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Tissue distribution and excretion of Hylotelephin
LIU Ying-ju'*, SHANG Jing-chuan®”, GAO Li-jia'*, ZHOU Li-ping’”, MU Zhao-de**, HE Ying-na’" (' Department of
Pharmacology, *Key Laboratory of Chongging Biochemistry and Molecular Pharmacology , * Department of Chemistry, Chongqing University of
Medical Sciences, Chongging 400016, China)

Abstract: Objective To investigate tissue distribution of Hylotelephin in Beagle dogs and excretion of
Hylotelephin in rats. Methods A high performance liquid chromatography ( HPLC) with UV detection was
developed to study the concentrations of Hylotelephin in biological samples, taking anthracene as an internal
standard, Benzoyl chloride as the pre-column derivatization of Hylotelephin and methanol-water as the mobile
phase. Results After a single intravenous dose of 10.6 mg/kg Hylotelephin in beagle dogs, parent drug was
widely distributed to virtually all tissues in 5 min and the concentration of Hylotelephin in most tissues at 90 min
were lower than those at 5 min obviously. Hylotelephin was mainly distributed in kidney, liver and spleen, sec-
ondly in heart, lung and intestine. The parent drug concentration in kidney, liver and spleen was similar to that
in blood at the same time point. After a single intravenous dose of 36 mg/kg Hylotelephin in rats, the excretion
of the parent drug in urine, feces and bile amounted to 88.45% , 0.61% and 1.08% of the dose, respective-
ly. The parent drug excretion amounted to 67% of the dose in 3 h. Conclusion Hylotelephin was distributed
and eliminated in Beagle dogs rapidly. It was mostly distributed in kidney ; liver, spleen and plasma. The par-
ent drug excretion was 88% via urine.
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Beagle K 12 F iy 10 1] 48 B “F Bk e 55 56 3 1 vh 4R 43
ERRE N Ea T 24103123 5 (KFE N 9 ~ 12 kg, Wistar
K10 2T K B2 S K sh b AR A3, G ARIE D B2 )
T 24104212 5 (KT R A 180 ~ 220 g, LS 90 ~ 100 d,
1.3 F&H8H

Agilent1 100 =5 20HBUAH 8 15 (3 T 5 A1 46 0 2% 2% €0 1% i 4i b
MRS (EEZHEAA]) o MATKAR (Milli-Q plus, USA, Mil-
lipore 23 @] ) 5 f4FL UG MR B3k 2 B (USA, Millipore) .
1.4 AP ANEEGMNTF ik
1.4.1 fopskH Eclipse XDB C; (4.6 x 150 mm,5 pum) {2
WEHE , ODS-C [EIFHAEHUHE (200 mg,3 ml) (EE LB LT ;
TLENAR R - XK 62: 38 (£H 4N ) 5 66: 34 ( PR, JH{F,3E);
i 1 ml/ming A3 35 °C 5 58 A0 1< 0 232 nm JE R it
30 ul,
1.4.2 AWREGRIATE  BECTREMER (K HPLC
SRR ER T PR3 B R e 2 e R SE O . I
25% LHAE13E )3 000 o/ min B0 10 min, L F ik 0.4 ml fif A
0.8 ml ZJ§CFPIHR: 2 pe) F1 100 wl BEEAK  JRAE | min, i
7 10 min, 12 000 r/min 8.0 15 min, B 3§ #NA 4.0 mol/ L
NaOH 0.5 ml, {51 G A B ik 48 10 wl JRHE 1 min Ji5 40 C
K 30 min, Jf 4.0 mol/ L ELEZ RS INARLZEK 3 ml,iR%5]
b Cog BEAHAE G (B 3 ml BARFN 3 ml WKL HE) SRTG
FH 15 ml ZLZEKFN 15 ml 15% Bl mp st , e B 0.6 ml Bk
JEW TR ST 30l ERE , 1T 57t /N 5 3 AT A A P o o e T L
R FH P A b ot 2 i DA e [T FR LU AR Bk 5 4% )k R A T PR VAR
it 3% EIE(50% 3£ 513K 3 000 r/min B0 10 min) 254
FEDSE
1.5 R4k

B Beagle R 10 5,432 41, BAKH B (2:3) , N\ FHE K
Bk 10,6 mg/kg, F4 )5 5 min 90 min 4351 ] 3% 5L L
ARG AL B, N7 BICHS M0 Rl BB N L
P BN B0 SRS A (R RRIBURE ) | R LR K UL 25% 41
AN ISR 25 BH N 4L SO 4 D 2s v B
1.6 HeaiX ik
1.6.1 JRIEHEM  BOKRE S B, MEMERE, BANQBES,
W B 25 2 i BRANSEAE Ry 28 3 IR AR S — UK R K T 55 36 mg/
kg NEHK . BWERHZE 0 ~48 h (RIS,
1.6.2 JEHHEME KRS 5, 3% S0 HZ A0 R RS IO
GlALA , MR LS ZIRTRE AR 25 R B SRS SR R i ok e S
36 me/keg/\FHR MELL ) 0~48 h WAHTT,
1.7 %it o

FHRAE A & £ 5 FaR, R SAS 8.0 GLit#k {4, EATHLH
P K%
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2.1 NEX A
TEAR BRI, ANFTRFABR D) B PR B 8] - 724120

FESL 3528 9. 65 F11115. 72 min, (EPRR . FEFNAA T b 2051k
6.52 1 10. 64 min,
2.2 ARfriiR

R BR A\ B TAEARMETE I A VLR 53, fli 2y
MM RE4r R0 2.5.5.0,12.5.25. 0 1 50 pe/ml, L) 25 4% i
(C) ST AR AR ( Sy/Sn, /N5 A% A/ Py bR mifR) #E47
LR [T S P 2 e B 4E 2.5 ~ 50 g/ ml Z [R], e i
LA S 2 YR R R AR P DG . I 2 I 5 21 L s T
HH 25331 A -

BN, C= -0.045 2 +21.789 Sy/Sn(r=0.999 6)

FFEHZ: € =0.624 3 +20.591 Sy/Sn(r=0.999 6)

HE 22 . C=0.047 9 +19.942 Sy/Sn(r=0.999 1)

BRI BT e 2K 5 2 A b it 2 e 8 R AR ] L £
FuwF

FR:C= -94.319 +2 094 6 Sy/Sn( 100 ~8 000 pg/ ml,r=
0.999 4), fH}T:C= —0.229 6 +19.926 Sy/Sn (4.0 ~200.0
peg/ ml,r=0.999 3) , #. C=0.448 3 +23.856 Sy/Sn( 2.5 ~
50 pg/ ml,r=0.999 8) ,
2.3 ENl R AR A A A R

NFEE IR A 0.1 pg/ml, /A5 # (£ 5.0,200.0 Al
8 000.0 pg/ml,3 > AE 0 B P 1 F- 4 X [ 44 7E 91. 4% ~
105.9% ., H WK REM S d /Y B )R %, RSD 76 0. 65% ~
6. 78% . & FF § o b A b, I SE E 6 7E 90, 5% ~
105.9% .,
2.4 MBHH

Beagle KB ¥ bk 5\ 52 10,6 mg/kg JT 5 min 254
L H 43 A F) 45 41 1, 90 min B 25 ) 7E K B HCER AU & R
5 min (R} I S0 4G . R ] SR AL SR 24 ) ek O, O
YR IE DL e B S B IR B A 48 b i 24 IR S A TR
A ] L 24 e S R (e 1) &

F1 J\EF 0.6 meg/kg EREGENEELERERH
HEAFMm(pg/ g, n=5, x £5)
TE 5T 6] (1] ( ¢/ min )

g
5 90

i 2.0+0.3 1.940.9
AL 7.7+1.5 3.2:1.6°
il 6.0x1.7 1.74 £0.21b
IH 1 17.0 +4.0 6.3+1.70
= 18.1+2.6 6.9£0.7"
i 1.1+1.1 5.8%1.1b
H 4.5+2.8 2.1£0.7"
% 6.1+2.0 2.5+1.7"
JULE 3.4+1.7 2.7+0.5
NEM 6.4+2.1 0.0
A B 3.940.7 4.0+1,9
1M 3 12,39 0. 19 6.1+0.7"

a: P<0.05, b: P<0.01,5 85 5 min L4
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HIRGIETELA 25 R 3 ho AT /0 5t 24 40 sk 3% (6 A0 R T i
{0551 2424 M RAT 0.61% F1 1.08% (% 2) .

|2 O\EF 36 mp/kg SRERRKES S 78K WU R i R 3
FRAR I ROHEM (n =5, %, ¥xs)

fif ] Ce/h) 73 E: fE i
1-3 67 £8.0 - 0.69 +0,07
3-6 8.3+1.8 - 0.24 £0.04
6-12 7.0£2.1 0.12 0,05 0.12 +£0.03
12 -24 5.7«1.4 0.16 +0.03 0.025 +0.004
24 - 48 0.45 £0.11 0.33 0. 10 0.005 £0. 003
3 itig

WS A HPLC 53, 8 a5 2 F wr s
T HE U, LA BB KA ifi s AR A\ 52 B e 20 41
FREGFES IR ol TRE ShAS TR, 00 3l A R - /K B
P — 5 25 5, BN S B 5 N bR BTE S [R) A R
A B B R) A — e AR b (HURE SR AT R,
[ Hy 95. 40% ~ 103. 2% . %7 BB i (0, H %
P K T IR 2 AT, R G R 25 A3 O I
RNV NFFE AL A, T8 I 48 b X S AT
U1 B 98 A I A, t T 0 , LR SR PR 2507 e
iy TR . R 25 4 A ) 4% 1Y) R % LA, I
5 3% TR RE K e R T B AR A B vy, ELAS 3 FH 1 R Ok
o SR T ROR A R [ AL, e J T MR AE SR TR
AR B 77 4, BIVRE S FE R AT B 5 ) 4% R A A A 4, X
ST A PO 48 AR SR , R A Bl , {4 b
LR EH BRI , H R U 5 R 25 U R R AR A AR
KR, AL A RKETE 100 pg/ml P E
e FF 775 2547 SR 5 A R | TG0 i L S B R, R
FR\ S 6 1520 B 1 B0 R AT A 1 1 T 4 4 ) 2% )
iE R IPRAE 2] 0. 1 pg/ml, % H 78 256600 8542 5
T 1000 %,

A LI LE R RN\ FEAZ S min J5 B AT 7EK A
J 434,90 min J5 45 20 4R b 2 1 e A ) R R ARG . 24
W) B AE W T MRS B8 b, 7 [R] —  ] = B8 R

SR o R e A R e Rl e e S B R R Rl R Al A e P

0 J 4 5 8 i 1

1

W S L IR e R . MBS RS2 A Bl s
WFFEAHEN Ty o 22 min, T, ,B K 2 h, R FRMIY
T FR S A B T LAk 59. 25% AW &,
TR H 245490 0 A o LR PR, A A AT P L AT
RS S T AERRE -V RERZ5 Y, K
PP R 4 A R B R T A B R 31 D, i
SR BE P AT R A R BLFAL (BT | S5 240 27t m] RE A
HZ TR RLE R . SRS R 254048 By i 1 1f AR
S5, A B R P T R0, 2 W AR A TG

HEE S A, A b 32 2 LS R 259 O Xl PRI
HEHH B R0 245 5 R 2R 25 90% A fq,
HADRZYER P 259 AR HE i % e 13 4
PROTELRZIE 3 h 67% 24 EHEH X 52 3h e 45 R
— .

B % 3k -

(U] LR PR AR b 2 M 90 7. — FhoRT b e (e S A & W
i B HL ) . dhE L, 96115901.4[ P, 1997 -03 - 19,

LA 2 B el B 2 O 9 97 /5 3 ) 8 7 i 24 v 4 i
Fl: " [E, 99112550.9[ P1.2000 - 12 =20,

PRI, PR B FOBE A OO i T [T ] SR dbeE,
1999, 27(5) . 547 -550.
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