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Table I. The Drug Content, Disintegration Time and Dissolution
Rate of Four Different Plain Tablets of Micronized Griseofulvin

Weight of Drug contentb) Disintegrationc) Tsod)

tablet (mg) (mg/tablet) time (min) (min)

Tablet A% 930 123 9.3 14.1
B 150 122 12.5 6.5

C 180 125 0.4 80.6

D 150 128 2.4 157.5

a) GRIS-PEd@ (Dorsey laboratory Ltd., Division of Sandoz Inc.).
Griseofulvin 1is dispersed in polyethyleneglycol 6000. b) The
drug contents were determined by a spectrophotometrical method3®
c) Disintegration times were determined in pH 7.2 sodium
~phosphate (0.01 M) according to the JP X disintegration method.
d) Time for 50 % of the drug to dissolve from tablets, which
was determined in 18 Titers of a medium (pH 7.2 sodium
phosphate) - in a flat-bottom beaker (29 cm 1i.d.), which was
agitated with a three-bladed screw-type impeller at 512 rpm.

1. JUEXFTNLEIGEDONAFTTZTNALITEY F ¢

NAXTNAFEYF + ABRRELS., TV LA TIALEYOHREE
ERGRERARMEOMm P #E - REMETHER (AUC.) Of

BV TRHEEToR (Fig. 1) ¢}, 3275, 2m
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griseofulvin dose and AUC _ in

minipigs G and stomach-emptying controlled

in dogs is AUCs of 6-demethylgriseofulvin and AUC« 1in
and other animals are AUCs

of griseofulvin. Each

points represent means + S.E. (n=3).
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ME (Cmax ) . AUCEDONS A — Y %Tables 11-V 2R ULE. b
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WREY Y TYY TR (h) 2EHT) UWHEAB>D>A> COJE

Serum level (ug/ml)

(pg/m1)

Plasma level

Time (h)

Fig. 2. Mean serum levels of griseofulvin in humans (n=12)
and plasma levels of 6-demethylgriseofulvin in dogs (n=12)
after oral administration of four different tablets of 125

mg griseofulvin,

Tablets A (®), B (O), C (D) and D (Q). The vertical
lines show S.b.
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Fig. 3. Mean serum or plasma levels of griseofulvin after
oral administration of four different tablets of 125 mg
griseofulvin to minipigs G (n=7) and the halved tablets
(62.5 mg griseofulvin) to stomach-emptying controlled
rabbits (n=8).

Tablets 4 (@), B (O), C (O) and D (O). The vertical
lines show S.K.



Table I1. Mean Cmax, Tmax and AUC After Oral Administration of Four
Different Tablets of 125 mg Griseofulvin to Humans (n=12)

Tablet
Tukey’s
A B c D ANOVA  test
Cmax  (ug/ml) 0.502) 0.660 0.395 0.546 p<0.01 B>D>A>C’)
(0.049) (0.046) (0.036) (0.070) ==
Tmax  (h) 5.3 3. 6.0 7.9 NSS!

6 . .
(1.7) (0.3) (1.7) (2.1)

AUC47 glh-pug/ml)  10.57 11.53 9.46 11.47 p<0.01  B>D>A>C
(0.86) (0.76) (0.73) (0.67) T

AUC, (h-pg/ml) 11.88 12.30 11.27 12.76 NS
(0.95) (0.86) (0.91) (0.81)
ked) (1/h) 0.057 0.064 0.047 0.063 NS

(0.003) (0.004) (0.004) (0.007)

a) The figures in parentheses show standard errors. b) Formulations
underlined by a common line did not differ significantly at p<0.05.
¢) NS: not significant at p<0.05. d) ke: elimination rate constant.

T I2TY, FREBT S Cmax -« AUCHEFIRAZFOMMEERU
o 41ARXBVWTHB. C. DHADCmax « AUCWK B BIEAL
EbE—HUR. UDU. KYTZFLYTYa-LREARE M. fi2
BPRENGONAFTTNALIEYF 2 25X .

Table II. Mean Cmax, Tmax and AUC After Oral Administration of Four
Different Tablets of Griseofulvin to Dogs (n=12)

Tablet
Tukey*s
A B C D ANOVA test
Cmax  (ug/ml) 3.0838) 2.360 1.369  1.749 p<0.01  A>B>D>C")
(0.321) (0.322) (0.156) (0.190) —
Tmax  (h) 1.5 1.3 1.9 1.7 Ns¢)

(0.2)  (0.2) (0.5)  (0.3)

AUC,, {(h-ug/ml) 16.34 12.86 8.86 10.62 p<0.01  A>B>D>C
(1.38) (2.77) (1.05) (1.48) "—_

AUC» = (h-ug/ml)  16.77 13.46 9.27 11.05 p<0.05 A>B>D>C
(1.42) (2.46) (1.08) (1.51)

(1/h) 0.182 0.171 0.175 0.204 NS
(0.029) (0.023) (0.029) (0.037)

ked)

a) The figures in parentheses show standard errors. b) Formulations
underlined by a common line did not differ significantly at p<0.05.
c¢) NS: not significant at p<0.05. d) ke: elimination rate constant.



Table IV. Mean Cmax, Tmax and AUC After Oral Administration of
Four Different Tablets of 125 mg Griseofulvin to Minipig G (n=7)

Tablet
A B c D ANOVA
Cmax  (pg/ml) 0.68¢%) 0.73 o0.549 o0.689  ns?)
(0.117) (0.142) (0.159) (0.171)
Tmax  (h) 6.7 6.6 7.4 5.6 NS
7 (. (09 (1.0
AUC3, (h-opg/ml)  8.56  8.92  6.66  B.71 NS
(1.39)  (1.26) (1.77) (2.04)
AUC. (h-pg/ml) 9.4 9.91  7.19  9.15 NS
(1.42)  (1.11)  (1.90)  (1.95)
ke (1/h) 0.106 0.127 0.111  0.117 NS

(0.016) (0.015) (0.013) (0.014)

a) The figures in parentheses show standard errors. b) NS: not
significant at p<0.05. c) ke: elimination rate constant.

Table V. Mean Cmax, Tmax and AUC After Oral Administration of Four
Different Tablets of 62.5 mg Griseofulvin to  Stomach-emptying
Controlled Rabbits {(n=8)

Tablet

Tukey’s
A B C D ANOVA test

5992) 0.853  0.406  0.530 p<0.10

Cmax  (ug/ml) .
(0.108) (0.164) (0.089) (0.101)

Tmax  (h) A 45 41 9. Ns¢)
(3.4)  (0:8)  (0.8)  (&.1)
AUC;, (hwug/ml)  5.139  7.688  3.716  4.826  p<0.0l B>A>D>C?)

.276 7.690 4.119 5.461 p<0.01 B>D>A>C
(0.760) (1.028) (0.810) (0.857)

.273 0.262  0.132 0.300 NS
(0.040) (0.049) (0.027) (0.116)

AUC»  (h-pg/ml)

d)

ke

0
0
8
3
5
(0.779) (1.032) (0.761) (0.687)
5
0
(1/h) 0
0

a) The figures in parentheses show standard errors. b) Formulations
underlined by a common line did not differ significantly at p<0.05.
c) NS: not significant at p<0.05. d) ke: elimination rate constant.
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Fig. 4. Individual Tmax (e ) and lag time (o) in drug
absorption after oral administration of four different
griseofulvin tablets to humans (n=12) and minipigs G (n=7).

The horizontal lines shows means values of Tmax.
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Fig. 5. Correlations of Cmax, AUC from zero to final
sampling . time*and Tmax between humans and animals

* AUC4 7. 5(humans), AUCgq(dogs), AUCz4(pigs), AUC3q (rabbits).

Solid  lines show the regression Llines. The figures in
parentheses and dotted lines indicate the correlation
coefficients and regression lines for tablets B, C and D,

respectively.
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Fig. 6. Dissolution-time curves of four different tablets

(A, B, C and D) of 125 mg griseofulvin determined by methods
I and II

Dissolution rates were determined in 18 1 of pH 7.2 sodium
phosphate (0.01 M) after treatment of each tablet with 20 g
of  plastie beads and 1 ml of water in a rotating bottle

(method 1) and with 27 g of plastic beads and 20 ml of water
(method 1I).
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Table VI. Percents of Indomethacin Dissolved from
Capsules A and B in 10 min at pH 7.2

v Capsule
Method Stirring rate A B
Paddle 30 rpm. 40.9 13.6
120 rpm. 105.0 78.5
Oscillating® 30 spm. 109.0 94.3
basket

a) JP X disintegration device was used.

4B OBOBEEERTHRRF YV Y ARSI oy
Iy sy -1 %) HOEEREAE R kA4
A7RASEEVF o HRBREBLTHE DS N2, Table VI KTilR A
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ETREEEREN120 Al RVIZS I EDPICHIE. S8 U. ARA
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60§ THokil. 4 X THMB. 100 $EFL . £ AHILBRBY
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Table VII. Cmax and AUC,, After Oral Administration of Two
Different Capsules of 25 mg Indomethacin to Humans (n=10) and Dogs

(n=10)

Capsule A Capsule B Ratio (B/A)
Cmax (ug/ml) Human 1.985+0.251 a) 0.79710.119 0.402
Dog 5.29410.829 4.2361+0.929 0.800
AUC24 (h-ug/m1)}  Human 5.145+0.401 3.197+0.297 0.621
Dog 17.36+3.38 17.34+3.06 0.999

a) Means +SE.
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Fig. 7. Relative differences in Cmax and AUC _ in humans and

in animals

The lines
tablets against those of tablet B.

show the ratios of mean Cmax and AUCw of each
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Table VIO. Time for 50% of Drug to Dissolve (TSO) from Four
Different Plain Tablets of 5 mg Diazepam and AUC. of Diazepam in
Humans (n=12) and AUC~ of N-desmethyldiazepam in Dogs (n=12)
After Oral Administration of The Tablets

AUCw (h-ng/ml) Ratio of AUC!
Tablet Tso(min)b) Human Dog Human Dog
A 26.7 64651373C) 709.2+469.0 1.00 1.00
B 60.0 60004391 558.9+54.0 0.93 0.79
C 186.7 5870+284 552.7153.2 0.91 0.78
D 81.7 59671292 582.9+49.2 0.92 0.82

a) Ratios of mean AUC. of each tablet against that of tablet A.
b) Dissolution rates were determined by JP X rotating basket
method (120 rpm) using 900 ml of pH 4.6 sodium acetate buffer at
370, c) Means #SE.
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Table IX. Time (min) required for 50 % of Griseofulvin
to Dissolve from Four Different Tablets

Tablet
Method A B C D
Beaker 14.1 6.5 80.6 157.5
Method I 6.1 2.5 26.7 4.6
Method II 2.1 3.2 17.3 6.4
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Table X. Correlation Coefficients in Log-log Regressions Between in vivo
Parameters (Cmax and AUC from Zero to Final Sampling Time) and T50
Determined by Beaker Method and Methods I and II

Human Dog Minipig G Rabbit
Cmax AUC Cmax AUC Cmax AUC Cmax AUC

Beaker -0.556 -0.273 -0.747 -0.717 -0.569 -0.437 -0.812 -0.779
* *
Method 1 -0.982* -0.963 -0.629 -0.560 -0.551 -0.967 -0.907 -0.906
* *
Method 11  -0.687 -0.621 -0.979 -0.970 -0.942 -0.842 -0.779 -0.720

* p<0.05.

DOPELENCBSVTLHIEREHMNLBHENCHET 3 BB L.
Fh,. Ut TIALEYHRAOIn vitroBHFEEWL. ¥-h—-%&kD
BRI R IR NI AR THM I 2 ABBEHTHEIERRIBUT
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S 'S 2.0}
3 2
% 0.4 x
1] (1] -
E E 1.5
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Teg {min) by method I Tco (min) by method II

Fig. 9. Log-log plots of Cmax and AUC from zero to final
sampling time in humans and in dogs against Tgy determined
by methods I and IT, * p<0.05.
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Table XI. Mean Cmax and AUC47 g After Oral Administration of Four Different
Griseofulvin Tablets to Humans Having High (n=7) and Low Gastric Acidity

{(n=5)

Tablet

Gastric
Acidity A B C D

Cmax  {ug/ml) High 0.510£0.133 0.675$0.123 0.405t0.129 0.551:0.181
Low 0.49140.227 0.640:0.215 0.382:0.133 0.54240.330

AUC47.5(h-ug/ml) High 9.71+2.97 10.5012.01 8.45+2.08 11.27+2.65
Low 11.76+2.76  13.02¢2.87 10.90:+2.52 11.77+2.02

The figures show means #SE. There were no significant differences in Cmax
and AUC47.5 between high and Tow gastric acidity humans for any products at
p<0.05 by t-test.
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Fig. 10. Mean plasma levels of 6-demethylgriseofulvin (6DMG)
after oral administration of tablets A (@) and B (O ) to
dogs (n=8) with 30 (solid line) or 200 ml (dashed line) of
water

The vertical lines show S.E.



Table XII. Mean Cmax, Tmax and AUCyq After Oral Administration of
Tablets A and B of 125 mg Griseofulvin to Dogs (n=8) With 30 or 200

ml of Water

Tablet A Tablet B

30 ml 200 ml 30 ml 200 ml

Cmax (ug/ml) 3.038+0.287 2.608+0.167 2.290:0.490 2.067:+0.160
Tmax (h) 1.610.2 1.840.2 1.240.2 1.740.4
AUCpg (h-ug/ml)  18.89:1.15 17.59:0.88  11.13:2.56 14.46¢1.79

The figures show means #SE. There were no significant differences in
Cmax, Tmax and AUCp4 between the treatments with 30 and 200 ml of
water for any products at p<0.05 by paired t-test.

4T F R HEREIRRASRED ok (Tables X1, XIV) o
HoT. BEBOKOEE. YU tATIAL Y ORAMFHEAE ¥
BEREXRVOOEBATES,

Table XII. Mean Cmax, Tmax, and AUC After Oral Administration of
Tablets A and B (62.5 mg of Griseofulvin) to Stomach-emptying
Controlled Rabbits With 5 or 50 ml of Water

Tablet A Tablet B

5 ml 50 ml 5 ml 50 mi

Cmax (ug/mi) 0.903+0.115 0.820£0.077 0.524:0.059  0.412£0.057
Tmax (h) 4.4+0.6 2.740.1 2.0£0.1 3.240.4
AUC, (h-pug/ml) 4.763:0.483 4.16410.335 2.381:0.293  2.145+0.239

The figures show means tSE (n=6 for tablet A and n=5 for tablet B).
There were no significant differences in Cmax, Tmax and AUC between
the “treatments with 5 and 50 ml of water for any products at p <0.05
by paired t-test.



Table XIV. Cmax and AUC32 After Oral Administration of Tablets A and B

of 125 mg Griseofulvin to Pigs With 100 or 200 ml of Water

Cmax (pg/ml) AuC,, (h-ug/ml)
Tablet A Tablet B Tablet A Tablt B
Pig Mo. 100 ml 200 ml 100 ml 200 m1 100 ml 200 ml 100 m] 200 ml
62 0.632 0.510 0.525 0.787 6.43 6.50 4.80 12.10
122 0.218 0.211 0.196 0.789 2.14 3.95 3.12  6.52
145 0.273 1.084 1.790 0.322 3.63 9.75 11.43  5.53
148 -~ — 0.410 0.302 — — 5.87 5.23

Means 0.374 0.635 0.730 0.550 4.07 6.73 6.31 6.43
SE 0.085 0.188 0.272 0.103 1.25 1.68 1.80 1.61

There were no significant differences in Cmax, Tmax and AUC32 between
the treatments with 5 and 50 ml of water for any products at p<0.05 by
paired t-test.
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Serum level (ug/ml)
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Fig. 11. Mean serum levels of griseofulvin after oral

administration of tablets A (®) and B (O) to humans (n=4)
after fasting overnight (dashed 1ine) or after ingestion of
a standard breakfast (solid line)

The vertical lines show S.E.
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Table XV. Cmax, Tmax and AUC After Oral Administration of Tablets A and B
of 125 mg Griseofulvin to Humans (n=4) With or Without Food

Tablet No Food Food paired t-test

Cmax  (ug/ml) A 0.359:0.036°) 0.684:0.035 p<0.01

B 0.517:0.032  0.7030.041 p<0.01

Tmax  (h) A 9.414.7 3.0£0.0 Nsa)
B 4.3:1.3 3.0t1.2 NS
AUC,; ¢ (hopg/ml) A 9.34:0.70  11.891.24 NS
: B 10.93:1.04  11.95+1.40 NS
AUC.  (h-ug/ml) A 10.7741.14  12.6741.37 NS
‘ 8 11.90£1.25  13.06+1.87 NS

a) NS: not significant at p<0.05. b) Means #SE.
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Fig. 12. Mean serum levels of griseofulvin after oral
administration of tablet B to rabbits (n=7) after
fasting overnight (dashed 1line) or before feeding
(solid Tine)".

* 50 g of spectal soft diet was given to rabbits
tmmediately after drug administration.



Table XVI. Cmax, Tmax and AUC3y After Oral Administration of
Tablets B of 62.5 mg Griseofulvin to Rabbits (n=7) With or
Without Food

No Food Fooda) Paired t—testb)
cmax (ug/ml)  0.637:0.078°) 0.92040.173 p<0.10
Tmax  (h) 4.140.8 5.443.1 nsd)

AUC3 (h-ug/ml)  6.536:1.417  8.227£1.016 5<0.10

a) 50 g of soft diet was given Jjust after dosing.
b) One-tailed significance level. c) Means +SE. d) NS: not
sgnificant at p<0.05.

—H. RRCEARBTHRESAUKHIBRGRZDVWT. JUF
TLEYBHRADNAFTTZTNATEYF s 2B ULEZ A, B E
. FRECOLEBELEARABNALATTINATIEY F o BRLRS
WSS 5 hi (Fig. 12, Table WD k. ZUeATREY
A, BRHEAONAAT7NASEYF o BV THEN B KUKRHARK
SQMThERIToREZ 3 (Fig. 13, Table XVII). BRAIIHKHE
Table XVII. Cmax, Tmax and AUC3j After Oral Administration of
Tablets A and B of 62.5 mg Griseofulvin to Rabbits Before or

After Feeding

Tablet Before Fooda) After Foodb)

t-test
Cmax  (ug/ml) A 0.599:0.108%) 1.067£0.250  p<0.05
0.853t0.164  0.646:0.130  Ns?
Tmax  (h) 8.143.4 6.74.2 NS
4.5:0.8 7.544.0 NS

AUC3q (h-ug/ml) 5.13910.779 6.399+0.727 p<0.10

7.688+1.032 5.359£1.572 NS

= » W > W

a) 50 g of soft diet was given 30 min after dosing (n=7).
b) 50 g of soft diet was given just before dosing (n=
c) Means +SE. d) NS: not significant at p<0.05.

-



1.0}

0.8

0.6

0.4} \

[
]
'
]
[
—~ t
E ' N
] N
E 0.2} .
o ' Iy
a 1 S
-~ '
£ j
A
> 1 1 1
— "
R 5 10 25 30
(o]
(3]
1]
o
—
o
Y
o
—
[V} -
3 0.6F
[}
—
=
3
} 9%
@
(78]

o
S
~
~ I
J
—b
P)
’
4
‘_0'
\
\
L4
’
L4
.
rd
rd
td

‘ ———
'
0.2} .
' N
f] A Y
'
]

Time (h)

Fig. 13. Mean serum levels of griseofulvin after oral
administration of tablets A (®) and B (O) to stomach-
emptying controlled rabbits immediately before feeding
(solid line, n=8) or 30 min after feeding (dashed line,

n=7)

50 g of spectal soft diet was given to rabbits.
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Fig. 14. Mean plasma Tevels of 6-demethylgriseofulvin after
oral administration of tablets A (®) and B (O) to dogs

(n=8) after fasting overnight (dashed line) or after feeding
of 200 g of solid diet (solid Tine)

The vertical lines show S.E.



Table XVII. Cmax, Tmax and AUC24 of'6-Demethylgriseofu1vin After Oral
Administration of Tablets A and B of 125 mg Griseofulvin to Dogs (n=8)

With or Without Food

Tablet No Food Fooda) Paired t-test
Cmax  (pg/ml) A 2.798£0.265°)  3.475:0.594 nsC!
B 2.310£0.434  2.620£0.327 NS
Tmax  (h) A 6.913.7 2.3+1.1 NS
B 0.80.2 2.010.3 p<0.01
AUC,, (h-pg/ml) A 17.68£3.00  13.5041.20 NS
B 8.5612.25  10.52%1.71 NS

a) 250 g of sdlid diet was given 30 min before dosing. b) Means 1SE.
¢} NS: not significant at p<0.05.

. A XCBVTE. ABLXUBERS®ROT VX TAE D,
6-demethylgriseofuvin RRMFREL. WIFhIEAERKREG LIV E
gir50APG< k5 MmaBAch (Fig. 14, 15, Tables XVIiI,
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Table XIX. Cmax, Tmax and AUCp4 of Griseofulvin After Oral

Administration of Tablets A and B of 125 mg Griseofulvin to Dogs (n=8)
With or Without Food

Tablet No Food Food?) Paired t-test
Cmax  (pg/mi) A 0.436:0.095°)  1.13910,297 p<0.1
B 0.300:0.136  0.73710.134 p<0.05
Tmax (h) A 7.413.7 2.5:0.8 NsC!
B 1.110.2 3.0+2.9 NS
AUCp4 (h-ug/ml) A 2.45:0.77 4.3610.73 NS
B 0.610.22 3.6640.62 p<0.01

a) 250 g of solid diet was given 30 min before dosing. b) Means 1SE.
c) NS: not significant at p<0.05.
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Fig. 15. Mean plasma levels of griseofulvin after oral
administration of tablets A (®) and B (O) to dogs (n=8)
after fasting overnight (dashed line) or after feeding of
200 g of solid diet (solid line)

The vertical lines show S.E.
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Table XX. Size and Density of Aspirin and BaSO4 Tablets

and Granules

Diameter Density

(mm) (g/cm3)
Aspirin tablet (enteric coated)a) 1 1.24
granule (enteric coated)b) 1 1.17
BaSO, tablet (enteric coated)c) 11 1.52
granule (ethylcellulose d) 1 1.34

coated)

a) EA tablet ShionogiqD(Shionogi & Co., Ltd.) containing

250 mg aspirin. b) Minimax® (Shionogi & Co., Ltd.). 500

mg Aspirin per 1 g granule. c¢) 37.5 mg BaSO4 per tablet.
~d) 308 mg BaSO4 per 1 g granule.
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Fig. 16. Mean urinary excretion rates of total salicylic
acid in humans and mean serum levels of salicylic acid in
dogs after oral administration of an enteric coated tablet
(diameter = 11 mm) and enteric coated granules (diameter = 1
mm) of aspirin after fasting overnight

The vertical lines show S.E.
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Fig. 17. Mean serum levels of salicylic acid in stomach-
emptying controlled rabbits (n=8) and in pigs (n=5) after
oral administration of an enteric coated tablet (diameter =
11 mm) and enteric coated granules (diameter = 1 mm) of
aspirin

The verticdl lines show S.E.
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Fig. 18. Individual lag time after oral administration of an
enteric coated tablet (®) and enteric coated granules (o)
of aspirin to humans, dogs, minipigs G and stomach-emptying
controlled rabbits
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Fig. 19. Individual Tmax after oral administration of an
enteric coated tablet (e®) of aspirin and enteric coated
granules (o) to humans, dogs, minipigs G and stomach-
emptying coﬁtro]]ed rabbits

The horizontal lines show mean values.
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Fig. 20. Gastric emptying rates of BaSO4 tablets (diameter
= 11 mm) in humans, dogs, minipigs G and storﬁach—emptying
controlled rabbits

Five enteric coated tablets of BaSO4 were administered to
humans, dogs and pigs and two tablets to rabbits.
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Fig. 21. Gastric emptying rates of BaSO4 granules (diameter

= 1 mm) in humans, dogs,
controlled rabbits

minipigs G and

stomach-emptying

Fifty granules were administered to humans and animals.
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BRERFPERINZIENSZ. COXSRAE. HWABMEED &
AL heTEBRVLDEUVTRBFLUVTLE>TEEL2B LTS
RN - BTEDENS., EWEHASERBICRERIRE
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SR, N4 AT7SLIEYF 1 OBBOLBE VS HAD
SEWTR. BIBARDVTHE b EHBU. B OBAD > F
TR HEELEPhDE, 22T BIETIToRTUEFINE
VEAOE b . BMEBYENAAFTRATEVFLONS A=Y
(Cmax « Tmax « AUC) oW, BT 20 caR0WER
20%WEREL. TOEEa=5%. 1-f=80%THRINT ZWE
FEE . BREWOREE. Vagnerd HE B> TRDILBEL 2
(Table X1 )% ZO®B. Tmax BHONTIA-VEHL. b
b, BV TARBLTORBDERARLS . B OPIBBLEL &
hZZEnHsPER- R, $h. b, BYRITHRUEEA. 8
WM Cmax BIUAUCLTNHZBLOERRHAIFLELLEE L. FRIR
RTWECmax, { XCHAUCRBVTEDRINNBE S Z & B S D
ElRolk,

Table XXI| 2O EEHBMD Cnax . AUCKBFZE L. U
—TLROBEFRETRUR (2X2 704 - N —ETEREF L.
a=56%. 1-=80%DFHTT20%DELBHT ILET S



Table XXI.  Total Number of Animals Required for 20%
Difference to be Significant at «=0.05 and 1-8=0.8 in a
Randomized Block Design

Tmax Cmax AUCa)
Human 212 18 10
Dog 136 40 60
Pig 60 42 38
Rabbit 334 72 32

a) AUC from zero to final sampling time: AUC47 g{human),
AUCo4(dog), AUC32(minipig G), AUC3y(rabbit).

S I T FABERSBORMEVTAL T Y LT LE

DOBEERE. L PIHERNAXOABELOHIKELEEL L. R
NBEZEBAGRE, 2OLIRE M. BYHORENOELR.
FUHBEOMOBEILENEHRZHOZZERLTVLE3DEEDM S
By BB CULEWERIIRGICL S AL ASEBHEILERNE R
HIZEZEL., RIETRETIETLWAEZEBEIh S, XH6URER
HELVTUHBRSFORTOLERBROW A DX REELARIFTUTL 3H4E
HHH 5.

Table XXII. Estimated Total Number of Subjects Required for
20 % Difference to be Significant at «=0.05 and 1-8=0.8 in
2x2 Cross-over Tests

Cmax AuC
Human Dog Human Dog
Diazepam tablet 4 10 20 10 12
Flufenamic acid capsule 22 12 10 8
Nalidixic acid tablet 18 22 14 26
Cyclandelate capsule 12 136 8 156
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BT 2CEBALETSH S, Table XXIHI REIETHRIhRYT
JeATNE VEFOCrax O b SWEOHBEK. BRBEES
BRUE, RIS, BEBIUERUAMO Cmax OZEHN 2 0 BN

(EPRBLT) THhTEYENCRSRBEALARULBIDOL
T3¢, JYbAINLEYBRAREERZLTCEARES (BRAOD
E MBS Cmax 1d 0.502ug/ml) . £ PRBIZ20%0EEE
BRAMS., AXTHEFERMU20%. I2TYTH12%. FRT
M26%BIHYT AEHETEZIERNTES (Table XXIH) o D
ErRBUBAABEITAE. PR L->-TL P AISEUHRBRRENKAR
ZEWTEZLE20h%, a=5%. 1-=80%TZhs>D
EZL2RUEITZCETZ2HPHEFHEOARLKVAESISE. n=40
(42). n=110X=27%). n=45 (RR) &Y

(Table XX111) . W¥hdt bhBUARIED 22U LEOHIEK
APEELTARZLURY. BOAMSUEBHYWEILThDE PR

Table XXII. Estimated Number of Animals Required to Detect
20% difference in Cmax in Humans at o= 0.05 and 1-8 = 0.8.

HUman—animals regression Difference  Number of

equation in Cmax (ug/ml) to detect animals
Humans 20 % 18
Dogs Y = 3.61%-0.11 (r=0.976)%) 20 % 40
Pigs Y = 0.66X+0.32 (r=0.934) 12 % 110
Rabbits Y = 1.61X-0.25 (r=0.934) 26 % 45

a) X and Y show Cmax in humans and animals, respectively, and
r indicates the correlation coefficient.
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STYUEEHM. -V LRURBRETE THAL Uk, FRURY
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BoOLxr@AUTHS,

3. MmEy) L TILE Y OER

Eb. 3279, RROMEE R GBSO 7V EFTLE VW,
Schuarz & OAECR RO, T-FATHIBU 2. AHEEpE L
LTruaF7eEryEfv. ECDBRIHBRI AP AT U577 ¢ TE
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245° . FABLUBRHAEE © 260° .

4 XMMPFHO T LA TNLE B LU 6-demethylgriseofulvin
(6DMG) &, Kamimura SO EM - TER VR, HIB. 4
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AHEEEARIONFLESSUHB O BERBREBERZH LR
Oscillating basketiEo X U, pH 7.2V VEER Y I LEEHE 900 ml
i, 37.0 ° TEFE LR, WHEULEWEI 320 nn BT ZBNRE
EWE U TRD R, |

In vivo tEt: —WHEARULR12%Z0t } (F 22-54 F. &
F 53-78 kg ORERART) RU 10O -7 LK (FE 10.5-
18.0 ke)lo A Y F A YV AT RILEK 2008 &7 30 ml&HIZEh
ZRHREUR, 5%, REM2ABMECHROL. £ PIE. 4
IMAZRENE DN E T-15 ° CTHRFELE. BB, b PEERERALE
. A R BEMEFTHEAELE, RRUEV IR IOAF - N -
TiTV. REHEE e P oBEE 2B, 1 XOGE0 1 ERBIE L &,

EmERO A Y F XYY Ui BvansOFEMR L. yom Ty
NATHHEUE®. 2,2,3,3,3- XYy TAA0-1- TOELITAFN
YU. ECDRUENAR ORI 757« TREULRY) H5u:
10 ¢ SP 2250-Supercoport (2 mm x 90 cm). J1 5 LiBEE ¢ 260° .
FABIUBRHESGERE: 275° . —FH. A XMBFO L P XAI VY
it Skellern 30HESRH L. A ¥ Y -BHBRIFLEE (DT
MU R®. WA O U 357 ¢ CERBLUE (NEBEEDME T
T+ LEE) o BT L Zorbax 0DS ( E.1. Du Pont de Nemours &
Co. 4.6 mm x 15 cm), /@ - 7 b= P YL /pH 4.0-0.05M EFERER
w1,

5. V7ENLEREONAATNRAIEYF ¢
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D) 2R&EE Uk, V7ENLHAOBHEEIEL. pH 4.6 BT
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In vive i8R : —HEAULEL128%0t bRy (FE 22-51F.
K& 54-69 kg ORBERARF) RU 1 2HDE-JILR (K& 8.8
-11.4 kg) WY 7ZENLAEAL. 182K 200 ml BKY 75 ml &R
ZhEniE5 Uk, EPAKS®R1I208M,. 1 X1 0RKMETR
BRI mMU. £ P MEBSLU A RMEXEI TR ET -15° TR
#UE, B, L PIESHRABM. AXW10RME THREREY
o RRUEVWINDLIFYAKIORAAF - N LR > TITV. b}
W1rH. 4G 1 ERORFHREB L R,

EMAUBEFY 7ENLABIU A QMR DO  N-desmethyldiazepam
WELEFANEYCHIMU LR, ECDRUBERHITRAIOR IS
D4 CEBUR. Y7 ENLOGCEBAATL 13 % OV 17-Gas
Chrom 0 (4 mm x 1.2 m). 775 AREE 230 ° . FABLUBRHFTE
& 1260 ° . N-desmethyldiazepam @ G C?;&1¢52)€17]"§J_\ M N AN 11
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Table XXIV. Prescription of an Enteric-coated Tablet and
Ethylcellulose-coated granules of Barium Sulfate

Content (mg)

Ingredient Tablet Granule
Inner tablet or Lactose 217 230
inner granules Corn starch 98 217

Hydoroxypropylcellulose 7 15

Cellulose 308

Barium sulfate 3

Magnesium stearate 10
Subcoating Barium sulfate 38

Talc 55 115

Ethylcellulose 115
Enteric coating Hydoroxymethylcellulose- 25

phtalate
Sugar coatiné Sugar (powder) 212

Total 665 1000
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