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1 2 2 Normal WRAUNLY
2 4 2 Normal wé’amauﬂn
3 1 1 Normal -

4 0 0 Normal ANTRRG IR
5 1 1 Normal -

6 2 1 Normal -

7 1 1 Normal -

8 0 0 Normal -

9 2 1 Normal -

10 0 0 Normal -

1" 0 0 Normal -

12 3 2 Norma! -

X 1.33 0.92

SE 1.23 0.76
Sp 1.30 0.79
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AVE99 26 HANNIATINABATINIIALTBINANRITAT
DA Hb Hct FBS BUNV . Cr SGOT | SGPT U/A U/A
alps | (Alb) | (Sug)
1 10.50 | 3713 80 9 0.8 13 1 Neg | Normal
2 11.80 | 37.10 | 89 8 08 | 15 15 | Neg | Normal
3 13.20 | 39.90 97 7 0.8 13 13 Neg | Normal
4 12.90 | 38.40 79 7 Q7 15 11 Neg Normal
5 13.60 | 42.20 94 iR 08 22 19 Neg | Normai
6 11.70 | 37.30 81 10 0.8 16 10 Neg Normal
7 12.20 | 38.60 89 11 0.8 15 i1 Neg Normal
8 10.30 | 37.00 80 7 0.7 15 6 Neg Normal
9 13.20 | 4200 96 9 0.8 14 11 Neg Normal
10 11.00 | 33.60 81 12 0.8 24 17 Neg Normat
11 11.91 35.30 85 12 0.7 15 10 Neg Normal
12 11.70 | 36.10 85 11 0.8 29 33 Neg | Normal |
uneme AR

1. Hb  14-18+ g/di
2. Het -40-54 . %

3. FBS" 70-110"mgrdi
4. BUN _10-20 _ mg/dl
5 Cr" 0.5-2.0 mg/dl
6. SGOT 0-38 U/
7.SGPT 0-38 UL
8. U/A-Alb negative

--Sug normal
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logit = In[YI(1-Y))
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B = bound counts at a given dose
BO = bound counts at zero dose
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1.

2. 90% Confidence Interval (Two One-Sided Test)

AT 29 ANOVA &5 Two way crossover design

Analysis of Variance (ANOVA)

MSE=SSE/10

‘Source of | df | Sum of squares | Meamsquares F, F,
variation
Total 23 SST ~ - -
Sequences 1 SSQ MSQ=585Q/1 MSQ/MSS 4.96
Subject 10 SSS$ MSS=8SS/10 | MSS/MSE | 2.98
(sequence)
Periods 1 SSP MSP=SSP/1 MSP/MSE | 4.96
Formulations 1 SSE MSF=SSF/1 MSF/MSE | 4.96
Error 10 SSE - -




m3nf 30 mMsmmeaulses 4 §m5u ANOVA for Two way crossover design

N TR TR v P 1 T

A 5T et A S et ¢

Source of
variation  df Sum of squares” Expected mean square
Sequence | Y, -0, R 2 5 2n,n, 2
2n,n,n 2117 o; + 207 + (4, — W)
Subject  n-2 YZ ol+ 202
(seq) zv + zv
Treatment 1 2
20,0 (G, =0,Gy) o - 9,)?
Period 1 2n,n,
Znyagn (0,0 ¥ D Gz) 03 + x, - nz)z
Error n—2 2.4 0-3
1
2 Z Z(Yijl r Yij2)2 by
i=1fl 5=t
" Gy= Yy - Y2 Gy = Yot Yagin snt

11

ijk

Gi =

=
I

G

2
I

€ijk

the observation forihe j subject within the i sequence at period k

overall mean-

the effect of the i subject within the i'"

sequence, which for the sake

of testing hypotheses we assume to be a normally distributed random

variable with-mean-0-and-variance 03
the direct effect of the lth drug

_ { 0O for period |

the residual effect of the ' drug for period 2
the random’ fluctuation which issnermally distributed with mean 0 and

Variance c§. and is"independent.of ;s
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@ATAIUITU 90% Confidence Interval

where X, = se with formulationi,i =T, R
¢ test and reference formulations)
S = or of the difference in formulation means using

ained from the analysis of variance

N

\i'

dmiudayaiind ARANANRAY Cy,, WAS AUC = 80-120%
dwFudieyn Log transformed 90% afN9ANRAY C,,, WAL AUC = 80-

125 %
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