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APPENDIX A

TEST PRODUCTS

Table 28  Test Products

Brand name fact Batch NG Mfg. Date Exp. Date
Cef3 i —3COKG 086" 13-7-94 13-7-97
Rocephin 02-97

Tricephin 9-9-96

]
¢

AULINYNINYINT
ARIAN TN INGINY




APPENDIX B

REAGENT PREPARATIONS

1. pH 7.0 Buffer ’
Dissolve 13.6 g. of dibasie mx%vd 4.0 g. of monobasic potassium
phosphate in water to make | solution. wlﬁﬂ.l with ortho-phosphoric

acid or 10 N potassium hydros
2. Stock Solution

ng/ml) were prepared in tripply
dation for 12 months (Demotes -

Stock solutions of
distilled water. They were
Mainard et al., 1988). '

3. Internal Standard

&

— '
] Y

Dissolve 770 m: A ] umetric flask, add to volume

with water. Adjust to pH3.0£0.1 it acetic acid. Pipette 8 mPef ciprofloxacin stock solution
A 0V 00h (130 (1o 1210 T B
volume. q.l . ,

, ¢ iR o/
A BABNDSAI UM INYAE

Pipette 4 ml of triethylamine and transfer into 750 ml of tripply distilled water, adjust
to pH 3.0+0.1 with ortho-phosphoric acid. Mix with 250 ml methanol, filter and degass before

use.




APPENDIX C
CALIBRATION CURVE DETERMINATION

The typical calibration curves da 2 for ge ftriaxone concentrations in mobile phase (pH

7.0+0.1) and human plasma are repre: od ir
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Table 29 Typical calibration curve data for ceftriaxone concentrations in mobile phase
(pH 7.0+0.1) for stability tests. Estimated using linear regression®

Standard | Concentratio | Peak Area Inversely® Estimated % Theory®
No. n (pug/ml) Concentration (ug/ml)

1 5 23786, 4.8601 92.20
2 10 744 98.64
3 20 99.03
4 40 100.86
5 80 100.47
6 120 99.90
7 160 99.94
8 240 99.99
99.50
1.17
1.18

a. r=0.9993

b. Inversely Esfin

E

% Theory = Inwii;sgle: Estimated Con@gtion x 100

FUE IHBHFNEING

. %C.Vy= S.D.x 100

quﬂeﬁﬂ‘iﬁu AN Y
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CALIBRATION CURVE OF CEFTRIAXONE

In Mobile Phase
peak area

x 10*)

120

160

-
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Table 30 Typical calibration curve data for ceftriaxone concentrations in human phasma.

Estimated using linear regression®
Standard | Concentratio | Peak Height Inversely® Estimated % Theory®
No. n (ug/ml) Ratio Concentration (pg/ml)

1 5 0.058 49536 99.11
2 10 04235\ | | / 8000 98.00
3 20 0.277 / 105.96
4 40 100.37
5 80 97.06
6 120 103.16
7 160 96.58
8 240 100.60
100.11

3.19

3.18

= 0999

b. Inversely “i? atio
0. 13@

c. % Theory = Invs:selv Estimated Concentratxon x 100

quﬂwmo NY1NT
amﬁi‘i‘nimumfmmaﬂ




CALIBRATION CURVE OF CEFTRIAXONE

In Human Plasma
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Table 31 Demographic Data

APPENDIX D

SUBJECTS

Subject No. Height (cm).

1 178
2 170
3 161
4 161
5 173
6 170
7 162
8 168
9 156
10 172
11 ; 160
12 165

Mean 32.33 6192 166,33

SD. £a o B56) £ 6.51

PRI TN BN WEND
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Table 32 Biochemical laboratory results
Clinical Normal Subject Number
Test Rafigee X | 2el b4t L @t 8]0 10 1712
AP 20-90 U/L 62 | 44 | 43 | 68 | 72 | 56 | 38 | 45 | 61 | 49 | 43 | 42
ASAT 14-33 UL 24 | 33 27 |16 |24 | 26|15 | 20 | 15
ALAT 6-36 U/L 35 28 | o ¥22:8 »f20 17 | 10
Urea 2.4-6.1 mmol/L 50|41]|43|50|43]36
Cr. 53-115 pmol/L 78 | 105|113 | 93 | 93 | 97 | 87
Total-  |3.4-17.1 pmol/L| $24.1[13.6]10.1[108| 3.6 | 6.8 [12.3
Bilirubin '
Direct- | 0.0-3.4 umol/L 11[19]0.1 | 06|22
Bilirubin
Urea/Cr.  |47-56 47.6|36346.2|53.8 |44.3|41.4
Indirect - | 2-12 pmol/L 115/ 90|89 (35 | 62101
Bilirubin

AP =

ASAT =

ALAT =

Cr:

ﬂumwﬂmwmm
’QW’]&NﬂiﬂJ UAIINYAY




Table 33  Biochemical laboratory results

90

Clinical Test Normal Subject Number
Range iT 2 3l alst el e 0wl ie

Neutrophils | 50-70% 47 | 40 | 33 | 39| 64 | 46 | 57 | 42 | 54 | 61 | 43 | 47
Lymphocytes | 20-40% 33|32 /39 b41|20|41|3¢]41]|35]32]30]3s
Monocytes | 0-7% t\ ” (S e i
Eosinophils | 0-3% ——a 3 | sl 3dd Lol a0
Basophils 0-1% j ' 1 ‘1 il 1
Hgb 14.0-18.0 g/dl v// .: 165(12.7|15.3|14.1|152| 16.4
Het 39-49% ; 153.1(39.7(44.0|45.2 {453 |53.0
WBC 3.2-9.8x107nl 65|74]85[97]|77]75
RBC 4.3-5.9x105 5714748 53|50] 56
MCV 80-94 fl 93.1(84.4/91.285.1/90.3|94.7
MCH 27-31 pg 29.0{26.9|31.7|26.5|303(29.3
MCHC 33-37 g/dl 312(31.9(34.8[31.1/33.5]30.9
PLT 150-350x10%/ul 204 | 267 | 355 | 216 | 225 | 254
ABO group O A+ A4 818

Hep = Satobi

Het

Hegnatocnt

“CﬁUﬁ@ﬁﬂﬂ§WBﬁﬂi

ﬁﬁlaﬁﬂﬁﬂﬁmmﬂﬂﬂﬂﬂﬂ

MCHC
PLT
ABO

Platelet
Blood Group

Mean Corpuscular Hemoglobin Concentration




APPENDIX E
COMPARTMENTAL ANALYSIS

The PCNONLIN computer pr used for analyzing data was shown in

Figure 19

A
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Figure 19 PCNONLIN computer program output

PCNONLIN NONLINEAR ESTIMATION PROGRAM VO01-E

] COPYRIGHT 1984,1985 ko
FOR INFORMATION CONTACT- STATISTICAL CONSULTANTS INC.
1-606-252-3890

LISTING OF INPUT COMMANDS kS

model 3, ‘nlin.lib’ b
'MODEL 3 - :
REMARK ONE COMPARTMBNT MODEL - PIRST ORDER INPUT AND OUTPUT
REMA
REMA NO.
REMA --- ceemen—-- ERRR R L LR T O R
REMA 1
- REMA 2
.REMA 3
‘REMA 4
REMA = |

REMA  I--------

NPARM 3
NCON 1
NSEC 5
PNAMES ‘VOLUME’, ‘K01’
SNAMES ‘AUC’, ‘KO1-HL',
END

TEMP

D=CON (1)

V=P(1)

K01=P(2)

K10=P(3)

T=X

END

FUNC1
COEF=D*K01/ (V* (K01-K10))
F=COEF* (DEXP (-K10*T) -DEXP (-KO
END

SECO

S(1)=D/V/K10
S(2)=-DLOG(.5) /K01
S(3)=-DLOG(.5) /K10

TMAX= (DLOG (K01/K10) / (K03
S(4) =TMAX
S(5)=(D/V) *DEXP (-K10*
END
EOM
cons 1000
INit-3:8572,. 0
nobs 10 %
data
beg:.n
pmonn%ﬂl@rﬂnm u lirlq ' IEII.] a H
PARAMETER ESTIMATE STANDARD 95% CONFIDENCE LIMITS
ERROR
VOLUME 7.458210 1.219214 4.575203 10.341216 UNIVARIAT .
2 2.928995 11.987424 PLANAR
K01 1.904070 .847905 -.100921 3.909062 UNIVARIAT
-1.245780 5.053920 PLANAR
K10 .102920 .040427 .007324 .198515 UNIVARIAT
) -.047262 .253101 PLANAR
AuUC 1302.769319 ~ 368.525011 i
KO1-HL .364034 .161947 [
K10-HL 6.734845 2.642824
TMAX 1.619965 .437523

CMAX 113.489892 ~11.215020




APPENDIX F

STATISTICS

3. Standard error g

4

Completely ‘
Mean
R AR5 AN M. X
. 0y o S T, @ X,
QAN I Aamenay -
9 X X D, T R Xox T, X,
Total T T, § e T Tk T X

Mean X] X- X3 ............. .Xk




where T = Total of all observations

Xz sh= Overall mean
k = Number of treatments
n = Number of sampling units in each treatment

K1, M2, B3 5 ceenee , i = Population mean

The null hypothesis Hoy: . B

Source of variation F
Among group Fr
Within group

Total
where : d.f.
SS
MS
Fr

Sum of Spuares E
1. Complete a co on term (C.T.)

ﬁ‘lﬂtﬁl‘l’lﬂﬂiﬂﬂ’]ﬂi
lmﬁfmiﬁu UAIINYAY

SSaui=2 (ZX 3 =~E.T.
I=1j=1
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3. The among group sum of squares (SSamong)

4. The within group sum 0

If F y Jated-is less™ ", hesis is accepted and the
alternative hypothesis is Tgjected. than Fyos, the alternative hypothesis

J ]
stands which shows that exl'.e are sxgmﬁcant dxﬁ'erences among treatment means (p<0.03).

ﬁyggmusw 81nN3
’5] RABIAIRUINBIINLIEEY, e

variance is sxgmﬁcance (p<0.05), the testing of difference between the mean of the reference
treatment and the each other treatment mean is performed by Least Significant Different
(L.S.D.)
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X;-X, = difference of the two means
to.0s has (Xn-k) degree of freedom

LSE - = X8,

where S, = [2MS | L
If the difference BF THE fwo meahs is Sicaler Han L.S.D. calculated, it indicated

that there is statlstlcally signifig

[l
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