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BEICEE LEGAE—EDOPRNALNTZ b U v ERNEMIICB O CREER A
5T EHHEE Sz, 1o TCilostazolD V /R EFH AR LUV L \RIEDFRRESKEIZ R T 5 %)
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U o ENRMIIZISV T, CilostazoliRINT & ¥ IR EEKAFAY 22 MR IETEZN RN L DL, miRE
TIHAAAEERE OB SN T2, F72Cilostazolffdft 2 5272 b T VAV 2 =v /<7 X
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BALTEY . in vivoTU L 20N E U L 8Bt OMWENED bz, Cilostazolit U > %
FEEEOSERRLIZRY 25 EEF 2605,

Cilostazol & phosphodiesterase type III
(PDE3) % BIRMICHE T2 Z Lic X v fum
IRIER, MEIGRIERZRET 2L EZ
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MKEER, v~/ 77— ) —%—T
450nm (23T 2 WICE 2 BIE LT,

MR LR

LROBRABEDOEFE MY LV NERNE
#RE %A, 10em O dish [ZHERE L, 1ZTav 7
NTy MTIRBDETEE UL, Bt LT
i RO/ E NIRRT Y P D
VEGF #ELZHOE AV, 9mm D
TENART LA =Tl A EARRICF A L,
[FIEFIC Cilostazol % 1, 10, 30uM & 722 &
I HmmMmLz, =2 bhr—ne LT
Cilostazol DEEETH B DMSO D FH-Z ¥R
Lizb D& AV, 48 BRI Lz, M
faz BEMEECRIE L, FBoloMiay— o
FOEREZRIE L, BEIEREZES L,

Cilostazol ¥ £ ' Milrinone ¥ &5 & @
KCYCT F T VARV 2=y V< RADAETRE
b2

A

- 32 —



ARVHBIZBWTEHR LTS, IR
VHEREANLNAY A NV ZADEBEFTH
% k-cyclin ZE A L7z kCYCY F T AP
oy IR (Tg) TREHD Y L%
DETERERH LN, FaPEL DT L
NPESNTND @), 2DV REE~
7 ZWZX LT, 0.1% Cilostazol F 7= 1%
0.002%Milrinone % &8 3 AfAE (\WT 1L
HA N = ZNVEER) & Tg vV AR LOE
ARl 25 L, REENB IOEEE
ZEHRI L7z, RIS = v o — LERE A
BE L, ~v R IV bE%4~58
oL OE RV,

FIRV 2=y 7w T AREORBEYAE

0.1% Cilostazol & F Akl % & 5 L 7=
kKCYC" R VAV 2=y /v UANLE
I EEMOEEEERB LTz, 3.5%/37 &V
LATNVTE RTREEL, NT7 4 aliE
Tol, VU YERNEMRO~—I—Th
% podoplanin (LifeSpan Biosciences) & I
WEMED~—H—TéhH D CD3IIBD)DH
ECTHN ZERAETIT o,

NG VAV 2=y 7= AREOETFEK
&

EFE & FIBRIZ 0.1% Cilostazol & filk & 1
BEL7 kCYCY" FF AV =y 7w T A
DOENEEFHOREEZRR LT, Bk
2% paraformaldehyde & 2.5% glutaraldehyde
THE E L. 1% osmium tetroxide, 1%
paraformaldehyde, 1.25% glutaraldehyde &
0.32% potassium ferricyanide C# EE & 1T >
72, 100 nm ETE A Z/ERL L 2% uranyl

acetate & 0.4% lead citrate THfE L7z, &
BEMEE (JEM-1400, JEOL, Tokyo, Japan) T C
VI NERBE LR,

NFGVAD 2=y 7w ADY VG Eg%
B

0.1% Cilostazol & FH k% 4 HEHRE Lz
KCYCT T v 2RV x=y 7= 7 RICK L
T, BHIZ= AN AT N —EBRE BT ES
L7e, 10 DRICTEBIORE Y o/ 8 & B EL
L, VU EIIRALTEBRE RV LT
NTHEHSE, v~ 77— —%—
TOEREEELE, 2 ho— e LT
Cilostazol FE&F fIEICHTF L BFAEM <
72 & KCYCH h TG v Az v TR
Z iz,

T RBDY UNEEET I

FVB/N OB AR < 7 215 L, sevoflurane
WL DEHHBET T, A2ZHAVWTROE
EROFZfE % Smm B CEFEMICHIBEL 7, &
EOFBEZLVEEDY VI NEREE S,
HIBE L 0 =AANCFEEZ AT D5 Z & 3#H
FEINTND (5), ZhEifitt ) v/ EZED
EFT/E LT, FFEHA LY Cilostazol &
B E e BB OREEZIT o712,
FELEUCEEEZRFNICEERE L, &
REOHBZRIE LT,

RBDY gD,
FROBDY VREEET VBT,

Cilostazol EF &, FEFHZNETND~
ALY FEHRE T BEBICREOEEEREL.,
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LEEERBRICHENL<I VEE, NT T 4
B E1772 > CTH LYVE-1 Hi& (Abcam)
THRELAZTEIT LT,

mk, ETOHYERIT, ExERER
Wt 7 - ERBRBICE->T, At
v B ERBEZESOAREHTT

27,

C. MR

i oD HEFERE

BABROE U o8N A 7
fE L7=F HIZ Cilostazol 721X ASA %52
HicEsmL, £03EHE% dayl & L THEkE
&I L7, VEGF % &% L. Cilostazol
E 7213 ASA BRI L 72 85 TR S &

BT 4 BIIH T THREERILE Z
5. VEGF * FGF W b & TeErH ¢l
fa DHEFEMN F 5 #1, F 7= Cilostazol #%51C
KV ETOMIREOEMNA BT, £7-
VEGF DA & i T b [F#RIZ Cilostazol
DIEIW LV MREIIETFEML -,
VEGF * FGF WL b BR3E L 7o 85 H# Tl
A D HE BT EE 3 KR AR T L7z,

FrAERBRDO Y CANENEMEIZ W
T b AR D EE H D Stk & FFIUSHN D G4
THIfEEE R ATV IR ORI 21T o 72,
VEGF ‘FGF & 5#£ & FGF 2%EL7-HT
X9t Cilostazol %512 X A8 59
RARRE D BT A b g D o T-, VEGF
FREFETIL Cilostazol DIEERIFAIITHE
R OBAME M R BT 23 Z DD
REIIRABEZOMAE L BT 25 L/ &
RETH- T,

TV, BRI Z R Lz, ThE
L OFECTEAREMEE 1 B (dayl) D #l fa 1

F1e LTHIEOTSEL HNTT T " .o§Rdothelial cell
7 #EBL L7 (Fig.1), Cilostazol 30 u M -‘;_,—; o 77 ;ciléstaéol 1 : 7 | ' |
OBETIZ3, 5, 7. 9 AHETDMSO O g§ e L BE
Hoar br—L & B L CAERICHR _§.% Y | I|
BoEMRAE LR (P<005), £ B% B
Cilostazol 10u M DFETIE7, 9HETH .2 S e 'y
B OWMA L 5N (P<005), =9 [ |

Cilostazol 1y M OEETIZOHBE T b
o —/ b & LR RIS o s
H itz (P<0.05), ASA USHIEECIIET

growth of lymphatic

i ul i Rl A
days after administration of
cilostazol

DOIEIMER R A b0, et FH B E Fig.1 U/ NERNEHMINO Cilostazol #&51% ;
EIIBONBEhoTe, FNENOEK DR - DRREFRYZAE, Cilostazol DIEEA 1M, 10
E, B onwTehEh 3479 juM\%uMkﬁfmohTm@ﬁ@%mﬁi
DAL L7z 2 BIDOERZIT > 7o, BREITE 1 B b,
ERZEZ AW,

FHOSRME VEGF DFMEL FGF OF PDE3 #1 #l #l T & % Cilostamide &
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Milrinone D I B 2 MR T 5 72 DT,
Cilostamide & Milrinone & Cilostazol [Fl#(Z
b b U RN O I TR L TR
BEEZITV., RERICHREE FHEI L,
FTNFNOREETEFERMNE 1 B (dayl) DA
fa¥iz 1 & L CHREOFESEEZ RV
7 7 &{ERL L7 (Fig.2), Cilostazol 10 u M &
Milrinonel0 u M OEETIL 6 BH B TDMSO @
HOA s bu—L LT EICHZE
DA B HivTe, —F, Cilostamide 1,
DMSO D#H M = hm—/v & i U Cifg
BIERENRIIBD bN2hoTz, ZF0E
NOREFORE, BEIZOWTENENS
YT NT OO LTz 2 A0 EREIT -
7o, BREITRBREZEZ AV,

Fig2 Ciloatazol ¥ X O Cilostamide &
Milrinone Z/ER S¥T»H 3 A (F)
BLO6 HE (GR) OMa%k, Ciloatazol
& Milrinone 1%, 1ZIERZEREESR %2R
L7z, —7. Cilostamide %, fHfREEFE/E
ERRIZFBDO DN D S DODAD 2 F| & HE
L CHWMEM B/ D b7z, (Control 1Ex
HT 47, FGF X O FGF+VEGF 2R 7 4
JTary hru—)

RIZHEFETERIE CThH 5 WST-1 Z VTV
YRNEARMBOBHEEFTMm L2, £
Cilostazol X cAMP O¥E/N% 41 L C protein
kinase A (PKA) Z{&EMET 5 Z & TIEELE
RERETLHZLRHMBNATND, £ZT
PKA BEZEZE A Cilostazol DS FEZN R IC
BB 5 2 506 O TEHE L 72 (Fig.3).
Cilostazol 30uM DFFE T TYU V/ERNKZ
MR OBEFEN A Bz (P<0.01), ZAUILAT
WOFER & FROEM TH o7, F72 PKA
PEEFE D 2 DRI CTIIARAETE I BT
LR 72m, Cilostazol & PKA FHEZK
DFFIET THET 5 L BIEOE 5B 722 3]
BH LI P <002, 2O ENnDH
Cilostazol DMEFAEERRIZ, D72 <
&b —ETIT PKA 2/ L7-RENEEE L
TWHZEBRTRBINTE, £DOd,
Cilostazol & F#RIZ PDE3 %A% L T PKA
DIEMALZBIEBITZERMBATND
Cilostamide & Milrinone |22V T & FRAE
L7c, MEND CNENRMRICT 5%
REmR L E Z A, Cilostazol X V5N
MEFREIZY o NENEMEOMEE 212
ETLIMRPIFBD T,
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