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45 F s MH - i/ . MH 0% NA & KC1 5]
B SRk sk g, FHHESIKERT CaCl, 19 R
BUKIE-R V&I ETHE, M NA 51EBRE) Ik
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MEEFHY R
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F£11A
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GLPEERHGAEAPAE, BE 330006)
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MH BT FE R #4, RAABEEE
BRMEBRER, BEORELTE LR TS



BT INIERIZET),  Hhr oK TSR (vera-
pamil, Ver, LygIE-THIZ), MEREAE L

Jo A TS i (BB 25) ).
HEmE R

FHRBRATHRLERINEE &=F
11.9+SD 0.9kg R 5 R, % 3KH,
TRELLZ v BEEE, MR ER AR T ME

IR TINT. /> EEIIK, iv iFE 5 mg/ke Hi
BE, EHEER KNI 0.01%F EE K. 51—
1 5 k1. 22 SYB-Z #y % 3% HE 0 X 0l B 3h Bk
RIFERB =M, —ImiE N FE R R,
ME /KR ETHHE R 7. WA RS
5 mEREE. 28 =8 B3 kNEDS
(ia), MREHKIEE iv,

iv MH 40 mg/kg J5, T i & S1tb4A
RTBEE 25+£4%(P<0.01), I JF [F1& 36+
6%(P<<0.01), BEHK WEfE 1/ MES BE
#4942 40-90

1-2 min iz ¢, 5 min F?WZEE,
A P5HTKFE,

min #K 5 45 WA 1)
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Fig 1. Effect of MH (40 mg/kg iv) on systemic
blood pressure (BP) and vascular resistance (VR)
in perfused femoral arteries in anesthetized dogs.
n=4, X+SD, *p>0.05,"*p<0.05,***p<C0.01

ia MH 1.6, 3.2, 6.4 mg/kg (& & H
0.02 ml/kg) 43 Hil 4 T B i & FE 7y B&{& 105,
1449, 17+10% (P $¥<0.05), (JAE 2)

MH " {kTFTHERAITNESZEHXR K
AR5 R, ¥EBR A, #HEHEXNER, MH,
SERBE BT 2 + A FEER K, BE M 25 + FRME XS R 25,
FHERFZS + MH (H S, AT Hk 1HRF ia
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Fig 2. Effect of intra-arterial MH on vascular
resistance (VR) in perfused femoral arteries in
anesthetized dog. a., 1.6mg/kg; b, 3.2 mg/kg;
¢, 6.4mg/kg.

(0.02mg/kg), 1} By AP K 0.02 ml/kg
TEABREX R, ®KAHKER 5-10min, )5
SRR ESITEEE L),

Tab 7. Receptor mechanisms of methylthesperidin
(MH) on vascular resistance in the perfused
hindlimbs in anesthetized dogs, Drugs were injected

;jnto the perfused femoral artery, (X+SD)
Change in
Receptor Drugs n vascular resi-
stance kPa
Jso 0.1 ug/kg 4 T.1%+4.0
Pro 20 pug/kg + Iso 2.4+1,7%*
)
MH 1,6 mg/kg 5 5.5%2. 9
Pro20 pg/kg + MH 1,7+0,7*
ACh 0.5 pug/kg 5 5.2+3,2
Atr 50 ug/kg + ACh 1.,942,0**
M
MH 1.6 mg/kg 5 3.7x1.7
Atr + MH 3.2+1.9"
His 0.2 ug/kg 5 5.1%2.4
Benadryl 0.3 mg/kg 1.7+1,3%*
H + His
MH 1.6 mg/kg 5 4.TE2.7
Benadryl + MH 3.9+3.3*
Met 2.5 ug/kg 3 4,1+1, 3
Phen 200 ug/kg + Met 0.51+0.4"
a
Met 2.5pug/kg 5 4.1%1.3
MH 3,2 mg/kg + Met 4.1+1,9*

ACh = acetylcholine; Atr = atropine; Iso = isoprena-
line; Met = methoxamine;  Phen = phentolamine;
Pro = propranolol; 8 = Beta-adrenoceptor; a=alpha-
adrenoceptor; H = histamine receptor; M = Muscarinic
receptor *p>0.05, **p<0.05,***p<{0,01 compared
with before antagonist,
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Krebs i #5 2b, i ANA 0.6 umol/L(3L
R E RS E), AL &GET h%gsk s
WA, SRR S AEHIEE 2 min 5, 55
44 MH 0.32, 1.6, 6.4umol/L,JRZL3HigF 24
#jf5 30 min NALEK /1035 b, DIEZA NA 0.6
umol /L 5] bt ] py B ULEK 728 L 4EXT FR, 25 5%
AN ER=AWE R MH, 435 NA 5]83%
Bh Ik AW 4 B LR 7B 34 £17% (p<<0.05),
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2. MH 2§ CaCl, - th & ) %0 HEL
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KE I, B |- XK Ca** & K* (40 mmol/L)
BAENL AR 1omin Fin N R R K E W
CaCl,(0.01~10 mmeol/L) e 2 ghi£k . N A MH
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4 g CaCl, 8- i &, % B MH {# CaCl,
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Ver Ky EFFRIC(E 4),

3. MH 4= Ver 27 NA 3] 22 4 % M # Rk

s

5
& 5 3
= s
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3
.
3635 AT £ 5751
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Fig 3. Effects of MH on the response of rabbit
aortic strips to nonadrenaline (NA) (.6 pmol/L
and KCl 40 mmol/L, n=5, X+SD

Tenston (g)

CaCl, (log mol/L)

Fig 4, Rabbit aortic strips, Cumulative concen-
tration-response curves for calcium (0.01-10
mmol/L) in the presence of MH 6.4 pmol/L (0),
verapamil 1 pmol/L (x) and control (e) n=5,
X¥+SD, *p>0.05,"*p<0.05, ***p<<0.01

o) CB?‘
- v 1 min

B} < C82+ ——

NA NA VerNA

2+ 4
Ca Caz'
NA NA  MB NA
Fig 5. Effect of verapamil (Ver, 50pumol/L)

and MH (6.4 numol/L) on the 2 components of NA
(1pmol/L)-evoked contraction of rabbit aortie
strips in Ca?*~free Krebs solution, The concentra-
tion of added Ca?** was 2.5 mmol/L, Right curve
are the response of strips after Ver and MH,
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Vasodilating action of methylhesperidin

CHEN Qing-Ming, FENG Gao-Hong

(Department of Pharmacology, Jiangxi Medical College, Nanchang 330006)

ABSTRACT The vascular resistance in the
hindlimb of anesthetized dogs was measured
by constant-rate perfusion. It showed
that methylhesperidin (MH) 40 mg/kg iv
reduced both vascular reststance and blood
pressure. MH 1.6, 3.2, 6.4 mg/kg ia caused
a dose—dependent reduction of wvascular
resistance. The vasodilating action of MH
was partially prevented by propranolol 20
ug/kg only but neither affected by atropine
50 ug/kg nor by diphenhydramine ¢.3
mg/kg. MH 3.2 mg/kg did not affect the
vasoconstrictive action of methoxamine 2.5
ng/kg. NA- and KCl~induced contraction

of the rabbit aortic strip was inhibited by
MH which made the cumulative dose-
response curve of the aortic strip to CaCl,
unparallelly shift rightward. MH inhibited
intracellular Ca’*-dependent contraction of
the aortic strip induced by NA but failed
to suppress the extracellular Ca?*-dependent
contraction, It is suggested that MH in-
hibited the voltage-dependent Ca?* channel
and the release of intracellular Ca?* by NA.

KEY WORDS methylhesperidin; hindlimb;
vascular resistance;  aorta; vasodilator
agents; dogs



