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Pharmacokinetics and Bioavailability of Terbinafine Hydrochloride
Capsules in Beagle Dogs
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Abstract : To study the pharmacokinetics and biavailibility of terbinafine hydrochloride capsules in beagle
dogs, a single intravenous (i. v.) and oral (p. 0. ) administration of terbinafine at a dosage of 10
mg - kg~ was performed in eight healthy beagles according to a two-period crossover design. Plasma con-
centrations of terbinafine were determined by a reverse phase high performance liquid chromatographic
method. The pharmacokinetic parameters were calculated by noncompartmental analysis with WinNonlin
5.2.1 software. After intravenous administration, the main pharmacokinetic parameters were as follows ;
AUC, , =(5.47+1.03) pg - mL™" - h,V_ = (2.55+0.89) L - kg™", CL. = (1.88 +0.33)
L-h™'-kg', 1, = (3.02 £1.70) h; whereas after oral dosing, the main pharmacokinetic
e = (1,09 £0.37) h, C,.. =(0.39 £0.04) pg - mL.™", AUC, , =
(0.67+0.18) pg+-mL™" «h, V,/F = (35.17+6.58) L - kg™, t,,, = (1.69 £0.74) h. The abso-
lute bioavailibilty ( F') of terbinafine hydrochloride capsules after oral administrtion was (12.54 +

parameters were as follows: ¢

3.43) % . Terbinafine was absorbed and eliminated rapidly in beagles and the absolute bioavailability was

very low.

We#m B #A:2012-02-20
fEERM T 5 (1984—) , 7 LA 4 @A WK (1963—) , F ,%‘ifri,ﬁf,}z-maﬂ;zlzeng @ scau. edu. cn



5 4 1] T &

43

s SRR LU 25 ST IR A UM R AR N 9 258 3 ) 2 K A= A T BE T2 557

Key words :terbinafine hydrochloride capsules; beagle dogs; pharmacokinetics; bioavailability

TR L2225 2R 2 AU NI AT AR ), i id
R S A A ) 7 s B LA 4 3 A 1 D 2 A
TR S, AT 25 A T 4 L A ke 284 17 A 30 % o A
EPE I N (L g AN [ e = e
(99% ) WANAR) GRS MEAE A RSO
AR RN SR BT LK, B —
T s TS, ORI 1 25 W), BAREIE R
LR T 72 9, (0 A8 B 225 HIHOR YT R
IV () BT I P B JOR G , LA | 38 1Ry 3
AR B RIS LA R O IRER IR LU 2R OF I e 24
s 1 (RpR 2y sh =g ) Rk S A WA B, D He il
PRI AR L2 2507 58, 18 e FH 24 A PR 22 2.

1 HRS7A

1.1 RWARERF
R LU ZRTF 5k 2 (i 3 B0k 99.5% ) it
71003002, #riTZR W25\ A FRAS Rl At ; SRR HL
ZR55 0 B (5T i 40 B 100% ), it 45 100563 —
200301, Sy v [ 245 it A Py ] ot 4G 2 JIT 7 i 5 ER R AR L
ZROVIEE (400 mg/kr, & HFHEZESF 150 mg) , 5
201008121, 2y i 5L A 45 A= W) H AR A R W 7 i
WEMR IR . = O RN BE RS B i, &
EPSRERG: S
1.2 FENEF
Acquity UPLC system & A 8 3%4% , & Waters 2%
H] P i 4T R (AUXT20 %Y, SHIMADZU ) |, iR
JETH(PHS-2C BY) Sy b ks % Bl AU A IR 7
i TR I E A2 W A% ( Eppendorfer research %I, 20 ~
200 wL.10 ~1 000 pL).
1.3 B EhMIAy
8 HAHRE g R, MERE A2, 2 ~3 B i, (At
(14.85 £1.37) kg, )" A& BE 2058 S pe ek, R
PGSR 22 SO B 1T, 8 FL AR B HAS K B AL 7
N2 — IS A HER IR LR, o — 41
0.006
0.005
0.004
5 0.003

< 0.002 |
0.001 |

R R L2 I, 3 25570 i ¥ 10 mg - kg ™',
1 J8] 5 28 SO ) — PP i 253 4. 1R 12 h 2452
J& 4 h AR R AL E oK.
1.4 MmMEERE

52507 (0 h) RZ5 ML, 4525 )5 T 0.083.0.25
0.50.75.1.1.522.53 46812 h fijfi# kR 12
2 mL, BT IFRNE.CET,IRA,3 000 r - min '
> 10 min, 73 B I3, —20 CEMARAFZRIE.
1.5 MmMHBREREVERFEFER
1.5.1 fmefHmHeyarads® HBRMmILO0.5 mL, 5T
10 mL Z.0% %, A 4 mL 1FE 242,200 r - min ™' 7K
Y-7%3% 20 min J5 5000 r + min "' Z.0 10 min, #F50F
CLGE)Z= 2R B0 T AR 1 IR, &1 2 IRIE
CREZ, A 1 mL 0.5 mol - L™ BRIR — SN B
W R K 850 15) , #23% 15 min, 5 000 r - :
B 5 min, FEEZIECE, BUNEMER - S NEE
FEWEAT HPLC A, EAFE 54 20 L.
1.5.2 @& 44 {4454 Hypersil BDS CI8 #F
(4.6 mm x 250 mm,5 pm);FEIAH: Z0E -0.1% =
R CRFR %, W 8 49 pH 2 3.5) (IR L
50:50) ; K I K 224 nm  AER 24 C 5 1.0
ml + min "' ; PEREE 20 pl.
1.6 #HIEAE

K HI Winnolin 5. 2. 1 #&J% , #I| HIHE b7 A8 73 Ay
24 BT s Vi BE — INF TR ER i , SRS HE U 28 25 il i &2
FAE TN IR 45 25 78 LUAS RAR N I 25 8- 2505 49
FIHEE.

2 #HR5HMH

2.1 HEFHR

TERETE B9 (0 1% 2 T, DU b 45 LU 2R 0%
HERRVE R B REL P RLAF T 00 B, R L
ZOFRIPR R I TR] 2 10 min, R FEZR 5 A8 125 Y £
TR T ~3.

min

0.000

-0.001

0.00 1.00 2.00 3.00 4.00 5.00

6.00 7.00 8.00 9.00 10.00 11.00  12.00

t/min

BT AR =S S i

Fig. 1

Chromatogram of blank plasma of beagle dogs
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Tab.1 Main pharmacokinetic parameters determined following intravenous (10 mg/kg) and oral (10 mg/kg) administra-

tion terbinafine in beagle dogs(n =8)

BEHR t/h C../(pg+mL™") AUC, . /(pg-mL™" +h) V./(L-kg™') (V,/F)/ (L-kg™')  t,,/h F/%
HE 5.47£1.03 2.55£0.89 3.02£1.70
O 1.09£0.37 0.39 0. 04 0.67 £0.18 35.17 £6.58 1.69 £0.74 12.54 £3.43
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