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BFITEERE4 () Pharmacological studies on responsiveness of 5-hydroxytryptamine to
overcome perioperative spasm of coronary artery bypass graft in diabetes mellitus
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1. AFZER R OMEE (3£32) : Diabetes mellitus (DM) could enhance 5-HT-induced vasocontraction via
the activation of 5-HT, and 5-HT g receptors of the human internal thoracic artery (ITA) and saphenous
vein (SV). The enhanced vasocontractions to 5-HT in DM were mediated by the activation of Rho/Rho
kinase pathways. Insulin inhibited 5-HT-induced vasocontraction in SV. These results inducate the
useful pharmacological findings to prevent 5-HT-induced vasospasm when the human ITA and SV from
patients with DM were used as an arterial graft.
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[1.0 umol/L sarpogrelate (O), 1.0 pmol/L SB224289 (
A) or a combination of 1.0 umol/L sarpogrelate plus
1.0 umol/L SB224289 (<>). (@), control. *P<0.05
compared with control, #P<0.05 compared with
sarpogrelate or SB224289 alone; NS, no significant
difference. Two-way ANOVA with multiple comparison
using Turkey test.]

@ b MRIRTEFFIRICIIT D 5-HT ZAED
FAEDATEZONWT, ST TEE2 R
WTHEI L& 2 A, b N RIRTESIREIE /D
HIIZ 5-HToa BE O 5-HT g ZHIKY 7 ¥
ATDFEETDHZ E e Lz (K2) .

S5-HTpp Bt i

J——

2. b PRIRTEFARICE T D 5-HT =44k
(5-HToa ZBMI L UB-HT g ZAEMR)

(2) FERIBRECB 277 7 MO 5-HT
m£ﬁﬁf%ﬁ@fﬁﬁxA®M%

O PERIE e N NENRE X OKRIRTERRIRIC
BWT, 5-HT T L2 MEIHER . FEkE
PREFIC LR U CHEIRPIFE CA BT L T
W7 (% 3a,b) .

@ HER e SNENRES X OKRIRIERRIRIZ
BWT, VLRI LT — B IO SB224289
M\Pfﬂ%5HTKiémMWﬁﬁm%ﬁ

EAZHIE U722y, W& OMICA B2 ZITERD
Lo 7- (X3a,b) o
(@ s
45
40 | *
635 F
Z
N 30 |
Eas | *
g #
E 20
s
S 15
0 fF *
#+
5r +
0 ﬁi+#+# A
DM -+ -+ -+ -+ -+-+ -+-+-+
SAR (1 pM) T = SHUN e S
SB224289 (L M) - - - 44 oo dd oot
5-HT (nM)
10 30 100

(b) 80
70 *
60
50
40

30

Contraction (% KCI)

DM A+ -+ -+ -+
SAR (1 uM) L T o SUPU S S
SB224289 (L UM) = - oo b oo bb oo
5-HT (M)

10 30 106

B3, BERPEEF K OIERERFBEIC T 5 5-HT
2 K DUHE R C KT 2 VR 7 LT — R (B-HT)a
ZRMBIETIIR) B LV SB224289 (5-HT.s Z &4
fHEHURR) DR

(a5 & MANHBIEIR, b; B hKIRTEFRNR )
[*,+P<0.05 compared with DM (-), #P<0.05 compared
with DM (+)]

@ BERWFE S RIRIEFIRICEB T, 77 A
/v (FAS; Rho &) — Jéﬁﬁiﬁ) X, 5-HT I
;5@£W%ﬁm%ﬁ ZH L7 (K4) .

70 *
:60>
Q
st
an- *
2 +
£ 30
g
20 * . #
10
0 # .
DM o+ a4+ -+
FAS (3 pM) Sttt ettt -+
5-HT (nM)
10 30 100

BJ4. BEIRPRER KL OFEREIRIEAEICI T S 5-HT
I X DG OGICR9 5 7 7 AL (FAS; Rho &
FT—RBIEHERE) D

[*,+P<0.05 compared with DM (-), #P<0.05 compared
with DM (+)]

(3) £ 22V & 5-HT & opEyt

b b KIRFEFFIRICB W T, 4 AU Ui,
B AR 5-HT 12 & B M4 I s %
mEI L= (45) ,

120
100
80 [ *

60 *

40

Contraction (% KCI)

20

Ins (nM) 0
5-HT (30 nM)

0 10 30 100 3001000




5. b hKIREFIRICE T D 5-HT (2 & 2 I
BOSWZT A4 o A ) DR %
[*P<0.05 compared with Ins 0 nM, Ins; insulin]

AMERERLY, XA RXRT T 7 ME L
LCEZHAESNTWDE b RIREFEIRICE W
TH, 5-HT (2K 2 MEIAEIC 5-HT,, 22K
BIO 50T, ZREOHEZHFENKE L F
BLTWAHZ L afER LT-, £7-. BERIERE
(ZBWT, FERERRIBERAIC L L C 5-HT ol
BROGYENRT 75 7 ML IZBWTHEIC
WL CEBY ., 2 OmEKISHERERIC T,
5-HT,, F8 K O¥ 5-HT )y, X BRO W H 2D -
TWAhZ L, &6, Rho FF—E»REE5L
TWAZLEEHOLMNE LT, £72. EFOIML
B, ThbLIEFERBEICEIT 5 B M KIRE
HRICB W T A VA Y VALUE o 5-HT O
M ROSTEDR T LT\ 2 b, BRI
BB DA 2 v OEBIZONT LK
FTAMERD D,

PERIFBE DAL 2T 57 MiLE DR
WP & B L7l - itk o L AMETBHIC
I, RFIT, 5-HT BRI B H5H13E (5-HT,,
SRR E 5-HT, AR OmE TR L CTHibT
TERZ 7T H D) BIO Rho FF—FE
HNHNTH D AREMED RIB XD,

5. TR
(WHFEFRAE . WHIEoHE M O 784 12
E 7Y

UdERERm 30 (GE 2 1)

(D Nakamura E., Tanaka N., Kuwabara M.,
Yamashita A., Matsuo Y., Kanai T., Onitsuka T.,
Asada Y., Hisa H., Yamamoto R. (2010) Relative
Contributions of 5-Hydroxytryptamine (5-HT)
Receptor Subtypes in 5-HT-induced
Vasoconstriction of the Distended Human
Saphenous Vein as a Coronary Artery Bypass
Graft. Biol. Pharm. Bull. 34, 82-86. &t A

(@Tanaka N. (2009) Pharmacological studies on
responsiveness  of  5-hydroxytryptamine to
overcome perioperative spasm of coronary artery
bypass graft. Yakugaku Zasshi. 129, 1049-1053.
BHAH

(&) Gt 9 1)

OeSfth, REEY, HPET, FFIEM,
PARPSRIE, e, ILARME— @ B PINEBR

ERIRTEFIRICB TS A4 A2 >0 NO FE
IR B AR SO, A ARSRF %S 84 [A]
gy, 2011, 3, R

QHTEF, FFIEM, TARME, REHET,
Gt th, EHEAE RS, EEERS, AR
— D HERR O E b= R R A R

WERIER, &5 1 | TiEfEELtn b=
7 4 —7 A, B =ZERIEK 2011, 2, B

QAR —, HHE 1, FFOEmHm, FR5RAE,
R, &4 #h, BB, LT &,
R v N NEIRES X OSKIRFER R
\Z8B1T D 5-HTaZ BRI L ONS-HTw S iK%
L7t a b= 235 E /E o
WTT, B 40 Bl H ARDIREEE M E F 5
2011.2, kA,

@&, WMEMHET, HPEA, FEIEM,
e, UARKE— ke b= O IHE
BOSIZHRET D4 > 20 > OMlhE  —f
e R KIREFIRCORG—, % 63 [MHA
P PE R4, 2010.11, FEVR .

(®Tanaka N., Kanai T., Matsuo.Y., Kuwabara M.,
Nakamura E., Nakamura K., Asada Y., Hisa H.,
Yamamoto R.: Different contributions of
Rho-kinase to the vasoconstrictions caused by
5-HT and noradrenalin in the isolated internal
thoracic artery and saphenous vein. World
Pharma 2010, July 17-23, copenhagen, Denmark.

®©F AT SE, HPE S, WIB—F], B4,
SRUEFN, PR ST, ILARRE—, REES:
T ER RIS B O FAREE O 1f 4 SO DR,
% 30 [0l H AFFIRFES K2, 2010. 6, E I,

OHFEA, &H i, REHE, Em,
PR SRAE, AT, RS, Hee iR,
(AR — : BB KL OFRIRY 7 7 MBI %
Rho-kinase FHE DN RO FHE, 5 83 [0l H A
P EL, 2010. 3, KBK.

@HEPE Y, FEFEIEmM, PREE REFE
T, e fh, ERHEG TR, iR, W
ARbe— v MEEIR S A 23 M5 O IUHE s
%95 Rho-kinase PHEIKDOZNEIZSWNT,
%5 62 [0 H ARSI P R4S, 2009, 11, #2
.

@A RAE, HTE -, RIE—5], B4z,
SRR, TS, AR —, R&EE:
Vascular responsiveness to 5-hydroxytryptamine
inisolated vessel in diabetes mellitus , % 62 [0]
A AN MR 22, 2009. 10, k.

(XF) GF o )
(PEZETY PEHE)

OHRERPL (G0 )
OBAHRIL (G0 1)

(£ Dfth)
2L



6. WFITHEAR

(D) WFgEfFRs
B B+ (TOTORIBE NAOKO)
FUMPR AR AL - SR - GHAT
WFgeE %5« 70322576

(2) WFFE5 14
mL

(3) LT IEE
mL



