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APPENDIX A

Table 8 Test Products Information

Code Brand name Mfg Date Batch no.
A Lasix® 11-17-88 30 L 6
B DiusilP N 27-2-84 840201
C  Furetick \ td. 11-12-88  20PL172
D Difuf 10-86 82986
E  Dirine® 8-9-88 860219
F  Diurinef jcal  28-1-88 901
G  FluidsemideR 2-87 874015
H  Furetich ¢=~w=‘- ' 12-83  T312107
I FureX m : m 4-10-80 212998395
J  FurozideR 8-12-86 861202
« gy PRGN o o
L Dumex Ld. 22:8-84  C417102
»« awaaa NSRRI 1 B como




APPENDIX B

(28)

Prepare a stan

ion by dissolving about 10
mg of standard furosem : Vv W ed in 6.0 ml of 0.1 N
sodiun hydroxide inamOae } "’" "\\ d diluting with water
to volume. Dilute \\\ quaititatively with 0.02 N

_’ = W\

v \\

Calculate the qentity, in 11CINOgS in tablets by

sodium hydroxide _ tion having a known

concentration of abg

the formla 5C (Au/As), in which G concentration,in ng/ml, of

standard furosemide > the absorbances of
B 5

i ’ on, respectively.

m
ﬂ‘IJEJ‘J‘VlEJVlﬁWEJ’lﬂi

QW']ﬁ\ﬂﬂ‘iﬂJ UAIINAY

the solution from £



APPENDIX C

1. Preparatien-ef -0 G@tassmm Phosphate

27.22 g of sphate was dissolved in

water and made to vg
2. Prepara _

8.0 g of dissolved in watef and made

to volume 1,000 ml. ‘
3. 250 ml of QF ium phosphate was mixed

with 18 nlofOZl‘lsod

e R

1,000 ml. The Besilting solution was sd3listd

and sufficient water to make
with 0.2 M sodium
hydroxide or 0.2 5£5.8 + 0.05.

) = ol
ﬂ'lJEJ’J‘VIEJVIﬁWEJ’]ﬂ‘i
’QW']ﬂﬂﬂ‘iﬂJﬂm'l'mEl']ﬂEl



APPENDIX D

Gaasisid Dakatmisika

K, ! II 1 ‘ |
The typical 7 ‘cu 2 éfurosenide concentration
in phosphate buffer l"’-’? in ¢ v’*’}: are presented in Table

/‘ " .
LESPe

ey
N =
v IsSE

\

10-11 and Figure 7a, and
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Table 10 Typical Standard Curve Data for Furosemide Concentrations
in Phosphate Buffer pH 5.8 Estimated Using Linear Regression®

Standard  Conc. - %Theory®

89.51
101.93
99.47
100.17
88.77
99.86
89.39
99.48

W O N o o e W N -

100.71

99.94
0.83

ﬂ‘LJEJ’JWEJ‘ﬂTWEﬂﬂ‘? fedx
m'mmm umqwma d

b. Inversely estimated concentration = Absorbance - 8.148 x 10'3

5.279 x 102

c. XTheory = x 100

known concentration

d. CH. .= SB. x 100
Mean
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Table 11 Typical Standard Curve Data for Furosemide Concentrations
in Human Plasma Estimated Using Linear Regression®

Standard  Conc. PLSe  THderei¥ estimated® XTheory
No.  (ng/ml) stic
1 0.207 101.12
2 0.311 99.01
3 0.518 94.99
4 0.622 102.42
5 0.829 98.25
8 1.038 104.48
7 1.554 98.69
99.99
3.11
cv. 3.11%

: ’:;’:Iﬁ’ :Jﬁ.ﬂﬂiﬂimﬂ :Liungla:]ré:ﬂ-hmmﬂ

9.083 x 1071

1.Furosemide
2.Internal Standard
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Figure 7 Typical Standard Curve for Furosemide Concentration

(a) in Dissolution Medium ,(b) in Human Plasma
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APPENDIX E

The Output from The Statistical P;ggrgg_ges_s_

Fage 7 SPSS/PC+ a4/5/88

- em wm wm we w wm e o e e e wm mm e e e o e e e e o e o e o e o e e e = e e e -

---------- ONEWAY - ===~ -==~-
vasiabis sov 7o dicatued &l 30 win

By Variable EN

Analysis of Variance

Sum of Mean F
Source D.F. Squares Squares Ratio Frob.

Between Groups ? 12 w4 8015 3683.5668 © 80.7789 0.0
\ 1
Within Groups

45.6006

Total

Page 8. 4/5/88

Variable
By Variable

Multiple Range T
Tukey—-HSD Procedu

Ranges for the

4.86
4.86

The ranges above are tab

The value actually comp
4.7750 x Range

(%) Denotes pairs of groups_ signi :,;7 ) ferent at the .050 level

Page 9 w i 4/%/88
Variable 5 )
(Contxnu-d)

ﬂ‘IJEJ’JYE%J%ﬂNﬂ’%ﬂ‘E

P P P P PP PPP P P PP

YW mnimumqﬂma d

.81 3
2‘.8875 Grp 3 X
40.4833 Grpl3 . X ¥ K
43.6235 Grp S ¥ x5 X
59.8345 Grp 4 X ¥ % ¥ ¥
60.3200 Grp 2 ¥ £ X X3
62.1427 Grp 7 X X % ¥ %
64,1868 Grp 9 48 T G A
72.8803 Grplo . ¥ X X ¥ X

_ Figure 8 The Output from The Statistical Program SPSS

:Brand A (Grp4), Brand B (Grpll), Brand C (Grpl), Brand D (Grpl2),
Brand E (Grp7), Brand F (Grpg), Brand G (GrplO), Brand H (Grp2),
Brand I (Grp8), Brand J (Grp3), Brand K (GrpS), Brand L (Grp6),and
Brand M (Grpl3).
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Page 10 SPSS/PC+ A 4/5/88
S o o | “ONEWAY = = = = = = = = = =
Variable SOV
(Continued)
GG666G666G666G6G6G6
758 i Gl <8 sl ol I o
PPPPPPPPPPPPP
1 E L E
Mean Group 213388279 07 B84
74.4673 Grplil XK K X x k% x |
76.5427 Grp 8 X X % X X X % X ;
92.0357  Grp & . KK KX KK KK KX KK

Page 11 4/5/88

Homogeneous Subsets highest and lowest means

the shortest

SUBSET 1

Group Grpl2

Mean 7.5018

-SUBSET 2 .

Group Grp 1

Mean 22.8107

SUBSET 3

Group Grpl3

Mean 40.4833

Page 12 4/5/788

SUBSET 4

Group Grp 4 — —— 5rn 9 Grpl0

Mean 59.8345 | 5. 1868 72.8803
J et B

SUBSET S - 2 ﬂ

Group Grp 7 Grpli

e 62‘ﬁ % ﬁ W ’iﬂbﬁ

Group Grp 9 GrploO Grpil

Q W fa\‘ifﬁﬁd roh Fﬂ’ﬂﬁ' fﬁ t)

SUBSET

Group Grp &6

Mean 92.0357

Page 13 SPSS/PC+ ' 4/5/88

This procedure was completed at 16:346:28

Figure 8 (cont)The Output from The Statistical Program SPSS for % Dissolved at

30 min.
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Page 7 SPSS/FC+ Trany 477788
=.= = = = Friedman Two-way ANOVA
Mean Rank Variable
238 W
2.350 v2
2.50 V3
2.63 v4
Cases Chi-Square D.F. Significance
8 «1300 ¢ 3 . 9852
O .-
Page 8 4/7/88
This procedure was ct:mu:n;d‘__m~
XE%%kx WORKSPACE allows fo ! TESTS x%xx%x
Page 9 4/7/83.
----- Wilcoxon Mat
e
with V2
Mean Rank Cases
4.25
4.75
= ~.1400
Page 10 4/7/88
————— Wilcoxon B
Vi
with V3
Mean Rank
3.80 i ! I I
Ties (V3 Eq Vl)

Figure 8

The Output from The Statistical Program SPSS for Tmax

¢Brand A (V1), Brand B (V2), Brand C (V3), and Brand D (V4)



Page 11 3 SPSS/PC+ 4/7/88
0 i e Wilcoxon Matched-pairs Signed-ranks Test
vi
with V4
Mean Rank Cases
4.75 4 - Ranks (V4 Lt V1)
4.25 4 + Ranks (V4 Gt V1)
Q Ties (V4 Eq V1)
8 Total
Z= -.1400 2-tailed P = .8886
Page 12 4/7/88
vz-
with V3 ;
Mean Rank Cascs/
2.40
6.33
Z = -.1400
Page 13 4,7/88
----- Wilcoxon Matched
v2
with V4
Mean Rank Cases
5.00
4.20
‘ T
Z = -. 4208, 2-tailed P = .6744 J
-
f-
Page 14 y ﬁ‘ , S8/ o = 4/7/88
V3 U , '
with va 7 ¢ - e/
He:Ei%:ls[‘-]égilﬁaii I ‘jiiilJ :LJ.1)1‘F]‘:J I I ii]‘-] ii‘ !EJ
4.00 4 - Ranks (V4 Lt V3)
5.00 4 + Ranks (V4 Gt V3) %
(o) Ties (V4 Eq V3) :
8 Total
Z = -.2801 2-tailed P = .7794

Figura 8 (cont)The Output from The Statistical Program SPSS for Tmax
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Page 21 SHSS/FLH C.,,_,’? 4/7/63

----- Friedman Two-way #NUVA

.

Mean HKank Variable

2.00 Vi
2.06 v2
.00 V3
P L v4
Cases Chi-Square (1 1 S Sianificance
= h,23/9 3 L2569
FPage 22 SPSS/PLr 4/7/849

Ihis procedure was completed at 10:38:

Page 23 4/7/68
----- Nilcoxoﬁ‘ﬂatqhed—;
vi
with V2
Mean Rank Cases
4,50
4.50
Z = 0.0
Page 24 4/7/88
- = = = = Wilcoxon Hntchcd—pairs =
: Vi
with V3 2
Mean Rank Cases ./
3.%0 2 , rﬁ
4.83 6 anks (V3 Gt V1) .
0 Ties (V3 Eq V1)
= L7
Z= '1E§1“1LJ EE]: 1yl-iil:i£l:ii‘1ﬂiziajlﬁl 1;] ‘:i
Page 25 : : Ehie sps§/pc+ - . "4 4/7/88
- - - - -Shd e e VB B 2
i 9§
with Va4
Mean Rank Cases
z 4.23% 2 - Ranks (V4 Lt V1)
4.58 &6 + Ranks (V4 Gt V1)~ |
o Ties (V4 Eq V1) \
8 Total
Z = - =1.3303 i 2-tailed P = .1834

Figure 8 The Output from The Statistical Program SPSS for Cmax

$Brand A (V1), Brand B (V2), Brand C (V3), and Brand D (V4)



N

1Pag- - T SPSS/PC+ - 4/7/88

- ; - = = Wilcoxon mtchod—pairs Signed-ranks Test

: v2
with V3
Mean Rank Cases ;
2.50 - Ranks (V3 Lt V2)
S.17 + Ranks (V3 Gt V2)

Ties (V3 Eq V2)

®IOCN

Z= -1.8208

Page 27 4/7/88
----- Wilcoxon Matched-pa '
O
with V4
Mean Rank - Cases
4.50
3.80
zZ = -.8452
Page 28 4/7/88
----- Wilcoxon Matched-pairs
v3
with V4 N
-
Mean Rank Casc £ :
4,75 4 Eﬂanks (V4
4.25 : Ranks (V4 Gt vs)
(v4 Eq V3)

@ﬂﬂﬂﬂﬂnﬁwﬂﬂﬂi
s ,,mgmmmmmn NYTRY "

Figure 8 (cont)The Output from The Statistical Program SPSS for Cmax
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Page 33 SPSS/PC+ : AUC. 4/5/88

————— Friedman Two-way ANUVA

Mean Rank Variable

2.28 V1
1.78 v2
3.13 v3
2,78 va
Cases ' Chi-Square D.F. Significance
8 4.9500 3 «1733
Page 36 SPSS/PC+" . 4/5/88

Xkxxx WORKSPACE allows for 441¢ TESTS £xxxx

M}C 4/5/88
————— Wilcoxon Matched-
Vi
with V2
Mean Rank’ Cases
5.40
3.00
Z= -1.2603
Page 38 4/5/88
----- Wilcoxon Matched-pairs §
Vi
with V3 - B %
Mean Rank  Cases = -
2.67 3 Eﬂanks (V3 v
5.60 - S Ranks (V3 Gt V1)
o

rg (V3 Eq V1) o/

L. AuINEningIns
TUAEAMSRI RN YA Y T

with V4
Mean Rank Cases
6.00 3 - Ranks (V4 Lt V1)
3.60 S + Ranks (V4 Gt V1)
o] Ties (V4 Eq V1)
8 Total
Z= 0.0 . 2-tailed P = 1.0000

Figure 8 The Output from The Statistical Program SPSS for AUC

iBrand A (V1), Brand B (V2), Brand C (V3), and Brand D (V4)



Page 40 SPSS/PC+ 4/5/88
----- Wilcoxon Matched-pairs Signed-ranks Test
v2
with V3
Mean Rank Cases
3.00 = Ranks (V3 Lt v2)

1

7 + Ranks (V3
¢ Ties (V;‘
8

Page 41 4/3/88
----- Wilcoxon Matched-
v2
with V4
Mean Rank Cases
3.00
—3+00-
= -1.6803
Page 42 4/3/88
----- Wilcoxon Matched-
V3
with V4
J
Mean Rank Cases - !
’ .
5.00 - nkl (Vs Lt v3)
‘VTEW\S N El’lﬂ‘i
ﬂTJEIIJ.
o eoz 2-tdiled P = .3270

e LALIRL HHAR o

This proc. re was completed at 15:50:40
The raw data or transformation pass is proceeding
8 cases are written to the uncompressed active file.

\

Figure 8 (cont)The Output from The Statistical Program SPSS for AUC
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APPENDIX F

Table 12 Average Percent Furosemide Dissolved in Dissolution Medium

from 13 Commercial Brands at Various Times

Brand ;- rug Dissolved

o ST ﬂ,’/‘\\?\\\‘ : F w5
2 | 3.69 120 0.00, | ,@ \ 192 039 2.66 0.00
A 550 10.01 657 39.02 3.48
0 |3056 62.12 6.5 49 /33 4 25 228 1686 & 14.08
5 luwse v 1027 4 .57 58,980 3.3 23.18 2341 85.95 21.98
2w |siss s 1384 % Mg s Elae 4 2514 3462 89.89 29.20
0 (508 e w1l z'ﬂ' Lans B w08
S0 | 7041 7828 2958 116 sn 1 0.5 5.5 ¢ 62.48
0 |71559 8030 31.67 ? s it mn e
g0 | 78,87 8199 42.97 16.48 T 65.36 94.21 86.50
120|868 8219 49.68 19.81 80.9%- 47 15,94 03 I8 T S4T 92.28
150 | 8365 83.11 55.53 22.85 8 68593 89.39 40.05 7551 94.33 9317
180 | 8534 8344 60252 59 79.04 94.18 94.35
M0 | 85.3¢ 8419 B S8 41T S 10 08 ¢ 93.93
40 | 86.11 86.41 66. 9 4565 8103 ¢ 92.92
m £ 940

86.35 87.38 68.86 . 95 63.83 80, , ﬂ«ms 81.69

"“‘““ﬁuﬂ’mamwmm
Q‘W’]Mﬂim UAIINYA e




APPENDIX G

Pharmacokinetic Analysis by Using The PCNONLIN Nonlinear Estimation

Program

ject, the time course of
furosemide in plasma couldd be « : y a one-compartment open
| —

model with first-orde ; ) g rder., liminat.ion and the lag

DGI
Figure 9 Diagram a;_:__"b, inlef nt, Open Model with First-
Order Absorption,: F: i der Elimination and The Lag
c, .= 1
Vd(Ka e)
Where ‘ is the serum concent.rat.Elfljn atnlme t. is the
iractlotq WMT Mﬁm ﬁm 1?21 st.rlbut,lon
volume body, Ka and Ke are the ftirst-order rate const.ant.s for

absorption and elimination, respect.ively and to is the lag time.

The inital estimates of the parameters (vd, Ka, Ke, t ) used
with PCNONLIN program were obtained by graphic procedure using the
method of residuals (26).



For example, the data set from Table 2 for brand D in subject
no 2 was chosen. Plot C, versus t on a semilcgarithmic scale and use
the method of residuals to determine ka and Ke (Figure 10, Table 13).
Values of'6.3 and 3.56.were y-interéepts after extrapolation of the
residual and terminal lines for absorption and elimination,

respectively.

The slope of the termin riflofl of the curve was calculated

as follow :

Ke = 1n 3.56 5

as well as the Ka

Ka o= 19853

The lag time, ie., the

AT aadat as” found to be 0.3 hr.

vd is calc —". rﬂ
- AUEINENINEING

where EAUCi:, calculated by the txapezoidal rile (37, was

oo R VNS U VAT AR

complete)

‘the point of intersection of

the two residual ines

vd =

Theretore, Vd = 1.x 40 = 20.9 Lit

0.9 x 2.117



Table 13 Stripping Biexponentials from Plasma Data of Subject no. 2

Following a Single Oral Dose of Brand D (38)

Tine Cobs  Ct R R, Cestimate  Cest x 100

(hr) (pg/ml) ' Cobs
o 0.00 -

0.5 0.7 107.9

1.0 1.13 93.1

1.5 0.92 91.3

2.0 0.59 9.6

2.5 0.38 98.9

3.0 0.24 100.0
’ = 98.97

= 7.003

= 7.08%

- pfineninens

b. R
: ¢

LRGN R RPN EREE

d.|Cestimate = 3.56 e
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Figure 10 Graphical Technique of Calculating Estimated Parameters in

Plasma Data by The Method of Residual



The f ina._l.e‘stimation of parameters were obtained by repeatedly
entering the computed parameter values as initial estimation until the
values were stabilized. Results obtained from the computer analysis of
‘the estimated pharmacokinetic parameters were shown in Figﬁre 11 and

Table 4.

AULINENINYINg
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PCNONLIN XONLINEAR ESTIMATION PROGRAM V0I-3

1338 CCRYRIGHT 1984,1983 st
FOR INFCRMATICN CONTACT - STATISTICAL CGNSULTANTS INC.
1-£16-252-38%0

LISTING CF INFUT COMMNANDS

MODEL 4,°NLINZ.LIB'

MODEL ¢

PEMARY ONE COMPARTMENT MCDEL - FIAST CRDER INPUT AND CUTPUT
REMARK INCLUCES & TINE LhS

FEMA  ND.  PARAMETER

VCLUNE

mll“l“ Tt PR TR Raei e TTReingsesiey
REMA 2 e : 0
AEMA .
FEMA  KO[ --
REMA
REMALILLRLLGS 11311 o S3104¢203748888¢8
cons - LY Ny,
SFARE 4
Kb
Nk 5
FHA4ES "0 HE
SHAMZS 'AUCT,
£
=P
f=CON{ 1)
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Figure 11 The Output of Fitting Data to Mcdel 4 (one-compartment model
-first order input and output, including a lag time) of

The PCNONLIN Library
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APPENDIX H

Clinical Response from 8 Subjects after Oral Administration of 40 mg

of 4 Different Brands of Furosemide Tablets

Table 14 Urine Output from 8 Subjects Following Oral Administration of

4 Different Brands of Furosemide Tablets

Subject
Brand | Time(hr) 1 2 3 \Jﬂ\*'{

) 7 8 Nean SD

050 L13* 6.08 i-h:ﬁw ' 3.2 1.00  T.1P 465
1.50 .97 10.17 ‘m;n 341123——1-* 10.55  16.12 9.93  4.01
2.50 §.00  4.25.mm00T e 5ei7 | 20750 eele 2.3 3.92 L4 L1e

A | 350 558 0.98 .45 x: 5.67  1.92 L4 2.5
4.50 213 0.92 © 21 LT 350 2.91  1.66

.50 228 0.0 P48 083108 163 .4 199
Total 15,00 1537.00 2045.00  1878.38" 575.55
0.50 8.17 7.40 3.5

1.50 9.18 9.50 2.63

2.50 2.50 .78 2.72

B | 3.5 2.00 77 3.8
4.50 3.17 493 413

5.50 2.58 3.3 2.20

Total  1060.00

_‘?0 1656.00  2205.00 733.73

%u_; 7
0.50 2.75 4481 13. 00— 5.17 j_js 92 1.15 .11 4.58
1.50 13.715 5.0 8.38  4.08 15 25 8.95 13.67 12.33 10.19  4.19
. 2.50 sss 10.25 ¢ 847  2.42 1242 683 10.42 8.37  3.08
3.50 ﬂ w %4 E ‘j 1.58 3.08  1.96
i ENHMNENENTE o 0%
5.50 1.30

l 5090 0.88 .53 323 .42 0.42 358  0.80 2.00

2082.00

0.50 .87 A8 A1 4 3. 0780 8000 0433 5.24
1.50 183 . 500 &40----1.80 L8 ---16.50- - 1A7----N.48 9.38
0 1000 5.25 9.3 1250 .42 1183 6.5 1.17 8.72
0 473408 -8 1033 4TS - 380 LTS - AT 4.16
4.50 217 0.%0 300 442 483 108 138  0.95 . L3
0 1.20 085  5.42 142 425 057  L25 0.48 | 1.93

Total ~ 1262.00 1120.00 2213.00 2575.00 2150.00 2116.00 2040.00 1771.00  1905.88 494.85

a. Orine output in al/min
b. Orine output in 6 hr.(al)




Table 15 Sodium Excretion from 8 Subjects after Oral Administration of

4 Different Brands of Furosemide Tablets

Subject no.

Zrand | Tise(hr) 1 2 3 3 5 § 7 3 Mean 3D
0,50 0.220%  0.377  0.526  0.224  1.034  0.M13  0.282  0.478 9,448 0,479

1.50 0.315 0.9 0. 0,28 0,766 0.971  1.428 0.824 0.914
2.30 0.670 0.7 0.295 0.603  0.348 0473 0,462 0.469

A | 3.0 0,720 0117 0 \ 0.583 0159  0.192 0,433 0.478
4,50 3,107 0.145 ' A 0.133 0,038 0.283 0,205  0.213

3,3 2,094 g 0.080  0.078 .03t 0,080  0.080

— X 3

tatal 1275607 520 119,760 183.780 146,385 24.270
0,30 0,185 0,035 0.449 0,522 0.354
§50- 083 8,708 0,514 0,77 0,337
2.5 0,316 0.242 0,305 0.525 0,220

B |iwn 0,282 0.09%  0.148 0.239  0.195
4.50 0,068 0.102  0.127 0.145  0.074
5,50 0.123 0,070 0,072 0.120 0,093
Total  129.900 232 J20 78.120 98.100  133.488 49.572
0.50 0.2 0.181 » 54 0.459  0.822 0,508 0.270

1,50 1.2 ’3 0.208 «:m 266 1,120 1,03 0.897 0.379

2,30 0,718 . 3,48 0d5- ) 0581 1.09% 9,774 0.384

C |z 0.2 0.1 0,487 0.215  0.128
1.5 0.2 0,183 0,039 0.163 0.178
5,30 0.1 0.143  0.079 0.095  0.086
Total 171?:.0 138 92¢2070.340  70.9700458. 150 205.140 154,140 193.520  159.075 40,519
2,30 Ms7 0,58 0a88 019* om 0301 0.480 0.143 9,331 0.218

9 o 3 0 ,208 0.731  0.485

D ow "I 87 0.5%0 0.3
3 s o 219 0.392 0,257

4,50 2,301 145 ons 0.488 o.“7 099 0,083 0.123 0.228 0,202

5,50 0,193 o.mo 0.173 015 0.8 0.057 0,081 0.063 0.119 0,055
Tetal  135.330 146,400 130740 138,540 129.060 130300 129.850 154.580 149,415 23.504

a., Na aacretion in aeg/ain
5. Ma excretion in & hr.{aeg)




Table 16 Chloride Excretion from 3 Subjects after Oral Administration

4 Different Brands of Furosemide Tablets

of

Srand Tiasinr] 14 2 7 3 Hean 23
=i AR |
8.5 3.280° 0.349 0,430 0.55( . 6.283
1.5 IR ‘ : 1238 Z.047 1,095 0.559
2.5 9.791 S \ 2 0,540 0.540 0.380  0.151
A 3.828 : oM 0,193 0.297 0,332 0.346
4.5 0.425 : %\ 0.081  0.452 0,278 2.130
. G101 e‘ L \ ' 3,045 9.451 9.122°  0.043
— b
Total 1470407 13 0 ﬂMM\\ | 148,080 242,820 189.608 364152
J’l.ad

b a QQIJ 'm-" { ]
9.5 3,198 9,123 0.478 0,547  0.457
1.3 4,387 .3\8 +j§,u 0773 0.4%0 0,927 0,43
2.5 0,994 ' ‘ 9.304  0.402 9.683  0.238
B 3.5 0.33 ; 0.138  0.133  0.23 0.303  0.233
4.5 0,087 084 0,140 0,155 0.198  0.118
5.3 0,161 333 _ 0,093 0.080 0.178 .18t
Tatai  139.840 ZEV 134,080 134,980 174783 67.782
P :

‘ V ; Q
0.3 0.336  Uhlse 1.2t a 346 0.672 0.7 0.343  1.015 0.610  0.314
1.5 1,453 0.5, 0.570  0.583 @2.540 1 354 .aui) 1.332 1,025 0.483
c 2.5 7!” ﬁq %ﬂﬂj 1,633 0,575 0.473
3.5 3 ‘ 3 72 0,239 0.352 - 0.254
1.5 o%s 0.393° (.19 0.077 0.3 a.m 0,133 0.064 0,196 2.439
5.3 0,131 0,178 o.u:. €017 0.03En o.,c; i, usuo 108 0.413  0.045
= ] - » Fa)
foatai 233080 136,208 55.383
q

9.5 3,168 OB 0783 0203 038 9319 oAl 0.8 0.309  9.257
1.5 0,485 o 0.7R0. 013 0.180° 0i609  1.8%9 LA LW 9.502  0.587
D L2800 SE0E LT LT 0.7 o 1,101 0963 139 0,395 0.29
5.682 0.4 0,330 1157 0.512 - 0.431  0.i16 0.393 0.507  9.303
0383 0u199 0 0.229 0472 0276 9,157 00085 0.182 842 - 9.17
3.5 5,159 0.142  9.179  0.238  0.0é6 0,081 0.082  0.072 0.142  0.94§
fotal 170,150 179.220 226,240 207.786 138.360 228.130 162.240 212,340 191,380 30.343

a, Cl axcretion in aeq/ain
5., Cl axcreticn after & hr.(aeq)




Table 17 Potassium Excretion from 8 Subjects after Oral Administration

of 4 Different Brands of Furosemide Tablets

aubjact no.
Brand | Tiae(hr) % 3 5 7 3 Mean 50
0,50 0.043% 0.079 a 012, ‘ 0,051 0.070 0.063 3 0.020
1,50 2,033 9.081 2,074 0,181 0,090 0.033
2.5 0,091 9 nr' ’ 0,037 007t 0,058  0.019
A |30 0.050 9. na 95 0, 0,040 0.0%2 0.058  0.021
1,30 0.019 oo —OREE  03bs SO 0. 0,011 0,161 0,049 0.048
5,30 0,013 B J 0.45 JTE0R029  0.017 0,021 0.025 0,010
Total 15,5000 1 lly/ém 3,300 32060 20,6570 6,138
. o
2,50 0,021 7. LGR2N, 0363 0,024 0,078 0.149  0.201
1,50 0.047 A / . h L0013, .1 0,055  0.083 0.078  0.040
2.30 0.089  0.08f 00880050, 025 0,021 0053 0,064  0.032
B |3% 0.03 : 43 0 0 0,089  0.031  0.040 0,080 0.01%
3,50 0,018 3 = 032 083 0.026 0,032 0.031  0.009
5,30 0.023  0.080 J80.0337,40:0 0,040  0.233  0.021 0,058 0,073
Tetal  12.840 33,420 23480 19,820 24,980 11,889
9,30 : J 0,93 0,197 0,185 0,244
1,50 LY. 0,063 0,099  0.086 0.027
2.30 0 0,048 0.229  0.086 0.080
C 35" 3.0 L0310 0,031 0,023 0,035 0,080 0.018
4,50 0,024 0.023  0.047 j 0.025 0,021 0.031  0.013
3,30 0,020 0.007e 0.018  0.02700.015 0,019 0,050 0,022 0,025 0.01L
\ [ W ]
Total ﬂohz&so 12,7200 11,400 o, Ief Igsoo 33780 24,883 17.357
%W% il m U ) “liﬁ B e o
161 0.067  0.082
D 2.5 0,070~ 0.053 0.0  0.075 0,059  0.059  0.050 0.108  0.087 0.01i8
1.9 0,044 o M4 0,030 0,093 0,052 0.039  0.025 0,083  0.049 0,02
5 :o 0,033 0,032 0,024 0,053  0.048  0.023 0,027 0,049 0.035 0,012
5,50 0,028 0,080  0.217 0,038 0,038 0,023 0014 0,025  0.053 0.067
Total 14,100 15,860 25740 20,280 37,260 15.340 14,400 30.060  2.868 8.354

3, K escretion in aeq/ain
b, ¥ excreticn after & hr.{aeg)
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