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= INTRODUCTION -

Due to the recent successful diuretic action of
Diamox in patients with cardiac decompensation (2, 13,
14), an attempt was made in this study to evaluate its
diuretic effectiveness in patients with cirrhosis of
the liver and associated ascites.

Diamox, 2 acetylamino-l, 3, 4 thiadiazole-5-sulfa-
namide (6063) was developed in the search for a power-
ful, non-toxic inhibitor of carbonic anhydrase related
to sulfanilamide.

The effect of sulfenilamide on acid-base balance,
urinary and blood constituents was observed (1, 15, 23,
37, 38) approximately three years prior to the determi-
nation of its actunal mode of action as a carbonic anhy-
drase inhibitor., These studies are worthy of mention,
not only for historical purposes, but also for correla-
tion and anticipation of the action of Diamox on the hu-

man and animal subject.,



HISTORY AND DEVELOPMENT
OF
CARBONIC ANHYDRASE INHIBITOR
aAS A
THERAPEUTIC AGENT

It was noted by Southworth in 1937 (37) that of
fifty cases treated with para-amino-benzene-sulfona-
mide (Prontylin) in doses of 0.04 and 0,12 gm/kil/day,
two cases showed clinical acidosis,

As a result of this a study was performed on fif-
teen patients using Protylin., CO, combining power de-

terminations were made prior to giving the drug and at
least one subsequent determination dquring or shortly
after its administration., TEach case showed a definite
decrease in the CO2 combining power; this decrease from
1.9 to 27.3 vol % with the mean being 14,1 vol %. In
spite of these findings there was no clinical evidence
of acidosis, The degree of fall in CO2 was found to
show a moderate correlation with the dose of Prontylin
given in gms/kil in the previous 24 hours., In another
study of 97 selected cases treated with sulfanilamide
(blood concentrations were 10 mgm percent or more)
hyperventilation and cyanosis were noted, together with

an associated reduction in the CO, combining power




























































































































Ostergard, Peter

Date
Weight
Urine

Na mEq/24 hr.

K mEq/L

K mBEq/24 hr.
Serum

Na mEq/L

K

Plasma

CO2 comb power

13
1943

1350
26
35
52.7

135
3.9

14
1943
1900
8.5
16 .2

19.3
36.67

135
3.8

22,06 meq.

1
194

2810
25

70.3
25.6
72.9

140
L.l

48,5 vol.%

16
192

2330
28
65 02
28
65.2

140
4.1

17
193

2120

37

78 4k
21.9

L6.43

138
3.9

18
191

1580
70
110
29.8
47.08

150
L.y
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