", 2, ’, (. , 222002 ;2. ,
210002 ;3. S 276003)
(Ty) (Ty) (R) . 21
(R: ( RFP) 600 mg , (INH) 400 mg)
( . 600mg 300mg) , HPLC . 3P97

T T ( RFP) ts (3.01 £0.86)(R),
(3.0220.82)(T;) (2.81 £0.63)(T,) ; Cya (12.44 24 .79) (11 .77 £4 .39) ,(13.32 £4 .91) pg/ mL; T, (1.71 £
0.62) ,(1.79 %0 .82) (1.83%0.76)h;AUC,-, (79.26+25.89)(R),(77.71 £23.32)(T;) (78.01 £26.76) pg*h* mL"'
(T);T, T, (99 .48 £15.05) %(T,) (99.16 £14.12) %(T,) . (2.

2410.96) ,(2.3220.95) (2.32F1.04) h; Cpae :(8 .04 £3.65) ,(6.15%1.52) (6.12%2.19) pg/mL; Ty, :(0.90 £0.48) ,
(0.79%£0.54) ,(0.71 £0.30) h;AUC, - :(35.27 18 .28) ,(27.98 £14.50) (25.08 £12.99) pg*h*mL ™",
(107 .05 £11.09) % (95.20 %13 .42) %. AUC, Cpax t , RFP  INH

> > >

:R978 .3 ;R945 .1 ‘A :1007-7693(2003) 03-0206-04
Study on Relative Bioavailability of Compound Rifampicin in Healthy Volunteers

SONG Xingfa' , TAN Heng-shan’, LI Jumrsheng’ ,ZHUO Har tong’ (1 . Depart ment of Pharmacy , First Hospital of
Lianyungang 222002, China ;2 . Depart ment o f Clinical Pharmucology , General Hospital o f Armed Forces of Nanjing, Nanjing.
210002, China ;3 . Depart ment of PhurmaCy , First Hos;;itul of Linyi 276003 , China)

ABSTRACT :OBJECTIVE .. To study pharmacokinetics and bioavailability of co rifampicin tablets and capsules in health volunteers .
METHOD The pharmacokinetics and bioavailability of domestic and imported co rifampicin tablets and capsults were studied in 21
healthy volunteers . A'single oral dose of imported drug containing tifampicin( RFP) 600 mg and isoniazid( INH) 400 mg , and domestic
drug containing RFP 600 mg and INH 300 mg were given to 21 volunteers in a randomized crossover study . Concentrations of RFP
and INH in plasma were determined by HPLC methed. The plas ma concentratiomr time curves of two formulations were all fitted to
one-compart ment model . The pharmacokinetic parameters were calculated by 3p97 program in the computer RESULTS The pharma-
cokinetic parameters of RFP for R, Tjcand T, were:t;,,:(3.01 £0.86)(R) ,(3.02£0.82)( T;)and (2.81 £0.63)h( T;) ; Cpay:
(12 .44 %4 79)(R) ,(11 .77 £4°39)( Ty)and (13 .32 =4 .91) mg/ mL( Ty) 5 T ey :(1 .71 +0.62)(R) ,((1.79£0.82)( T,;)and (1.
83 £0.76) h( T,) ;AUCs=:(79.26 £25.89) (R) ,(77.71 £23.32)( T,) and (78 .01 £26.76) pg*h* mL~'( T,) ; The relative
bioavailability were (99 .48 £15.05) %( T,)and (99 .16 £14.12) %( T,) . The main pharmacokinetic parameters of INH were ¢/, :
(2.2420.96)(R) ,(2.3220.95)(T,) and (2.32 £1 .04) h( T,) ; Cpux :(8 .04 £3 .65)(R) ,(6.19 %1 .52)(T,) and (6.12 £2.
19) mg/ mL( T3) 5 Tpay :(0.90 £0 .48)(R) ,(0.79 £0.54)( T;)and (0.71 £0.30) h( T,) ;AUC;-,:(35.27 £18 .28)(R) ,(27.98 £
14.50)( Ty)and (25 .08 £12.99) pg* h* mL™'( T,) , Relative bioavailability were (107 .05 £11.09) %( T;) and (95 .20 £13.42) %
(T,) . CONCLUSION  The results of two onesided tests statistical analysis showed that two formulations were bioequivale
nce .

KEY WORDS :lifa mpicin ; isoniazid ; Bioavailability ; HPLC

('] (rifampicin, RFP) . (2731 (isoniazid 50 %! . 340nm

INH) . 41 . , , >95%.
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INH100 mg, 990003 ,

Gruppo Lepetit SPA

: : RFPI50mg,
2003 6

(T, RFP300mg, INHI50 mg,
981012, (T,
RPF150mg, INH75 mg, 981016 .
91 .5 %, 99 2%,

1.2

1100 HPLC s , Rheo
dyne7725i ,20pL . Sartorius R200

3P97

1.3
1.3.1 21

T, T, , 3x3

R (R: 600 mg ,
400 mg) (T, Ty: 600mg,
300mg) . 1 wk 4
7d.
12h 8:00 ,  200mL
) 4h ,
1.3.2 [4] 0.17,0.33,0.75,1,
1.52,4,6,7,8,9,11,13 h 4mL, ,
,- 40°C
1.4. RFP
14.1 1100 HPLC , R
254nm, Zorbax XDB Cjg 150mm x 4 .6mm ,5um 5
:0.01 mol/ L (pH=6.8) -

(63.5:36.5), 1 .0mL/ min, 40°C.
1.4.2 0.1 mL, 0.2
mL R 10 0001/ min 10 min, 20pL
143 RFP

0.225,0.449,0.899,1.797,3.594,7.188,14.38.

17.200pg/ mL ,
, (4 Y

17.38A-5.50,r=0.99985.

(A). c X

C=
0.225 ~17 .20png/

mL, 0.449,3.594,14 .380pg/ mL
) RSD.
0.225pg/ mL.
1.5 INH (2]
15.1 1100 HPLC , s
340nm . Rheodyne7725i Zarbax BD Cig
150mm X4 .6mm,Sum s (pH=4.
2)- (64:36) , 0.9mL/ min, 40°C.

1.5.2

0.2mL, s
0.2mL 1 %
15 min,20pL
1.5.3

0.2mL,
10 000r/ min 10 min,
10uL,
INH

20 %

0.068,0.136,0.272,0.544,1 .090,2.180,4.360,8.710,17.

420,20 .000pg/ mL , (4. C
X o, (A Y C
=99 .45A+0.34,r=0.999 7. 0.068 ~20.000
pg/ mL, 0.136,2.178,17.420 s
> RSD.
0.068pg/ mL.
1.6 RFP  INH
1.7
21 RFP INH
3P97 T inax » Cinax
,AUC
F( %) = AUCT X Dr 109
AUCg x Dy
In AUC ,In C,,, SAS
t > Tax INH
AUC Chax s
t
2
2.1. HPLC
HPLC RFP INH s
2.1.1 RFP,INH
RFP,INH
1. RFP INH >95%.
1 RFP INH
Tab 1 Recovery of RFP and INH
(mgeL™") (%) ( %)
RFP 0.449 96 .4 96 .36
3.59 93 .57
14 .38 99 .12
INH 0.136 98 .35 101 .22
2.178 103 .8
17 .42 101 .5
2.1.2 . RSD
RSD<10 %, 2,
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2 RFP INH RSD 20
Tab2 Withir day and Between day RSD of RFP and INH( n E
-1}
=
=0) =
2
B
=~
(mgeL"") RSD % RSD % =
RFP 0.28 5.24 3.14 §
()
2.15 2.04 3.76
14 .38 2.49 2.39 ° 3 6 o 12 15
INH 0.136 1.73 5.82 Time (h)
) ' ’ 2 INH
2.178 5.40 4.24 ) ) o
Fig2 Mean plas ma concentratiorr time curves of isoniazi
17 .42 3.54 3.74
2.3
2.1.3 RFP INH RFP
INH 0.225,0.068pg/ mL.
RFP INH s 3P97
, RFP INH
6.242,6 .515min. ’
3, . AUC Chax  SAS
2.2
t 3 T ax
21 RFP INH
,P 0.05
1,2,
’ 2.4
u 7
RFP INH
~ 12
= 3. AUC Crax
"= 10
2 RFP ,INH (T (Ty)
o
2 8 RFP  (99.48 £15.05) %(.T, ) ,(99.
L
2 6 16*14.12) %( T, ) ,INH (107.05%11.09) %(T,) ,
Q
g 4 (95 .20 £13 .24) %( T,) . 80 % ~
S
2 120 %
0 -
0 2 6 8 10 12 14
Time (h)
1 RFP
Fig 1 Mean plas ma concentration time curve of rifampicin
3 RFP INH (n=2,x £s)
Tab3 Parameters of pharmacokinetics of RFPand INH( n =2 ,x £5)
RFP INH
R Tl T2 R Tl T2
t1,,(h) 3.01 £0 .86 3.02%0.82 2.81 £0.63 2.24 %0 .96 2.32%0 .95 2.32%1 .04
1.56 ~4.69 1.95~4.64 1.73~3.77 0.99 ~4.66 0.89~4.14 0.91 ~4.72
T nax( h) 1.71 £0 .62 1.79 £0 .82 1.83%0.76 0.90 £0 .48 0.79 £0 .54 0.71 £0.30
0.75~3.0 0.75~4.0 1.0~3.0 0.33~2.0 0.33~2.0 0.33~1.5
Cpax mg* L7 12 .44 £4 .79 11.77 £4 39 13.32%4 91 8.04 £3 65 6.19 1 .52 6.12%2.19
5.70 ~ 23 .55 6.87 ~22.89 5.2~23.96 5.45~19.79 4.46 ~11 .84 3.02~19.55
Vd/ F(L) 36.17 £17 .68 37.93 £18 .35 36.28 £16.9 40 .9 £14 .9 37.35%10.95 46 .27 £21 .33
16 .61 ~87.7 20.24 ~90.7 17.58 ~76 .05 21 .1 ~83.7 21 .57 ~ 61 .49 20.77 ~ 99 .38
AUG, -,
79 .26 £25 .89 77 .71 £23 32 78 .01 £26 .76 35.27 £18 .28 27 .98 £14 .50 25.08 £12.99
( mgrh-L° ")
24.97~114.5 21 .56 ~112.7 30.09 ~124 .8 12 .87 ~66.9 12.3~56.8 8.36 ~ 46 .36
F( %) 99 .48 £15 .05 99 .16 £14.12 107 .05 £11 .09 95.20 13 .42
80 .87 ~131 .6 79 .77 ~125.9 90 .85 ~127 .4 79 .71 ~121 .6
3 s 50 % . INH
RFP,INH R 1 % INH s 340nm
s INH ,RFP ,INH
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