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HAAE WHRE MAYS MNXRE

BE FX20% 107°M BHEEE S kR0 B ERP
Z@-h’c 16%. {Eifl iv F20X0RINE 15 30 mg/ke,
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%o HWHHIE ERESIEIMES (vE 20210
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RE . RN, LEXNSZEEBERS AN E
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WFE O, BETTL AL ERAY, REBEHT
M BT N LI BRI 4 A7 | OH 2 5 B %4k
P AR DRESEHIH &, ERTHE T AT &
Yo, HPEZLZR(ERE 704 3)ERR
e AL B R 1-(2- REE-RFRRE-1-X
$)-8H W -2 R

OCH,CH(OH)CH,NHCH(CH,),
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|
COOCH;

RSO AT 22 03X B 2 B 2T
R HICERP), HiStibt Otk B B AL
1 R T,

niEE &R

—. W% 0B ERP IR HR2—2.5
kg R AR 16 R, HIRELEHRARD, —igE
ETHEKE, H—iEEHinis, BT 160
ml 3 O, i {E-5k K #& (pH'7.6—7.8, 80°C)
i, RN (1 Hz, 20V, H 5 2ms,
4k 16 )l ERP, B 15rR R ¥ B A
128 ms B}, K& 1 KI4E. [ B 5 180
ms, MIZESE 1 RE KA AEN KRG R K & 3
—BUNEIW 4R, X B BRI A1 RR N ] B
ERP, ##7Af47 40 min 5,5 5 min | &
~—k, 8 IRE M E R, WIVE A2 2507 i ERP,
RIEMAE 220%, REWREHN10M, 4R
Bmin W E—k, 30min J5uhgk,

2507 16 Rtk 4055 19 ERP 2 188+
(8SD)86 ms, i Govier {38 ‘> W&, KA/
5, 20, 30 min 4>B% 149+15. 160+927
161 +£81 ms(E 1), TixhDo s LAk 45 7 76 B
BEW, KEEFLLDLRRBEREE £ 0 K5 W
ERP, #EKJF/KFHK 16%., ZERT 6x107°M
fii ERP 3K 46%, RHAFLLLRNOERARKZE
BT R%., SRINAZEMEES 80 min, ERP
Wk B BEOKF. BN ZBEER, 10°° M,
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B 1 Determination of effective re-
fractory period(ERP)on isolated
rabbit atrium

A ERP S5 % 110 ms A4, FRFHR
bR L L4,
= MEEEEORERBERER K
400-500g WY R KR 20 R, ip L U 4H 1.6¢/
kg FRBE, #iC ECC, KBS ABHA, 3t
MLV 8 ug/min fH iv EERE, %45 BN
ECG ML, S RIE RBERHA BB (VP),
FEHETRVR), FHFW (VF) BBk 2 1k
HS)MmEEERG AR, 42548 &8 & iv
(0.2mg/min)F 204, LigEEK 10 mg/
kg iy, WH—M iv HEEER, 2L
R ERE, HERTIRIX 80 mg/kg if,
CREALFOBAENEEENER, #5
i1 Effect of vanilol 107°M on the
effective refractory period of
isolated rabbit atrium

Time after X,
10-M (min) ERP (ms) x+SD
0 13835
2 146 £27
5 149=+15
10 156 £31
15 160£30
20 16027
25 157 £ 34
30 151 %31

% 2 Antagonizing effects of vani-
lol (iv 80 mg/kg)on ouabain
( iv 8 ug/min ) arrhythmia,
10 guinea pigs/group.

dose of iv ouabain (ug/kg) T+ SD
VP VR VT HS

173£40 192+38 227+39 26338
30T£61 344+52 37159 39950

Control

Vanilol




4 8  Antagonizing effects of vanilol

( iv 80 mg/kg ) on aconitine

(iv 0.8 ug/min)arrhythmia, 9
rats/group. i
iv dose of aconitine (ug/kg) X£SD

VP VR vT

control 17.2+2.3 21.7+5.2 35.4%£5.9

Vanilol | 28.5:+6.3 45.3:18.5 89.0+43.6
XA L,

HRRE, HFRLEEDERMEDRE
4 VP, VR, VF ;. HS R E, (P<0.01,
F2OIRXEBAHBIMINTS, 79, 48 Fb1Y%.
TESL I HIE I B B PR EA T & 2L LR REH B
BLE, HECCESEERLR,

= HELIRECRESOBERER X
R18 R, 200-260g, 284, ipB A
1.6g/ke B, BEESSRFEL, X H4A
fE iv 535 0.8 ng/min, 452 F H &
VP, VR, VFNWELRAR., SBHHE L E
# 1v(0.2 mg/min) i EF 2% L & F 20 mg/
kg, 5min J57ES —MEKE®E iv K, B
12 10 min X iv F24.0%2 10 mg/kg(RitE R
30 mg/kg), HRNEREMLBREHIANKY
BLAR, HENRALLR,

HRFR, FXLEBMP<0.001) 5%
=4 VP, VR, & VFRKHE, #5525
& VF 5 LmAR, BES,

M, HEEREECREYNERER
R7TR, 2.6-8.0kg, 2 85R¥, ipHEH
0.06 f12Hu38 0.5 g/kg JRFE, Hofi iv F LIg
ET76rg/kgJ5 10s 1, Hizhhk i EERB LA,
Z 80-40 s ik, HERAE 102+14 mm Hg
b= 186+16 mm Hg. 6 f3Y7E 10s 24 H
VP, 20s EEHI VR, HP1AEIVE
FIREIG 40s AHEL VP, LALE RS
A 1836+47s, 1T 20min J§, B8 ivE 2.0
% 10 mg/kg, LFERE 76%(P<0.001), I
EEEA K. ECGEHBENL. A%)E 2min,
BRivEERE, LEMHFERN80+E8mm

99

Hg 248 A9 1634183 mm Heg, {H & % 7
52+18 min IR KELBEEE,

TR MR, f&ivafd £ 1.6mg/kg
RE Lz 2.0mg/kg, FFFEHIEE LIRE
76 ug/kg SIEKORKT, WEZLE W 1E
Pl 520 B4R (16-20 min), THLME R4
Fiif Ak 8 h, SIUEIRE O 3L

B XNPREMEBER JH6R,1.6—
2.5 kg, ip ) Ifi ¥ 0.5 mg/kg, 24 hJF ip JX
B b %49 80 mg/kg BRRE, TOBTRE M) 2k E
%, WEHEHkKME, HECGHHE L F,
HWENEMLENREMEE, SR 3min 4
Bk iv H S LR & (1SO)0.08, 0.1,0.8,
1.0 70 8.0 ng/kg, CFEIMETFEZ &M E &
LRz BEEME, REXNEE ISO K7 &-
R, 20min [GR18 iv H2.0% 6 mg/
kg, LR iviE 2 & 4 min M EFOE, 7%
MERLEKREHBES, BRALRGEIVD
ANFIRE ISO, RHLHE 2L.02)E 1 ISO W]
B-¥ ik, 80 min [SH iv 8% 0.1 mg/
kg, 1CF2 K& 4min NiiEML FE, 5min
J& B E 05 22iE 18O msfl & -3 it 2k,
2 RSkl 08 e 89 1SO w7 &-308
Rk, 1.6—2.0 h 5FEEFZLERE.

e, 0842 0.1 mg/keg X I E
DEREWMALR, &F2L0%6mg/ke i il £ T
B 60% , LERIE 14—16%, LBRNFLL
ZERREAE ISO MMLRNF B-H N &R A
¥, FA#EEEAZ%.

WA, Y =24.79(g X+2) + 3.03

(r=0.996)
FEX0%. Y=82.86 (g X+2) -16.41
(r=0.98)
082, Y = 98.88 (g X +2) — 20.29
(r=0.96)

BB ERLH#RE R (P>0.2), X 1SO 5]
wrEENFE-XR R E®, MHRERE A
.

MNEBRH, Y=14.25(lg X+2) +18.95
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(r=0.99)
F20%, Y=12.57 (Ilg X+2) -11.70
(r=0.97)
LB, Y =9.81UgX+2) - 10.52
(r=0.96)

PZ5 AL A RIEFE L (P>0.1), FBK
AR AT IEEFRAR-HN HLRAE & 1
B, RAOBRMNE.MERKGREEN 4.1,
5XmmsTEA—,

A BiERKR _

1. ZM&EMKE /NE 160 R, kE20+
2g, Q& BHABARRSBANFIEA,
¥z Kirber [X % 43> BIWIG & 2.0 Z po,ip K iv
i) LD;, 7 4014102, 207 +63 fl 50+18 mg/
kg, AHEKRBA/NREEFCTRINE, po 4
7E 80—45 min DI, ip A7 10 min ,iv 4
7£30s DI,

2. WaAMFHMHRE kR4 R, 518 2
27, {hE 126-249g, {hE. HHS H5H3
M, 141 ipAEEK, HR2ANHiIpE =
0% B0 1100 mg/kg/d, Fhi4d, SLRHET W
R&E, M WBC B80F1 SGPT &, 2/
FREE 1K, REREEFERERE, 4
FESRZ 14d, NEENKEF—EEMH, H
SGPT, WBC BHHLHBKRE, KEYW H
BE, 2AMFEBARER 1 REKAENERF A
Jairse, Bix2 BHFENEFHFRAR, ER
BEREIARFRE,

15 it

B ZLZRERIRARRE L UL O, 6 &,
T % oK B B e 44T SR O, IHA]Y,  ARSCXEHA
BN ZMTRELREEREIA W, Hivk
FIEE LRESIBHLEFS, HEHBX
i, HETEHEBRLBERENELE £, EH M
R, BEELENE ERESEBEOCRELER
HRONRECEZEER, T RSN
iR R B2 1/10, WRERBEEE B B 4
R ODFRAMR, AR AEL LR R

T+ EE B0 mg/kg) Bk, (HAEEHAEH R
TS A RE, 4R iv 2525 16 min fF i
DR EF B HSE, B Ak g 18
E (20-830 min), HYHRIMKERLE—E
HEl, RERBA, {HAERAKE AR
AR, MAEYF=EFER Y,

AR5 P HEMFIKIIGREEHE, FE
T PR, EEERFLERKN1/18, B
BOEMRELENERRAR, BEKEZL
ZRPLLE L RYLEI A2 B PR
KA. DLESCER® 1R e 3 BE i I BHE o
B ZAENEREN EEBRFSIRBLRERED
FEEEENER.

MRBRERER E R EEH 0B
ERP, BuRERT AT, XENHRILRN
DB, T SRR —Fh R SR B B AR AL,
REIRE DL Bk Nat i, ARG
B ERRE N BRI RIR A — ek &,

FEAMFERED, ORSEHAB _E
LD, Ztbh 8, HMENEORRE SR K
Ky, 1BFEMRPZIEBR AR, TR
b, KFE UhR LDg 8 1-1) ERH,
BRARBEZHEEREEEWS, REAFTH
DR, AFEAEHEEERFHOE
KEH, ARBEERMQOIEO, &, ek
MEFME R OREY, ESE—SHA.
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ANTI-ARRHYTHMIC AND B-ADRENCOCEPTOR BLOCKING

ACTIVITIES OF VANILOL

PAN Xin-xin, XIAO Ji-gao, LU You-zhen, LIU Tian-pei

(Department of Pharmacology, Nanjing Medical College, Nanjing 210005)

ABSTRACT Vanilol (1-(2-methoxy-4-
methoxycarbonyl—l-phe'noxy) —~8-isopropyl-
amino-2-propanol)is a derivative of protoca-
techuic acid with the same side chain as that
of propranolol. In the isolated rabbit left
atria, the effective refractory pel_riod (ERP)
could be prolonged by 16% by vanilol 107°
M. The aconitine-induced arrrhythmia in
rats and ouabain-induced arrhythmia'in
guinea pigs could be antagonized by the
constant iv cumulative dose of vanilol 30
mg/kg. The epinephrine-induced arrhyth-
mia in anesthetized dogs and rabbits could

be prevented by iv vanilol 2 and 10 mg/kg,

x * R

respectively. In anesthetized cats, the -
adrenergic blocking potency of propranolol
was approximately 73 times that of vanilol,
The acute LD (+SD) in mice given by po,
ip and iv were 401i 102, 207 53 and 50413
mg/kg, respectively. In subacute toxicity
test in rats, vanilol was ip at daily doses of
50 and 100 mg/kg for 14 d. No noticeable
changes -of the blood . picture, SGPT,
morphology oi liver and kidneys were

observed .
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receptor block; atrial ERP

antiarrhythmia; vanilol; -





