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Effects of 6.7-dimethoxycoumarin on left ventricular
function and hemodynamics in anesthetized cats

HUANG Jiao — Cheng, WANG Xiu—FKong., 3SUN
Ai—Xu ( Department of Pharmacology. Institute
of Chinese Materia Medica. China Academy of Tradi-
tional Chinese Medicine, Beifing 100700, China)

ABSTRACT Scoparone [ 6. 7-dimethoxycoumarin
1.25, 2.5, 5mg * kg7 ') influenced the cardiochemody-
namic functions in anesthetized cats. After iv injection
the LVP —dP /dr lcops and blood pressure were de-
creased. Both the contractile and relaxant functions of
the left ventricle were inhibited- These were demon-
strated by the reduction of dP /dtmexs Veexs Vee—dpuo®
LVSP, prolengation of LVET. diminution of —dP /
dfnsc+ and extension of the constant time of isometric
diastolic‘pressure decay ( T value). The preload of the
left ventricle, LVEDF, was raised and the afterload
(MAP, TPB) was decreased. The systolic volume,
systolic index., cardiac output, and cardiac index were
decreased slightly. The parameters TTI and TTI X
HR. which reflect the myocardial oxygen consump-
tion, were reduced.- Furthermore. the heart rate was
decreased at 5 mg+kg™'. The results indieate that sco-
parone could suppress the myocardial activity.
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—HEAEFTE E (scoparone, Sco) B2 H
BB E Artemisia capillaris Thunb) T ERK
. FECWNBEHLAEREE. Tk,
3% T g 101 30 B R A A TR B RE R S B I
A2 HER, {2 Sco XA SN.CIEERM
3 1 A B AR DL U E . AR CHRGE R
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CH,0 o o
§,1-dimethoxycoumarin

MATERIALS AND METHODS

Sco AL&H S, BAst G, mp 44— 145C. &
uv A6 HE, i R HPLC AR, SR 5%
. B 20% 4 8 % (nicotinamide ) BE 5,0. 25% % 0. 5%
Bty H.

We, 4, KEI. 6+ s0.akg LirH12Z g
kg™l ip BREE. EAEMBEFHEFT CRFIKMLE
(AP), BB REESEHES, SEBEETHRET
ALER WHOOHFTRBEROE. 20KER
UREENEREZENETHERE WP /d). H
MFV-1200% 63 3 3 B i1 0 % 7 3 30 ik i i 2 7 40
W RCO). ig# 1 BB EREECG, FREME
LRGS0 HR). B EHERY H H ER 8 RM-
6000 RUHHIC. FARHEFHLE Apple Te BT
A, APLERACZERBHZEST HEZRKE
FHREEWE S ESW %S, 3 AP, LVP. LVP
—dP /dt, CO & HR #4T##, Exit HEH (Tah
. i, BX-Y ERMUBIEEZENE- EAELR
R (LVP—dP /dt loop). FAJF10 min, HiZEHS
¥, FERSAHN BE. REHH v 200 RER R
(1 ml*mg™'), Sco 1. 25, 2.5, 5 mg-kg ' =i &.
F#44E1. 5. 10min FHRFEEWMSH. EFHKE
& 2 B FE10 min-
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LRERE, HEENSRGHE RRHE 5%
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RESULTS

Xt LVP—dP/dt loop BIFE M 35 7 X
HHAHERM. Scoiv/SHl, FEEEH
B EHEA A, {Hiv 510 min, 1. 2552. 5 mg
kg IR AR B BRI AT B A B, 5 mg kg™
M4 EE B /T 90 X .

X} HR BFE® EH K Sco 1.25, 2.5 mg
kg7l {E HR B34, 5 mgkg'iv 1—5 min
HR 1. 10 min I, St 55EH
EEHHFRE.

X BP fifW 35 7l SBP 2 —it g
HEEEME, Sco i SBP 2HERBHERK, v B
10 min AR4KE , 2.5, 5 mg kg ' S H| AT H
ZHHEKREE BEH iv /5 DBP T E.
10 min PARK EIEH . Sco f# DBP T By E
LT A R . B4 RE R B MO SR

MOUBSETIEERIRETE  BHiv 5 4P/
Ao 38 K+ 10 min BRI E, Sco FHEEH
EREERM, 2. 555 meke ' SHERIN 3
N EE. BFE V. SHK, Sco 1.25%2.5
mg kg~ {E LB BT B F R, 5 meg kg™ T
BFERME. BH iv)E V4K, 10 min {§
FKE, Sco FHEEH B ERBEREK, 55
PR E B EZ. BHE V.—dpioH &,
10 min fEH{MB R, Sco 2. 555 mg-kg i1k
HEMBHEBER AL, EHFHZ%EL0 min BLL,
SHEAMEBENIEFBE. BH ivE LVSP
£y 10 min EH{MEAR . Sco FHEEMNE
WEHEREM, fEH#EFIOmn L, SEFH
B, ZHHEREE BA M Sco 1. 2542.5
mg-kg ' X LVET T B RM, Smg-kg™' M
FIER, iv)Sl min HESBHMENEE.

HOMBEDIEROE® BRivE -
‘dedtmiE‘jc. lmin P EH{MEE, Sco 2.5
s mg- kg EHEHEF BREBERK, 55
FHFEEZEF. BFRHE T HBELEE, Sco 2.5
E5mg-kegT ' T HEFBEERHER, 55

FHFEEEH.

MELCEWN.FLANE®R BHE
LVEDP K. Sco 2. 555 mg kg I = FH
. iviEs min SEMEINEE LLERN
#H e MBP & TPR. %] iv |5 MBP, TPR
¥) TR, 10 min HEKE . Sco & MBP. TPR
ERERSE TR, 2. 585 meg-ke  YERH 5B
FZEH| 8 ¥ (Tab 1).

SV, SI. CO. CIMIR® B SV
B8 FB¥, Sco 7R SV FRE. 125 mg-kg '
MAEHE. HLHBERNEER. BHIR Sco 3t
SI, CO, Cl1¥Em 5%t SV puE i AR HH
{Tab 1).

* TTI & TTI XHR f5fmm EHEF TTI
{EBE 7 &5, Sco 2. 5 %5 mg-kg ' ¥ TTI f&
K. SEHATREZHIERBF, ¥ TTIXHR
{E Ry R 2 A #H LI (Tab 1).

DISCUSSION

AXRAECEFHUEMERHRIREET
Sco MM OCULWHERBAEA. —8Bi\RN,
AP /dtmee s VBIFE P ZRAZ ABREHE
W, M VLIRS dP /de M0, HBRWOEHE
ﬁEE%}E%mU- Sco ‘IE"‘dP /Ot » Vue—dptﬂ!
Vowe» LVSP 2 BE. R Sco ML UL
H CTHEIRFNHOCRFHRIEH TR
—dP jdt EHEES, Sco i T HER. —dP/
Ao BRI, BN A Sco ZRI )0 BE 4F 7K Th 8E.
TTI B TTIXHR B, X fERE2H TS H#H
O SR e PR KA S R STk aRaE "
FFr Sco B TPR, P KA RMBEHER. B
i TPR {E AR dh B ALHIZ — Rl B 2.

ALY H Sco 2.5, 5 mg kg BH B M
LEREEE, SRNBPSGTWEEL K. 2—10
mg ~kg ™ iv 90 FE AT IO B e DU 4E T ISR Y
S HEA—8. Johji Yamahara ] Sco 107! mol
‘L_]ﬁﬁk BB T L, HR HEbe, A CO,
LVP RELCEHRNTHBREMR®. XEERY
FE, REZHTFIHWHER, TRFHR(HEER
B, MBHADBHANEMBHFE, MFHE
#. W Sco MK AL LEWHBHERT L EHEE .
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Tab 1. Hemodynamlic effects of scoparone on 8 anesthetized cats. xts. “P>0.05. == P<(0. 05,
= P<70. 01 w vehicle.
Parameters Dose/ Before After medication
mgkg™ medication 1 min S min 10 min
HR., 0 170+24 161420 171+ 20 174+ 24
beats -min ™’ 1.25 167119 169421" 1794 25" 1774£21"
2.5 165+18 168+ 16" 166+ 26" 1734+17"
5 177118 157+33" 169427 205677
SPB, 0 16.1+4.3 15.24+3.0 16.04+3.1 16.6+3.6
kPa 1- 25 15.6+2.-8 12.843.5" 13-6+3-0" 14-5+3-1"
2.5 15.1+2.1 9- 7132 10.143.0*** 10. 94+3.5"
5 11.7+2-4 7.3x1.7* 8- 1+1-9** 7.7+1.2**
DBP, 0 9.612. 3 6.91+1.2 8.1k1.8 8-6+1-8
kPa 1.25 8.2t1-6 5.44+0.5" 6. 1+0-6" B-710.9"
2.5 6.910.8 3.810.7" 4.640.7" 4.81+0. 9
5 5.24+0.7 2.7+0-6" 334117 3.6£0. 7"
dP fdieas s 0 4681160 576+122 s72t170 5124134
kPans~! 1.25 5441213 5091194~ 550+191° 6291 224"
2.5 5874176 384t128"" 373+131"" 360+119"
5 427+128 214474 2644+70"" 200167"
Vs + 0 61432 71433 70428 63+32
s™! 1.25 66120 831+ 44° 77+33" 80+428"
2.5 78433 95+47* 784+ 58" 82456"
5 7165 651+48" 78147 44417
Vo 0 31+8 377 37t11 35410
5! 1. 25 35+9 38+13° 38+12" 41+14"
2.50 39+11 3zt1z2"r 3011 31+10""
5 3211 25110 2549 1945
Voe—dpan» 0 70418 82415 23420 77118
57! 1. 25 79422 83+26" 82427 75138"
2.5 85420 58433 52435 62+33°
5 67122 34431 26420 23118
LVSP, 0 29146 3545 35+8 3245
dPa 1-25 3145 30+8" 3M+7 36+6"
2.5 34E5 227" 2448""" 269"
5 2945 164 1844+ 16+3""
LVET, 0 131417 134413 124411 128+20
ms 1. 25 131+14 131+17" 134t32° 1261+16"
2.5 138+15 130+13" 133423" 1254+13°
5 12549 151432 1314+21" 129+£13"
—dP /i, 0 288190 3641123 3481L110 3401106
kPars™! 1. 25 304477 328+132* 365+113" 393+111"
2.5 349497 2084108 236+122""" 253+117**
5 277173 137452 145145 123445

To be continued on next page



http://www.cqvip.com

TE&EFAERE  Acra Pharmacologica Smica

+ 256 + BIBLID : ISSN 0253—9756 1993 May,; 14 (D)
Dose/ Before Afrer medication
Parameters _ L . ) .
mg * kg™" medication 1 mmin 5 min 10 min
T, qQ 61115 55+14 57+13 58411
ms 1- 25 62115 58+17" 54+12° 52+11"
2.5 58+13 82+26"" 744 22° 72428"
5 6219 116+45"" 92+18" 120+ 44"
LVEDLP, Q g 4+2.2 7.5+1.1 7-6+1-1 7.8+1.4
kPa 1.25 g.2+1-9 7.94+1.9" 7-94+1.3" & 31+2.3"
2.5 8. 1+2.3 3.442.1" S.412.4"" 9.3+2.0"
5 8.411.-8 3.0+2.0" 9.8+2.5" 8.61+1.9"
TPR, 0 89436 74432 83+36 85+ 34
kPa » ml™ » min™ 1.25 90+36 6414 28" 76+ 38" 87435
2.5 &8+ 35 62+ 36" 76143 Td+36"
5 781+ 35 65+38" 42412 51t+12°
LVEDP, 0 0. 82+ 0. 66 0. 7610 43 0. 71+0. 41 9. 79+9. 61
ml 1.25 B. 681 0. 42 0. 68+0 437 0. 63190, 42 0.574+90. 37"
2.5 0. 64+0. 38 0.'51+0. 39" 0. 50+9. 307 9.514+9.36"
5 B.45+0. 39 0.3940. 25" 0. 554+0. 24 0. 40190, 20"
TTI, 4] 7.6+1.4 §.140.7 B 1+1.4 7.84+90.92
kPa 1.25 7.5+0.5 6-84+1.7° T.94+2.4° 7.8+1. 47
2-5 8.2+1.3 5. 3+1.5""" 5. 9+1.6""" 6 1+1.9°"°
5 6.410.5 5. 041.9"" 4.61+0. 8" 3.940.5""

Bz —, HatmAEES. EX0SgE
B, SHNEENEELCEHALVBE
.
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Pharmacokinetles and pharmacodynamics of two mor-
phologically homogenous Forms of Eamotidine per os in
Chinese henlthy volunteers

LIU Gao — Lin, GAQ Shen, WANG 5Shi — Xiang,
SHEN Wen—Juan'. TAN Jian—Quan

( Department of Clinical Pharmacology, Changhai
Hospital, Second Military Medical University, Shang-
hai 200433, China)

ABSTRACT The Ig C of famotidine (Fam) A and B
forms in plasma s time curve following a single oral
dose of 40 mg showed an one-compartment open model
in 5 healthy volunteers. The Tike of Fam A and B
forms=3.06 and 3. 48 h, Tox=2- 96 and 2. 68 h, The
Crux=115 and 145 ng * ml~!, AUC=511 and 1190 h
» ng » ml™', respectively. No significant difference
was found in the pharmacokinetic and pharmacodyna-
mic propertics between Fam A and B forms. The
mathematical model deseribing the whole course of
blood concentration of Fam A and B forms in relation
to inhibiting effects on gastric acid were: E (A)=100

CEO/(CEM 415, 0™ and E (BY =100 = CV9/
(C*7 4 14. 0V 7). Predication of blood drug concen-
tration from pharmacodynamics or wice wersa became
possible using the mathematical equations.

KEY WORDS
juice ; gastric acid

famotidine ; pharmacokinetics ; gastric

MNE EXARNE po EHBT Fam) A KB &
Wmg IFEATHNHER - SHY A GWERN
Tix 53814 3.06 h # 3. 48 hy  TwafH 5N 2. 96
2.68h; Come: 23 ¥ 115 # 145 ng *» ml™'; AUC 435
% 8111190 h + ng » ml™'. MZFHESME EHES
WedBHREXFER A RN EA) = 100 2"/

(C* 415,00 %); B f ¥ E(B) = 100« C4-87/(C9
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XA REET. HEHNE E.E; WS

st T oK R B e

WRER MR EH R W AR RO IVE 1
H GEERELFERTFEAN T B RER
Zollinger —Ellison £2-& AEMI{T """, Fam [{
FRBEEA mp, IRAEFAEEERMNE
B4, BEXFAHB Fam AGANAEEEE
B % B BR 5 MR A somRaRaE. R H L
EA T HEREHME Fam A S B {7 E
B ALHBT T AW TERBNERR.
Zi UL E BB A AR HRAEMN DK Y
WHR R AARXE, & Fam I T kA=
FGER Y A 52 2 K4E.

MATERIALS AND METHODS

{228 Hitachi 655A-12 A EEM RHE
Bt -

R®  Fam A REES. mp'l70C., S
99, 17% ., §t2 890916; Fam B R #E ¥R, mp 163°C.
STHE 99. 23%, #S 000203; Fam XK (A &, 20
mg/fr. # B 900201, B S, 20 mg/}r. B
9001061, ¥d LR EH T FRERLL.

HRMR MELEE 10A, HSRA. BH
#l, §415 A, EAEBSHY 21,045 0.7 #1 20. 8+
0.4a, fREHF K594 M59L6 kg, HFFN
17143 §1 171 +4 om. KRITERFEHEEE. T
CERHHERY. 4 vk RRFEMREE. HERE
SFRMWHBES, ZRLHG. KHREZHEZS,
12 h AR 20K, EREHE 20-25C.

mEREMNE F A HPLC £ W2 Fam M1
B, BRAMMmE 0.5—1.0ml, A PT&EME, Z
B 1lm i, WEREK.- SR, Ki§ 0THRER
F, %EWAHAHAC 0. 17 mol - L' 50 pl 54, B 10—
20 pl HPLC ##. Fam 3RESHRME S 1 ng, 0
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