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HYERETR BN ¥y AU 4 UL AR 0. 05 mg/ml &0.03 mg/m! &,
. RESNSER
(— )M HFRAGTARE VORI AR | ml B 10m] HERE 0, NRRIR
(0.03 mg/mh8 Wl HE—HEHE SR (pH 9.5)0.5 mi #L5) \ )
F5 MCEEA ml 3 mb) - AR 4 JE LSRR RIS . ‘
i, AR FHH 42 1 ml, 0.2 mol/L SRARIK S0 ul B0,
e BB BRI 20 pt BEA TN, r
(DVBEIEFEH @ LiChrosorb RP-CI8 5 um

(E.Merck) 15 emx 4.6 mm [D ;i a4 WEE—Kk— =L lx—

AR (63:37:1:0.8 v/v). Gk 1 ml/min; #M3 K 230 nm J

HOE 0.04 AUFS ; 103 453K 2 mm/min ; %kt _
(eI 0k T, BIRMEIR AN BRI IR BT I ] 20 3 A

10.88 #117.88 min , (& E nf1. LN
H AR HENR A B AT A1 Bt S BE AL ki 61FR, LA ARik B

H. Fig 1. HPLC chromatograms . A.

= SiiggtE Blank rabbit plasma : B . Extracted

plasma sample. 1. 1§; 2.1~

(— VRTETERE AR B COENR BRI (0.05 mg /ml) (P Methylphenyl = > — (2
0.5.1,2.5.5,10,20 #1140 pl, 2808 F 10 ml BaiLe piperidinoacetyl )~ 1. 2. 3. 4-
o, & AN BRIR IR (0.03 mg/ml )8 ul. #H— Fb g ahik tetrahydroisolquineline hydrochloride
(pH9.5)0.5 ml Rz | ml. 4% Faf fidh BB BB R R, (70026)

R EIR (A ), DIAG /A, A Y8 LRI (0.025 ~ 2,000 ug/ml) b X AE
ST, Y=2.865 x 107°X—0.01346 : 1=0.9999 (n=5) . £t Xk REH.

(Z)RMEUCE  HER P A WE R 45 A (0. 05 meg/mi) 1.0, 5.0, 20 ul (50, 250,
1000 ng), #FLHEHMEK | m BE, ME— HAILEEBK (pH9.5)0.5 ml, HLEE (4ml.
3ml) JRER, RBGEMEGREHEH | ml. MNFRER 0. 03mg/m) 8 i K
0.2 mol/1. MME 50 pl , IRAVGEGLD, ARG 20 pl JEFEMIE,  BIBCP AR Fi it i
0ul 2, #5486 1ml,0.2 mol/L BBE 50 pl MRS & pl JLAIFTELL, IR
20 pl WEFE, MIERER T

B - SRS, MIABWRE A 50, 250 . 1000 ng/mi MU0 T Ul =R 4> 514 84.79
93.37,93.70 % . CV (% )7 314 7.68 , 1.84, 4.43 . $EIc 40 F{E A 90.62+ 5.05
(SD)%.

(Z)F7EEMEE WA EVETRARMETRIX 3 4y, ST SEBUEIc, &% 521 | mi
INARIEIR 8 pl RE— LB (pH9.5) 0.5 m! LA, HEEUTMIE.

T -WREEM SR, MIEH DL S0, 250, 1000 ng/ml ML A ik BIHCE 2 B 9888,
97.32,103.31 % . H CV (%) BlA 2.14.3.26,2.62. HiEHU LW EHEA
99.84+ 3.10 (SD)%.

(VO ETE H ESIRIIE S 50,250 , 1000 ng/ml AL, WS NFI R DR 1 25
Rank 1. '

(H MR 1 REIRARIRIE (0.5 mag/mD)IEEE B A 6 pl T7h, 6010 b oy 4 R £ 5
B M, BN 3 ng ; BRI MIARIE A 120 ng/m] 3K,
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Tab 1. Precision of the method

Added Found (ng/ml) Recovery Ccv

{ng/ml) (x*+8D;n=35) (%) (%)

50 45.77%£3.33 91.54 6.67

Within — day 250 243.3117.48 97.52 2.99
1000 1033.19+27.10 103.32 27

50 48.8412.68 97.68 5.35

Between — day 250 240.01£6.58 96.00 2.63
1600 1025.20% 38.83 102.52 3.88

(R) Tt WEAREHER KRS Jﬁlﬂ#unﬂ’]@.l‘f‘ﬂ%ﬁhm WHA T, Wi
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BBHZM TR, FIRAEEWES, CREMBEERET. £%BRY, FAHPHLATHRT

AR NE.
m. ﬁii!ib"ﬂﬂ

— VY S B AR ORI i ik B R KA s HF B e

ﬁ{ﬁ%i%# (kB 2 kg BEEEE) .

% 8 mg/kg MR H &M 5P REIR, 2R

KB 2. Sml, BLOEREMAE [ ml, A

WHRIER (0.03 mg /ml) 8 ul , FEALETLHEG

EfamMa. LAn#d & (ng/ml) /5t 8
Log C S## Gt H £ H25— it ghek (F 2).

B 2 TR AERER RAANERD S 5

FARTAFREIREER, AXEHERFX E’ 2]

BB PKBP — NI )78 250k B ¥R, #

BHRHLREZHGK ). P T S S S S MR
HF 2B HIERY T,,=0.5780h, & Time(h) -

A MR 7 S PR P R Rk B 40 A T, R Fig 2. Logarithm of 70026 plasma level versus tirﬂe
T T ,,=4.8008h NBET FEMHERERE. curve for No . 1 rabbit after intravenous administration
of & mg per kg body weight

Tab 2. Average and variance of pharmacokinetic parameters for six rabbits aftzr intravenous administra-
tion at 8 mg per kg body weight

No - 1 2 3 4 5 6 xtSD

A mg/[ m!) 2019.2 1012.4 1466.2 1337.2 1152 8 1726.7 1542.4+372.39
) 1.9984 1.1765 1.2225 11243 0.8614 1.2748 1.2763+0.3820
Tin 0.3469 . 0-5891 0.5670 0.6165 0.8046 0.5437 0.5780 * 0. 1467
B (xg/mb) 345.28 109.15 129.34 120.20 86.690 237.53 171.37 1 100.05

D 0.2419  0.1154 0.1378 0.1225 01341 0.169% 0.1536% 00471
Ti12(h) 2.8656  6.0058 5.0296 5.6582 5.1663 4.0795 48008+ 1.1522
Kai 0.4984  0.2187 0.2257 0.2051 0.1850 0.3035 0.272740.1177
K1z 0.7720 0.4523 0.38%3 0.3702 0.1859 0.4276 0.4327+0.1920
Kio 0.9699  0.6210 0.7464 0.6714 0.6246 0.7136 0.7245 £ 0.1299

YC 3.3833 7.1324 5.0138 5.4492 6.4542 4.0727 52576+ 1.4126
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(SBHERSMERE RAHET RS 8 mp/ke 5, HIAN, NEBES -
FIDRRBEAR, APSCBIER LS MARE 2 IR, 255 TR AR 1 1S et ) I
FHEMBEE T4, KL RQEALN 30 min EATMBRERRNE, ®i, AR
Wy B K AT 25V E S 784,40+ 122,76 ng/m .

Wi

ACHRAI AN A R . R W, RS RMUBER AR, SH5IE B
T,

MRS OB Tk E, LL0.2 mol/L HEEE 50 pl Bl ZBEHE, FHi8 R %%
90.62% , {HIHEET /WO YE, i U CRMER, B PR AR A,

BRI P B KR 1 213 nm , R AR TE R IR, S iR m o A, EEK Rk
T, R ADFERD A RO B 2R e R R R s, Rk E e Fik i Bl G, St E A,
T 220 nm HWATSARBAMN, BHTE 5 min 5 HB— MR, ZEE AR h, SRR
TR, ARDEHBELE, MR THRAE. PR K EE 230 nm, TARS LS. Xi,
BgfmE, el /h, fligghk, BPEEIRG K ERE E R KD 65% . {H Bio~Rad
HPLC-UV B:M23H 0.04 AUFS B, {Ba[ 48 ng HAE, Bk, aEBRERK S
230 nm. '
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RP-HPLC DETERMINATION OF 1-(P-METHYLPHENYL
—2- ( 2—-PIPERIDINOACETYL-1, 2, 3, 4 —TETRAHY-
DROISOQUINOLINE HYDROCHLORIDE 1IN RABBIT
PLASMA AND ITS PHARMACOKINETIC PARAMETERS

XY Xie*, WB Cheng , ZS Zhou and ZL Qin
(School of Pharmacy , Shanghai Medical University » Shanghai 200032)

ABSTRACT A reversed phase high performance liquid chromatographic method
(RP —HPLC) was developed for the determination of rabbit plasma levels of 1-(p—
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methylphenyl ~ 2 — ( 2- piperidinoacetyl) ~1. 2, 3. 4— tetrahydroisoquinoline hydro-
chloride ( 70026). a new antiarrhythmic agent with promising prospects. Its
pharmacokinetic parameters were obtained from the rabbit plasma level — time curve mea-
sured .

70026 plasma sample was determined by extracting with ether and 0.2 mol/L sulfuric
acid , chromatographing on LiChrosorb RP — C18 column , and detecting at 230 nm . The
mobile phase selected was methanol — water — triethylamine — phosphoric acid (63 :37: 1 :
0.8 v/v). The average recovery of the entire procedure from plasma was 99.94+3. 10
(SD) % ; the average CV of within—day and between—day were 4. 12% adn 3. 95%
respectively ; the minimum detection limit was 3 ng; 70026 plasma concentration ranging
from 25 ~ 2000 ng/ml yielded a good linear relationship with the peak area ratios,
Y=0. 002865X—0. 01346, r=0. 9999. No endogeneous interference was. found in
chromatograms of plasma sample .

The purity of chromatographic peak of 70026 was identified and proved by mass
spectrometry . In urine sample , the hydrolysate of 70026 was found as the original and
bound forms .

The rabbit plasma level of 70026 after intravenous administration versus time curve
was found to be in correspondence with two —compartment model , T |,=4. 80+ 1. 522
(h). ,

Key words 1 —( p— methylphenyl — 2~ ( 2 — piperidinoacetyl) —1, 2, 3, 4—
tetrahydroisoquinoline hydrochloride ; RP — HPLC ; Pharmacokinetics
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