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Preparation of fluconazole sustained release tablets and study on the release in vitro
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ABSTRACT: OBJECTIVE: To prepare fluconazole sustained release tablets for the use of vagina. METHODS:
T he release rate was used to evaluate the formulation of the core tablet by orthogonal design. The tableting pres-
sure and rate of dissolution rotation paddle were investigated for the effect on the sustained tablet. RESULTS:
FCZ 50mg, Carbopol 100mg, MCC 150mg, HPMC 90mg and starch 210mg would produce desirable sustained
tablet. CONCLUSION: Fluconazole sustained release tablets can be prepared for mycotic infection in vagina.
KEY WORDS: fluconazole, sustained release tablets, UV

) ; Carbopol 934p ( BF Goodrich )

1991  WHO , 1992
2
, 2.1 HEMRHEGES
, , 2.1.1 FCZ ( 2000 )
, , (0. Imol/ L) 200Hg/ ml,
, , , 200~ 400nm UV - 265
, , , , FCZ  260nm
, 260nm
1
RCD- 6 ( ); 2.12
DP ( ); 18X- 2 , 50m] (0. Imol/ L) Img/ ml
( ); 751G ( , Iml 1. 5ml, 2ml, 2. 5ml, 3ml
)s ( 10ml , ,  260nm
); UV— 265FW ( ) A, ;A= 000238 +
( )s ( 0.0021126C (r= 0.999 n=5)

); HPMC( Colorcon 2.1.3



2001 19 6 347

(0. Imol/ L) 10h), ( 1d R 5d)
) A, 4
, , , * 4 R 2% PR P AR AR F R AR
1
. RSD (% )n=5
A1 B0 Imol/ L) F fUE 3 % i 5 (Mglm)  (Melmb) (%)
( Mg/ ml) (Mg/ ml) (%) 131. 24 127.7 95.96 1.21
140. 47 136. 43 %. 36 1.01
150 149. 21 99.64%3. 11
149. 96 146. 30 97. 98 1.54
200 197.59 98.59%3.22 131. 24 126. 10 %. 99 1. 46
250 250.07 100. 12£2.26 140. 47 137.33 9%. 73 0.98
21.4 130kg/ ml 140kg/ ml 149. 96 145. 09 %. 23 1.23
1508g/ ml ( ), 2.3 BREMNE Fik
( 2h , 10h), (2000
( 1d s 5d) 77 ) : pHS
2 , 500ml, , (50 £1) v/ min,
, (37. 0=o. 5)C, 5ml, 0. 84m
&2 HBR(0. Imol/ L) ¥ A =k P8 50 455 ; .
RSD(%)n=5 260nm ’
(Bg/ml)  (Hg/ml) (%) (%) n=
130 128. 54 96. 96 1. 11
2.4 /? #eh s il 2
140 136.33 96. 46 1.41
150 147.32 97. 88 1.34 ’
130 125. 10 95.75 1.21 200Hg/ ml,  260nm A,
140 136.33 96. 24 0.94 , 98. 5%
150 145.03 96. 26 0.97 3
2.2 pHS 6% ik b5 AR B oM 3.1 K FlayH &
22.1 100
= 5( ) , 70% s
100ml 20 ,40°C , 18
(pH=5) Img/ ml , ,DP 6~
6. 5kg/ cm?
Iml, 1. 5ml, 2ml, 2. 5ml, 3ml, 10ml, )
260nm A, A = 3.2 EGRTIR AT
0. 057+ 0.001904C (r=0.999931, n=15) > ’
2.2.2 T s0%
: &5 BB ERTE FM R
A, , (¥#4%: mg)
, s 3 MCC HPMC Carbopol
%3 pH5 9% ik #2428y BLE (n=5) 1 50 100 50 50 350
_ . 2 50 100 70 100 280
(Mg/mh (%) 3 50 100 90 120 240
150 148. 11 99.74%£3.21
4 50 150 50 100 250
200 197.18 98.59+3.00
5 50 150 70 120 210
250 248. 07 99.23%4. 26
6 50 150 90 50 260
2.2.3 131. 24Hg/ ml 140. 47Hg/ 7 50 200 50 120 180
ml 149. 96Hg/ ml 8 50 200 70 50 230
9

( ) ( 2h , 50 200 90 100 160



348

T he Journal of Pharmaceutical Practice Vol. 19 2001 No. 6

%6 ERTARFEEEE(3) =6

(h)
0.5 1 2 3 4 5 6 8 10 12 Ts00(n)
1 0.439 0. 549 0.638 0. 740 0. 804 0. 840 0.876 0. 890 0.931 0.972 0.433
2 0.278 0.387 0. 465 0. 5% 0.719 0.763 0.816 0. 851 0. 889 0.935 1. 968
3 0. 20 0.251 0.345 0. 404 0.491 0.509 0. 544 0. 687 0.721 0.797 4.449
4 0.348 0. 435 0.514 0. 59 0. 697 0.818 0. 862 0. 905 0.943 0.979 1.530
5 0.364 0.433 0.526 0.5% 0.723 0.782 0.827 0. 867 0.911 0. 980 0. 080
6 0. 107 0.179 0.294 0.382 0. 454 0. 496 0.532 0. 624 0. 672 0.749 5.414
7 0.357 0.548 0.707 0.733 0.793 0.814 0.851 0. 889 0.912 0.953 0.016
8 0.333 0. 481 0.638 0. 761 0. 835 0.898 0.937 0.977 0. 985 0.997 0.828
9 0.125 0.179 0.305 0. 430 0.597 0. 632 0. 669 0. 698 0.745 0.769 4.160
:37°C, 50r/ min, pH= 5
1
= 08 4.1 TR#HZIH H) 5 EL 8 E5R BN
3 06 #h
1.
= 04 50, 100, 1501/ min,
E 0.2 3
& ﬂ 1 i i i I J I —
0 25 5 75 10 125 15
Time(h) 08 =
B RS SR A |
-4 2- W 3- A 4 x g
5- % 6-@® T-+ 8- - O — 04
, , 0.2
2h , 2 0 1 ! l
08 r n 5 10 15
; 07r Time(h)
T 06} B3 AR 4z 8 f A Rk nE
3 0571 LN B R B
= A F
- {I’]“i @50r/min M1007/min A 150r/min
£ 02} ; :
= 01t
0 4 4 A . . e g
0 0.5 I 1.5 4.2 AR EN R LI EEBR B R
Spuare—root-time(h)
B2 #EAT 2/ TR BRBRE
St ] -F AR A B ’ é . .
= B N QS B a2 bk BT
- ® 2~ B 3- 4 4 x 4.3 AEAMEEHER ITEHEBEAR
5- % 6-@® 7-+ 8- - 9- - ’
: A2B3C2
.. I
k7T T EMTE
0.4
F P
_ 06
MCC 0.833 2 0.4165 0.603 &
HPMC 30.01 2 15.005 21.81 0.05< P< 0.01 = 04
Catbopol 1. 686 2 0.843  1.225 02
Error 1.375 2 0. 688 . . }
0 5 1 15
F0. 05(2,2)= 19. 00 F0.01(2,2)= 99.00 S
:HPMC B4 #REAEEER T2 ETENBAR
4 L = 1 H- 2 A= 3



2001 19 6

349

: (r= 0.9999), :

HPMC ,
S (Hs ) ,
Higuchi , pHS
Carbopol ,
HPMC ,

Carbopol

HPMC KsM

, HPM C >

Carbopol> MCC

HPMC  Carbopol,

, ) [J1. .
1997, 32(9) : 518.

[n. , 1999, 27(6) : 379.

. . . L.
, 2000, 19(2): 112.

1997, 17(6) : 272.
. , 1998, 6(6) : 32.
:2001- 07- 03

(L% 345 M)
30nm

(tween)

(dextran) (poloxamer)

43 MAHEK

( PACA )

1~ 3wk
[13]

Gautier

(GRF)

100m in [14]

,1997,32(11): 681.

GRF,
24h, GRF

[10]

[11]

[12]

[13]

[14]

Cleland JL, Yang J. In vitro release of bioactive thIFN-  from
PLGA microspheres. Proc| J]. Int Symp Conirol Rel Bioact
M ater , 1995, 22: 518.

[J]. , 1998, 22
(1):16.
[J]. ,2000,31(1): 14.
[ 1/HeP. [J]. s
. 2000, 27(3): 187.
[J1. , 1999, 30
(8):378.
, . [J].
, 2000, 35(3): 147.

Anderson PM, SorensonM A. Effcets of rout and formulation on
clinical pharmacokinetics of intedeukin— 2[ J]. Cin Pha mae
cokinet , 1994,27(1): 19.

Woodle MC, Lasic DD. Slencally siablzed lipopsom es[ J]. Biochim
Biophya Acla. 1992, 1113: 171.

[JI. . 1999, 19(11): 1161.
[J].
,1997,6(1):13.
s . [JI.

, 1997, 32(11) :677.

Damge C, Hillaime— Buys D, Puech R, et al, Effects of orally
administered insulin nanocapssules in nommal and diabetic dogs[ J] .
Diab Nutr Metab, 1995, 8: 3.

Gautier JC, G ranger JL, Bambier A, et al. Biodegradable
nanoparticles for subcutaneous adm in istiation of grow th hom one
releasing facter(hGRF)[J].] Control Rel, 1992, 20: 671.

:2001- 06- 04



