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The release rates of indomethacin from 5 kinds of commercially available suppositories were
compared by using three different methods, i.e., dialysis cell, membrane diffusion, and cylindri-
cal filter paper. The release from each fatty base by the method of membrane diffusion was
about 30% for labeled amount after 120min, and that from each macrogol base was 23%. By
dialysis cell method, indomethacin released from macrogol base was about 80% after 120min,
whereas that from fatty base was 26—37%. The maximum plasma concentrations of indometha-
cin after rectal administration of both products'A and B composed of macrogol base to rabbits
was 31.8ug/ml, and those of products C, D, and E of fatty base were 21.4, 15.0, and 34.7ug/
ml, respectively. The in vitro release rate was not concerned in the plasma concentration of
indomethacin. It was found that the volume of suppository markedly influenced the rectal ab-
sorption, because correlation coefficient between the maximum plasma concentration of indo-
methacin and the volume of suppository was 0.932.
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(Table 1). HMHA, Bit~7 e =— 30K, #HC,
DXy 1 77— A, WHREXBLE SRS, %
HFID AT Z OB LA B O B b x it % fed
AN R L7e. IDMBCRIME R BERRAS 5
REERZ0 7. ZOMORBIFHRMHEZER L.

2. ERFERR

AHEM20AOFHBE LD, THEER I OFHEREY
HH L.

3. HHERORRAE

EREEELT (SSC/560S B, KT A 2L,
HIEMEY 2°C/min ¢, R 1000V 74 A — 1 L
Liz. =27 r o— AHHFNE 20~65°C C, liRtEEEIT
5~50°C CHIE L, BRI~ 7 HRlEE L.

4. MIHEE

D 2v 77 vIKEED « &I 500ml & U, EH#T
[z A2 } 5 #7 No.6(HfZ 15.9mm, FLFZ 70A) %

v, B & oRfmEiL 45em? L L.

2) EHiw D B AFIRH B (TMS-108
M, SFERL 2B\ o, FliRik 300ml, EpiEn .
A% 10rpm, JUbE% 100rpm & U, AT <
Y A7 ~SSWP (FL1% 3um) # B\, A NOWRKET 3
ml & L7

3) MEAHGE® : IR 500ml% v — % — i A,
M AHC No. 84CRTEAHO & WD TE DHIKAS 35ml &
b X5 CFE L. B OB 100rpm & L.

EEC MR U Bt pH 7.0 ) v RIEEERC,
EEE 37.040.3°C ff - e, —ERfHEEAE 1 ml %
L, R—EZEHRK 1ml 2z TREMIEZIT- .
PCEHIBEWR CTHE R Lico D 3200m R HWEES
MEL, e IDM BFEE% AV TR LoD bk
HEEEH L.

5. ENHRER

B AR E (2.3~2.9kg) W, K24
M e L. AR LR S Licob 7 7 A5 o
8Lz Vo ST 2T EA, ZTORMNEEI WIS, 8
LR X OB S — @RI 240 5> ¥ THERA D
0.5ml DifEHFRIL, K&HH 3000rpm TLOLHEEC
L Tz bt 200p1 % IDM O RIEARHE Lic.

6. migsh IDM OFER

4 IDM o Chart 1 R34 MHEF & f7
»teDb HPLC fic X h g L .

KB HSL S 7 » =+ 75 7 635A T, Rl
XA 633 A, Hf 254nm COWNKERPEL
fo. AT A (150mmx4mm i.d.) &V =2 — & o LC-
ODS5K (Ftsfise) # 7| L, BB 7 =Y
:10mM V v EREEE W (pH 3.5) (60 : 40, v/v%) #H
W, W 1.0ml & L.

Table 1. Indomethacin Suppository Preparations
Product Lot No. Base Labeled amount in
a suppository (mg)

A A629J Macrogol 50

B MZSF225 Macrogol 50

C 60303 Witepsol 50

D 001J05 Witepsol 50

E TPOO1S Hydrogenated oil 50
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Plasma 0.2 ml
p— Added 0.1M citrate buffer (pH 3.0) 0.2ml
—— Shaken for 15 min with 7 ml of CHCl3
—— Centrifuged for 10 min at 2000 rpm
Organic phase 5 ml
Evaporated to dryness under a vacuum
Dissolved in 100 ul of eluant containing
1 pg of phenylbutazone as internal standard
\2 -~
Injected 60 pl sample into the chromatograph
Chart 1. Preparation of Sample for High-performance Liquid
Chromatographic Determination of Indomethacin from -
Rabbit Plasma
| RS L2 D, o2 — v AR B & & AN
BRELVER e I © £ PR
SHTN B30 F e rp T 1D (X FLFIMEL F A B D
1. ERRERR IDM O HEENATIOAR I X b Rig b, FLEM
A EMER L i AR 5 BB O TR B K T v NI EED R EERCIT S Z EERE LT LS.
Table 2 iiRd. RLBCAFNIHHDD0.79 ¢ <, 22T, SEIEOAR, WHNOKER, SHlOHER
ROECORMHBD1.6628 THote. JP 11 iz Ak DFEIT X D HIEOXEBRLHET S BN, v
AT s BREZRBIAZEIR TUv v, Ll T VIkBE, EITEALE, %X OIS ST - 1.
BP Cix 20D E g & Hx 0B E L DfFEIT 5~10 1) v 77 vikgk
BURTHD LELIh T3, SEORERFEE TII 4% 1T IDM 454115 & B 0 2 B ¥ T st g % Fig.
MOBRKFEMBINTHE 5 BLURTH -tz Lnb, 1 RT3, MiRHEROMMC, D, ED 28O
BP @& LIBATHL L2 5. HERIZEh Zh 1533, 32, 0% ThHY, WAz
2. BHRER b bhighote. WEHC, DOREFNIEEBE®E &L
SF D ORYBIENEBRROEE R T TH  CHERHCERM LA, BFHER 2SS SH L LT -

5V Luvbh, ThEITRISHOEZLEIhIEBC X
HHHERBI TR TwS. Lal, RBAEC X bk

DEFZHD T, 8HC, D, EDEFOBL ST
Thi 37.0°C UTFTH-2DT, HHABEM TR

Table 2. Weight Variation of Indomethacin Suppository Preparations

Product Mean weight Standard deviation Maximum deviation
(9) (g) (%)
A 1.644 0.012 1.40
B 1.662 0.010 1.34
C 1.169 0.004 0.74
D 0.799 0.006 2.17
E 1.554 0.013 1.07

Twenty measurements were made for each product.
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Fig. 2. Release Profiles of Indomethacin from
Fig. 1. Release Profiles of Indomethacin from 5 Kinds of Commercially Available Sup-

5 Kinds of Commercially Available Sup-
positories by Membrane Diffusion Me-
thod

<) : Product A, @ : product B, ~ : pro-
duct C, a :product D, []: product E
Each point represents mean of three
experiments.
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DT, WiHC, DOFIMKREIZEAEEN ko1 d
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bICHHHBAEN F 2 — 7 Rc BB L, 2 HHiE%
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T, NaCl % 5, 10, 30% &t 2w Tkt RE
i otc. WTEhOBE SEMNCEE T 5 KA RIT 2 1
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FhZh56.1, 53.7°C TH by, FHFNL 37°C Tl
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ha.

2) Bk

FHWT e Eac X % IDM ok g & Fig. 2 12553
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HEIAR LIz, LasL38mEd 2 v 75 vikko
Fotigg (Fig. 1) CEU LI 2 —vERLI. 2V

positories by Dialysis Cell Method

Key : see Fig. 1.
Each point represents mean of three
experiments.
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Fig. 3. Release Profiles of Indomethacin from
5 Kinds of Commercially Available Sup-
positories by Cylindrical Filter Paper
Method

Key : see Fig. 1..
Each point represents mean of three
experiments.
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Fig. 4. Plasma Concentrations of Indomethacin of 5 Kinds of
Commercially Available Suppositories after Rectal
Administration to Rabbits

Key : see Fig. 1.

Each point represents mean+S.E. of five rabbits.

NI | -El ectronic Library Service

-

-,



Japanese Soci ety of Pharmaceutical Health Care and Sci ences

% B2 % % Vol.14, No.5 (1988) 333

Table 3. Pharmacokinetic Parameters of Indomethacin
after Rectal Administration in Rabbits

Product Cmax Tmax AUCO_4
(pg/ml) (min) (pg-h/ml)

A 31.8+1.8 58+9.2 64.5+5.6
B 31.8£2.3 56%4.0 56.2x24.7
Cc 21.4x1.8 52x4.9 38.2x4.8
D 15.021.5 36x4.0 28.4+4.8
E 34.7£1.2 56+4.0 60.4x5.3

Results represent the mean * S.E. of five rabbits.
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Fig. 5. Relationship between Volume of Sup-
pository and Cmax of 5 Suppositories

Key : see Fig. 1.
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