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ABSTRACT Propafenone (Pro} and lide-
caine {Lid) were incubated with rat liver su-
pernatant and coenzyme factor. The competi-
tive oxidations with each other were estab-
lished.
Pro and Lid were increased 0. 7 and 0. 5 times .
respectively; and the metabolite dimethl-
glycinexylide (DGX) of Lid to be formed was

decreased about 2/3 of that produced when ad-

The original drug concentration of

ministered alone. It was suggested that 1)

they were metabolized by the same cy-
tochrome P, E A, and the isozyme could be
saturated, 2) the convulsive toxicity due to
DGX will be decreased with its diminished for-
mation, and 3) the combination of Lid and
Pro would be beneficial for treatment of ar-

rhythmias.
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EIZRUFEDREL. RAFSKLEREE
B, WEE Pro M Lid S5, REKREH
HREAHEIMLYy. T3R5 0.7 8 0.5
5, DGX £/ 2/3. #/w: 1) MEHd
WA BE P LA FDIEEMHAL, ¥ 2HRMH
R. 2) BT DGX AW, o BEA{E di otk 5]
BHEE D EGESTHFETROBERY
HIT -

XMiE ELFWE; flERH 'ft__iilﬂ a3H
BE O Bhmts

RIMMABEBAEREZ X F N
{propafencne. Pro) W H| £ F H (lidocaine,
Lid) E—EMEET . MEFm S AR Eix
BEOCE, B HB\ES OREY, SR
BRERT. ZEF Pro M Lid WHBEAFN
Eﬁ#ﬂ”ﬂﬁ? Ptsnﬁé%ﬁi’”ﬁﬂﬁ“” i
Pro #9 N-dealkylation 6] g€ % Lid @ N-
dealkylation #HE 6 E P, X A, [7] ThB8§ Frfgfk.
HTRIEX—EHE, RINRAAKBDRBITS¥EN
LEREE. REFHS ARG IERHYRE
BREr-HYENETHERNSG, EHHESH
5RMMEERE.

MATERIALS AND METHODS

B Lid g ge B, arXxHyx—
B X 8 % (monoethyl-dimethlglyeine xylide , MDGX)
MY E - HEER (dimethlglycinexylide» DGX) B
FPSERCEEYETERNTEEERY, Pro i
MEH T L FTHRE, #5 900240, 5-BEXEF W
B (5-hydroxypropafenone, 5-OHPro} fil N-ZgXER
F WIER (IN-depropylpropafencne, NDPro) g8 EH Dr
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calogy. Dr HK Kroemer 4, AREEE (diazepa-
mum} ¥ EF¥E (primidonum) Z+3 g L EF M
TR HEEE £

# M CHCL, K.HPO,, KHPO,, NaHFO,.
NaH.PO,, H:PO,, Et;0, MgCl;, KCl, NaCl.
Na;C0O,, NaOH, Cus0,. REM,. EC&. HHBRN
. AN . 35 AR. MeOH 3y HPLC M.
KWK, S NREEA, D-HEHE-c-HBREHN
th, WML, 2t

Bl Wistar 2,60 H, 197+5 35 g A LIBE
kg ehrh Rt

{288 Beckman 338 % HPLC ({835 406 $¥#38,
166 UV &W{y, 1108 B, 427 494 LEEHR
FAE{LEr . Xw-e0 MERBSE, LRSI
887, GF-1 BEfiRESES# S THRNLRESF
Wy, SHZ —g2 A AKBEREH L, H: 20PR-
52D B BhEE T O 8.

FH% 2 12h WadKn, Bkm.
BLHEFRE, A RBE MR 0 1 mol-L ' (pH 7.4).
FTRABVERGHEAN, ANEETHASER
WMABESE R 0.1 mol-L7%  EFREMY AR,
HBEBRIEAmBEERFS 25 Y YOS, ITRFS
¥, 4 TTIL0000 Xg B> 20 min. HEM LW AA
—20 C R¥F. LRBEMEXRAKBDET.

TosR EREAETWE.

HBEF & pH = pKa—lglH 1/ IMY] &=
BB RSB B 0. 1 mol-L~7(pH 7.4), REHE
AR RS SR 0.15 mol- L. HRE
Bob A 0.1 mol-L~"(pH 7. 4> WY D-WI% &F-6-3%
B4k 10 mmol L7, $EEE II 0.4 mmal - L7,
MgCl;, 50 mmol L™, 2K SEEVEHF.

HpitiMH R E#ER FHAFS¥YX EREWNE
B, Mg R2om 8. 1 -6 3 TARMEE.
7—16 Bh33mA Pro 0.2, 0.5, 1, 2, 4 pg-ml™',
EA-TEPREMARLERY Pro HAEEEBMA
Lid 2 pgml ' #E5 FHH. 17— 30 Fh4aBA Lid
0.5, 1.2+ 3, 5 pgeml™, T K—T HhBENAR LR
ey Lid A E5¥FEMA Pro 2 pg-ml™ 25 T 4.
BT HEEFAMTRRETHEDSHMEd, &
TRAT="THHmE, BERENT. K5 1-30
B, 16 HEEAE. 730 B FBMA Pro 1. 2, 4 pg

el b, HiP 13-30 A BINA Lid 0.5, 1, 2 pg
cmlT N TFHY. SEPM 2 ml FAKLRER 2
ml HEH ARG MR R, B REF—F
%, AT EREKRMY iml. FE. H5 3160
®,31-36 BhEA, 370 WPAR WA Lid 2,
3, 5 pgeml™t, Hrh, 43—60 A HAA Pro 0.5, 1,
2 pgeml HER TR, 2ml FOE LFHER 2 ml #
EHFARGWEBEIEERRE LREEBRVEE
TR, ¥ 37 CHEE 4 h, MESHEEILIEAK
woiEik RN, RE SR AL R .

Pro RIGEMAMI-dHNE B EEMESR
WEFS¥ Pro NEE,. MANEDZEZNFHRE (50
pg-ml™) 10 p, F 10 ml Z8, S =FKBE: B,
3000X g B 20 min,. SHEHE. 50 C K, &
HToRT, M WER 0.1 m] B8R, 20 pl HPLC #
. oNaEd. £ 4.6 mm X 250 mm, 38 Ultre-
sphere-ODS, 5 pm;: WM K254 nm, RME 0.01
AUFS, HehiR B W 10 mmol«L™'(pH 2. 7}:
FR = 43:57. ®i# 1.0 ml-min~'; Pro, 5-OHPro,
NDPro B Ainay et 58l 7. 67, 4. 36, 5. 14,
13. 6% min. Pro, 5-OHPro, NDFro $HM# EHF
(RF) #5803 2. 20, 1. 30, 0.87; SE%MITTFRS
® 241.4, 357.4, 297.5. -

Lid ERESAMNTSHNE HIEAMETSH
WIS Lid BEE . ILA A R4 ¥k i B BN W
0.1 mgml™) 10 pl, F 10ml BESBENM (EWHEZL
e REH = 60:30:10), BT RKIRE, |, 3000
g BL 20 min. AHENE, 50 CTKMHE. BHTHR
F, B 0.1 ml FIFKRY#R, 20 ol HPLC B8, &
W HREAR L, AMEEKY 229 om. REE
0.01 AUFS, H 1+ MRB 8 10 mmol - L™ (pH
2.7). B = 75:25, & 1.0 ml min~'; Lid,
MDGX, DGX R iRay R B E 538K, 4. 78, 6.09,
9. 64, 14. 82 min. Lid, MDGX, DGX #7493 8 1F X
F48h 3.51, 1.29, 1.50. ZHWMHITTFESN
234.3, 205.1, 176. .

RESULTS

FHOREREAPESTRSHAME B4
#HAXBFIE, 5 MEREETER. W
FEPFEAFTES Lid. Pro U ASEX
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% (Fig 1). 12
95 oc Lid A
Lid ¥=34.29+2 26X '
a0f r=0.96 4 -
e i_" 7.2 DGX
= i D
f: 85t 2 4.8+
é gal 1 s 2.4t MDGX
o3 E X
= Pro¥=4.10+3.13X 2 " °
&) r=0.94 2
= 12'(?
= B
7oL % , R . . . 2
22 23 24 25 28 27 ¥ 9.8p ]
Protein/mg + mi™ 5 - —_— Pro
= 3 \0 i
Fig 1. Protein contents in liver supernatant and drug 3
metabolic rates. 4. 8- .|
BEETEIMXE E LRI BN 2. 4 - NDPro . |
. _ *
RS . AN Lid # Pro & 3 pgoml . o T 5OHPro_,
FERFS%F, 37 C R F 1. 2. 1 h. Lid 1 le N 3 4
Lime
HWHE BEaESMHN 65 K. 36 1, 33 X
MDGX % 35 %, 53 %, 9 %: DGX % 0 4. Fig 2. Lidocaine (A}, propafenone (B) and their

11 %, 58 M. S5HRFTE 4 h BEFARTEY Lid
O ER R VA E (Fig 2). Pro kAN
92 %, 85 %.72 %; S-OHPro % 8 %, 14 ¥,
26 Y% : NDPro 0 %, 1 %.2 4.

Lid 5§ Pro S HRI/EREMNETL WMHEE
B S IR 2 B U e B B R
_ Hdw;xreFxlooo

H, > M,

Co: HYHEH (pmol L7 1)

Hi.: BHIGI5EE

H,. WIS G

RF: ZBPKMMEYEREHETF

M. ZEYIM G TR

W Tab 1 MEFIMAFHEHIREH Y
EFLAE a3 Pro 01 Lid BIEZ e
HEBE 53 B F 0. THIO. 5%, MDGX 3 hno. 8{% .

CBL

metabolites during incubation with rat liver super-
natant. #A=3.

DGX W 2/3. HSh. X Pro 1 Lid £R[F
WETFTWABEAERASNEHMXERHAETR
. Tab 2 WERSEREH.: =P FHEEY
Pro 5 Lid § AGH X BEEER.

Tab 1. Lidocaine, propafenone, and their metabo-

lites in rat liver supernatant. n=5. x4z, “P>0.05,
P<0. 01 v alone.

Concertration in supernatant/pomol L~

Alone Combination
Lid 9. 064+0. 04 13. 3740, 35°
MDGX 2,6240.16 4.61+0. 31°
DGX 21.3140.83 7.05+0. 37°
Pro 6. 63+0. 0% 11.13+1, 08
NDPro 0. BE+D0. 056 0. 8240, 04"
5-0OHPro G.714+0.26 0.92+0. 17"



http://www.cqvip.com

BIBLID ; ISSM 0253-89756

Acta Pharmacclogrea Smica + B A mEF i

1994 Nowv; 15 (62 =338 -

Tab 2. Effects of interference on drug metabolism.
n=3, ¥ts. “P>>0.05, "P<l0.05. “P<I0. 0] 5 con-
trol.

Drug conc/

mol-L-"! Lid MDGX DGX
e .

Propafenone interference /ug+sml™’

Control 1.41+0.03 3. 76+1.28 4.46+0.31
0.5 2.7440.11° B 26+0.84° 3.5540.05°
1.0 1. 8010, 03 R.92+1.72° 3.010.06
2.0 2.484+0.12° 8.91+1.82" 3.15+0.08°

/

Drug mn_c] Pro NDPro 5-0OHPro

pmol <L

Lidocaine interference/pmol-L~"

Control 0.704+0.06 0.11+0.81 1.63=0.35
0.5 “1,08+0.07 0.0B0.D2* 1.84+4Q, 45°
1.0 0.874+0.07 0.104+0.07° 1.8240, 46"
2.0 1.80+0.15° 0.1044. 02 1.82+0. 25

DISCUSSION

AYRHAXABRFIR LERBEE. B
87T Pro 1 Lid & HEtH I EH R — R 7
¥, NEAMELRIET Pro N ETEHHE
HARWME Ld N EFE_Z &4 LARHE
FHaE kiE. PHBEE P TAREER
k. Pro 5 Ld SRAGWEERYTER Y
ERE. ERAWEARTE. Hd, Lid HFE
MK ERET 0-5 F. DGX M £ MFEK
2/3. RUAWMEGH. Lid WIFEER. FEE
f£. FNTROSREHYESKE SN,
Pro N-ZPHA R HEN., AR EE
Py I Aqﬁ&ﬂ;ﬁ‘mfﬁ]'ﬁ-

B FROGERESYTOCRBRERERE
BHMWEN, HOoBRREHHAEERRS#E

ARt iEEe, B FeEERmRRARL
HEEAYMES N BTREAT R,
Feld 28 A" 488 T Lid # Pro SR AMEM
mEh rESeAEA L, IAAREHEHER
AEfE A R )Y BB, (B9 4k Pro &
Lid & H Al Y bWy e g, WEd/RTF
DGX R T . 8[54 DGX SIiEa# 55
. BREALTWIIEN AR RE. BEINY
. AT S ARMFRARETE —EN
ERYVE. UL A SRV #E 35 7E ARy
FFEERHILHEES. TR T ERT.
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