquitously expressed in vascular
endothelial cells in developing embryonic organs during mid-gestation. After that time
point, vasohibin-1 and -2 became faint in capillary and venous endothelial cells, but
persisted to a certain extent in arterial endothelial cells from late-gestation to neonate.
As for the extent of the expression, vasohibin-2 is higher than vasohibin-1, which is also
true for adult organs except for uterus. Expression of both vasohibin-1 and -2 could be

augmented in vivo by local transfection with the VEGF gene in the embryonic brain.
Conclusions: Vasohibin-1 and -2 comprise a novel family of endogenous anglogenesis

inhibitors and play an important role in the regulation of vascular development and

angilogenesis.
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VEGF it & » TMENKMTHES N, 24T 477 14— F Ny 7 IICEF £ ERHT
AP TH B vasohibin @ DNA sequence @ homology search O#EHE, vasohibin & 50% L] F
O7 I BEEY EoMEMEE & B, vasohibin R EF ETHEHEH TR FEREAL, <
N % vasohibin-2 &4 Lo AP T prototype @ vasohibin (UL F vaschibin-1) &
vasohibin-2 DRI E K CEMMAB I — Vv 2@+ LICkD, Tho0EBHENE X
OREZEIRETOMEHEIC BT 5 EEEEE L,

WHIE i, b bB LU ZORARE ORI REYEE T U7, & MIEERESOMA
20, FAERNE XCERAMO=>0RHOEAR%Z, < v X3Ma485H, 105 H, 125 H,
1458, 16.5H, 185 HBXOMABOEAREZMH Lic, $HEBIILT 572Dl XDERIC
Bi LU T real-time RT-PCR ZHifT L7z, £ O#EH, vasohibin-1 ¥ & U vasohibin-2 " h & il
ENRERNCRIL, BWEPHCZzoRBENE -7 KEL, UBRBIT LIy - %
T U7z FBEITEE L T3 vasohibin-2 M 1E 9 43 vasohibin-1 kW & B X E 2EFE» - 720 A
OB TATD, FRETNTOMEIZEB T, vasohibin-2 D1 9 M vasohibin-1 & ¥ & FHBl &
MENERAA SN 72h, FEIZH LT vasohibin-1 @& 5 A% vasohibin-2 K b & U A IE
WAER U, 51T, VEGF BNV 7 —% <7 2R ORI transfection U7c KBTI, %
B2 vasohibin-1 # & O vasohibin-2 D FBFEMSBE s h, £ DRI E I vasohibin-1 DI D
A3 vasohibin-2 & b Eh - 72,

P bofERM S, vasohibin-2 X vasohibin-1 & RIS FHEIEIKF & U T family 85k
TEHRTFEEZ SN, AHFENE X CWHEFMER A IHMICBEE SR EZE TS &%
Zohiz,

RPFFE 1L vasohibin-1 & Z @ family 43T T 5 vasohibin-2 & U 5 Fr LN E Hr £ HI R 11
#&H L7 novelty OBV TH 0, FORBRIREMIRAED & 5 S EHENZ ORETH 5%
BOBERISHNDORELHD TS, CThoDHICBWLTEARIICHET 2 S5HET 5,

T, Kt (BF) OFMMmXE L TERETD 5,
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