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First—pass effect of dauricine

GUI Yao-Ting'. DU Zuo—Hua, ZENG Fan—Dian,
HU Chong—Jia

{ Department of Clinical Pharmacology, Tongi Medi-
cal University, Hankou 430030, Ching)

ABSTRACT  The first—pass effect of dauricine
tDau) was compared with that of lidocaine (Lid) by
measuring the ventricular fibrillation threshold (VFT)
and dauricine plasma concentration in rats or rabbits.
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After forelimb or mesenteric vein (imv) infusion
of Dau at a rate of I mg* kg™'» min™' in rats. the
VFT were 1.64—3.17 or 1.60—2,11 V. respectively. In
the case of Lid at 2.5 mg+ kg™'+ min™'. the VFT
were 1.69—4.79 or 1.67-280 V, respectively, after
ear vein (iev) or imv infusion of Dau at a rate of 0.5
mge kg'* min™' in rabbits, the VFT were 6.50
~12,14 or 581-7.43 V., respectively, Plasma Dau
concentration through iev imfusion was significantly
higher than that through imv route. As the dose of
imv infusion increased, AUC of Dau showed a
nonlinear increase.

The resulis suggested that Dau showed a
comsiderable [lirst—pass effect. which was dose—
dependent.
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MATERIALS AND METHODS

Dau i Wi([RIFF ER KRB E/EH),
HE97%. Lid M@ LBE =), EeEmR
#(15% 15 cm GF, EE#HIIMESLEEZRN W
MR H AR CS-930).

KE. REaRFENKFTE YR

Daw. Lid ATEEWS 3. BRMEBRSH X KR
VFT iy SD AR 32 R, 2, (K& 220+ 537
g ip3%RBEHLEHIOme. kg™ BREE N LR
TN, FERESEEETLORTE ARETAEE
LSPEE. BEERAAE Smm. HELIERO0S ms, gy
SO Hz By i 8. 78 15s mESSme E, k@
VFT?,

P €6 R B B0) B 2 L A T O R
Lid 2.5 mg~ kg '> min™ @ Daul mg+ kg™'+ min™".
5P BT HAZE 5 30 min 45 5 min W5E VFT — . 1)

B M A R RIEHARR T VFT M35 9.

Dau WM. HRMBHLZ % VFT RE
P RBERIEM  BAKEO% 21 H, & R
PR 1971 0.25 kg, SHAME. iv 3% BRI EE 30
mg- kg™, BRBEG T M. R8E.CHE YI9F O EBEE FHU
BB BR A T CE IR,y BRI 8B TE AR 3 T 0 R 8,
AR I T o3 LA, R 10—15 mm, HE LI %
1 ms, %45 50 Hz f) i 50l %, S UCHESE 5 s, T H 3 min
B, BRRREE05-1.0 VRS VFT™,

— 41 g MR iR 6 M Dan 0.5 mer kg™ min™!, 3
B S5 5 i R B B % 7k Dau 05, 15, 3.0
mge kg''s min™'. FEHHE S 15 25 min #5
VFT, [Fsf BBk, RIS E RN E V8T n
¥vh Dau M. LIHEEMR R RIE RS 3 VFT 1
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RESULTS

Ld 25 mg+ kg™’ min™", Dau | mg+ kg
» min”' S SIRTRE MR B R RS BRIE EEE AR
VFT (1m0 Tab 1. SR EoR. A5G SR
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RRAR Rt T, % VFT K M3 WA 550 A Tab 2,
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mg+ kg '+ min g R BAKEE. L VFT R
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Tab |. Efect of dauricine {(Dau) and lidocaine (Lid}
via mesenteric vein (imy) or forelimb vein (if+) infusion
on ventricular fibrillation threshold induced electrically

in rats. =8 X< = *P>0.05, ~"P<0.05
TP 0,01 vs imv.
Ventricular fibrillation
Dr-u%:/_] threshold # V
me" XE imy ifv
Lid 0 1.67= 033 1.69£ 053°
12.5 1.67x 033 229+ 0,73
25 181 0.44 2761 074
375 189+ 041 3.23+x 057"
50 2,19+ 048 387+ 080"
625 2,59+ 062 450 1100
75 230+ 052 479+ 1107
Dau 0 1.60% 0,16 1640217
5 1.60% 0,16 181 0187
10 1.60 0,16 201z 023"
15 166+ 013 2.35- 038"
20 1.74+ 0.18 254= 0317
25 1.95+ 028 296037
0 211+ 041 317-035"""

Tab L Effects of dauricine via ear vein (ie¥) or
mesenteric vein (imy) infusion on ventricular fibrillation
threshold (VFT) induced electrically in rabhbits. »= 6,
¥ TP>0.05 “P<B0S TTP<0.01vsiev.

Ventricular fibrillalion threshold # V

Time / iev imyv
roin 1.5/
Dau 0.5 0.5 mge kg > min
0 585125 581+1.07° 570+ 1.17°
5 650t 16l 531+ 107" 661> 1.06°
15 9. 14+ 157 618113 §95=-1.12"°

25 12,14+ 149 743+ 1.40°°" 11,954 1.49°

DISCUSSION

Lid A KR EERRE T SEPRA TN VFT &
BHGEWNAANEEEHER. HEESHE
0.58-0.72 zja). pr&yREM. Ll VFT AUEER T
T LR TS g HRE A LT, #
TRt T EDIT HTE T .

Dau £ A B FEFE 24 25 4 R e [l B9 VET
HMEEFER. U R KGR £Y
Dau 5 Lid — ¥ & 0 By WY,

Dau B # FELigRAHGE THRART. 4B
A HHAMMEEESERTHRERKS A, ¥
MBSk AR, AUC 2R WM. ghif
B Dau B3 BUE B R
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Tab 3. Davricine concentration in plasma after ear vein (iev) or mesenteric vein {imv) infusion in rabbits. X% s

‘P> 0,05 T'P<0.05, “'TP< 0,01 vsiev. )
Dose / n Concentration of dauricine # ng+ ml™
mg+ kg« min™ 5 min 15 min 25 min
ey 0.5 L 835+ 515 L 036% 565 1 34l.i 433
imy 0.5 L Sl 247 - 145 417" 181+ 57"
15 b 459+ 30° 662+ 231° 858+ 224"
30 3 1030+ 448~ 1826+ 125*7 23031‘_]21“'
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