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Transdermic absorption of terbinafine agar

CHEN Tie-feng, YU Xi-yong , LIN Shu-guang, YANG min, JIANG Gui-fen, QIAN Yi-zhi( Division of Clinical Phar-

macology, Guangdong Provincial Cardiovascular Institute , Guangzhou 510080 )

ABSTRACT: OBJECTIVE To investigate the transdermic absorption and cumulative amounts in vivo after dermic administration of
1% agar of terbinafini hydrochloridum. METHOD New Zealand white rabbits were used in this experiment. Eight grams of the agar
was coated on back skin of each rabbit. For single dose, blood was collected before and after single administration at 0.5.1.1.5.2.3+
4.6.8.12 and 24h. For multiple dose, blood was collected at peak and rough points following continuous administrations, once per day
for 7 days. The serum concentrations of terbinafine were determinated by high-performance liquid chromatography. RESULTS  The
peak concentrations of terbinafine were arrived at 2 ~3h with Cmax8. 6 +1.8mg/L. After continuous multiple administration, the peak
concentration of terbinafine ascend gradually, but there were only 1.33 times increase in fourth day than that in fist day. In following
three days, the peak concentrations tend to steady-state. During the observation period; there were no obvious increase or decrease in

rough concentration. CONCLUSION = The mounts of transdermic absorption were small after applying terbinafine agar. There was no

cumulation in vivo in this agar preparation.

KEY WORDS: terbinafine; agar; transdermic absorption; serum concentration; cumulation

T L 25 25 Clerbinafine ) & — Fj g 84 1 )3 M i 25 Bt 15 1A
245 % Bz IR LR B AT BT AR o T AR 245 A R R AT
TS ER TR L ZE S BRI . A WLER B2 Bk FH 24 )5 25 I AR N 1Y
W ACRITES UM, 302 RS N T s OBOR €8, 33% CHPLCO) il 2
G ILTE R H 2825 I 24 e B vk, X G 2 Al R (3 e B ik
YRR 252 F 245 1% 10 24594 B 1A 7000 S A 5%
1 FE5XW
1.1 St

IR 1% ERFRIF LLZEOFBERE (HE5 960629) , A fi: %o fif
A T AR A 2l AT RN R B AL, R R O A5 22 AR T BE
(99% » "IN B N 25 T 42410 s Bk C Bl s HBEC o by
gi). St N EE UL R A R AR BT 2 A e
1.2 pRifER L

o VR YA R 3 R R TR R EE 28 S A v X R 5. Omg, FH
A B 28 10mL, PRI 10pL, A B AR RE % 1. OmL,
W Sng/mLs INARWE - b 25 FRIBUER R 0o A9 22 b i X TR 5.
Omg, A HIEERG BE 22 10mL, FRHUL K 100mL, T H BERLAR BE 2

<48 Chin JMAP,2004 September, Vol. 21 No. 8

1.0mL, ¥ & & 50ng/mlL.
1.3 (ksft

LC-3A B A (i B C-R3A Hd A PRA C H A S5 7t
INTEFE D) s Spectra 100 %Y 25 484G ) #8 ( SP 23 7] ) s ZORBAX
ODS (A,3%4E (4. 6mm x 15em) ; Ji s 4H K 0. 02 mol/L Z, k-2,
FRENZE vl ( pH3. 8D« I EE: = Z e (15: 85: 0.025,V/V),
TRE K TmL/min; 3 30°C, #F £ 2k 50kg/em2; A6l i1 < -
UV283.
1.4 FEALARIR

I 2mL HEE BB 2L B0 NI TmL N BRI T
B 200w L 5 24 LT 2 250048 P> PR BB GE B AR v ORD > In A
400 L 2Bk, PRE EFE YR T 45s, L 2000 x g B0 3min, MR
CRHZET 7 —30 2mL B0 E N, TOKH 40°CH N, k.
TR HTHITAR B W T P B 20mL H S e ik 3 BORb v i s
WIS ~ 10pL FEREAT (GBI E - @ 3E R UL 1o
Fig1 Chromatogram of HPLC in rabbit serum.

A. blank serum; B. serum with clobetasoli terbinafine( 5.8 min ) and I.

AP E BRI 255 2% 2004 4F 9 H 5 21 4555 8 1Y)




\\ o M
S.(3.9 min)
1.5 bRy e

B4 % 2mL HEIE B0 CENA AR 1mL) , 4351 Jn
LR L ZE AR MEWE (5ng/mL) 0. 5, 1,2, 4l &S T MA
25 USRI 200 L B 9% 95 B50RD» BRIV C i A 24 ¥4k i
439k 10,25,50, 100 wg/T 1 4 SZARMEIMAE . BEE IN4EBOR
FRRE A BB AT o 22 HPLG 4387 » I A5 11 2855 06 i
TS PRI T A2 L CFD VEGLAR AR, LA I 55 R 4R LL 28 0%
COOTEREARPRZ AR HEIT 2o 7E 10 ~ 100 g/ L 35 Rl Y (49 1l
R IE M R RAT, K577k : F =0. 0036C +0. 0349,
r=0.9996.
1.6 4z

S0 43 Ay BRI R 4 24 5 AT 56 A 22 7R 4 2 SRR
IR 3. BUBIPU22 K% 6 HL K E 2.2 ~ 2. Skg, Hfi i
2o A RSB R T, B kAR T 150em’ . D
K25 T Ik — R 24 8e, T I 8:30 452, Gais Wi
W2 FAEE > 150em’ CLL 5 0 B il 2 s e ) - T2
AR FH/INED A 2 )22 BT > IS T 00 R A B S 11 2, B
KeFE B AL S22 . RS RiAT 245 0.5,1,1.5,2,3,
4 ,6,8,12,24h PG H-LARIKNLIR 1. 5L iR SEAT M 24k
Mg . QLRImEZEL HEH MY T84 W H 2T
T REAT LY A P AR BRER KIS Ve T 25 B2 Bk W TS FRAT 2
TE o RERIRA—UGESE Td, FRHZ )G 3240 BUMNE -
2 #R51He
2.1 JyiksIEN

ARSI EEST (1 HPLC 0 58 R Lh 28 75 S 1l v 24 4 e i ol
FET7E PRERBTIA Y 5. 8min, AR 3. 9min. L FEFT E)Y)
M A6 BT T o0 5 T8 TPl i B0, 256 vh 9 oK ke I
W 2P 1E et AR 1) TR G2 - R 2SO 0 B2 i
HLERAY 520 90% » B fIA N BE A S e/ Lo hy il S e 5L 5 vh
HEZE R ML 5 W S 0 I 7S B AR O R vk IR i R AN
200 L, AR B AR A 0, SR R AT . R R
25 10 2598 BE 7K S B AR S8 1 25k B A il 26 X s 7 10
~ 100 g/ L 3 [l A 551 8% & I F A5 D0 BR A1 A LA e
o BRI I 252 4% 2004 4 9 25 21 43545 8

SERRCSE SR . A I J7 vk A 1] i 3 R B, 5 (100 g/ L)~
(50pg/L) K C 10w/ L) = AN ¥ BE A9 AR X [l i 3R 43 51 102.
7% 97.4%  97% ; H 4 RSD 43 54:2.0% 4.3% « 15.8%
(n=3); HIA RSD #:5.8% + 4.5% 23.3% (n=4).

Serum concentration{ug/L)
>

0 2 1.6 B 10 12 24 h
Fig 2 Serum concentration-time curve of terbinafine after coat-
ing 1% agar of terbinafini hydrochloridum with single dose of 8

grams in 6 rabbits.
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Fig 3 Fluctuation curve of serum concentration of terbinafine
after coating 1% agar of terbinafini hydrochloridum with continu-
ous multiple doses, once per day for 7 days, in 6 rabbits
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