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Moseley et al.( 1) observed insulin shock in 
a diabetic patient receiving azetazoleamide as 
a diuretic and subsequently made studies on 
normal subjects to evaluate the effect of this 
drug on glucose tolerance. No significant 
change in the intravenous glucose tolerance 
curve was noted when studied with and with- 
out the administration of azetazoleamide. 
They concluded from the oral glucose toler- 
ance curve that azetazoleamide may interfere 
with the absorption of glucose from the gas- 
trointestinal tract. 

Since Moseley did not study diabetic pa- 
tients and limited his study to an acute prob- 
lem, our studies were designed to determine 
whether azetazoleamide influences the fasting 
blood sugar of normal and diabetic patients 
after acute and chronic administration and 
whether the oral glucose tolerance curves can 
be affected. 

Acute study. -4cute experiments were car- 
ried out in 20 normal and 20 diabetic sub- 
jects. Half of each group were given either 
500 mg of azetazoleamide* orally and fasting 
blood sugars determined (method of Folin- 
Wu) ( 2 )  3 hours later or followed without 
drug administration for a similar period. One 
week later, to eliminate biologic variation, the 
subjects were re-studied but the procedure 

* Supplied by Lederle Laboratories Division, Amer- 
ican Cyanamid Co. 

reversed. The results of this experiment are 
summarized in Table I. Azetazoleamide did 
not alter the fasting blood sugar 3 hours after 
its administration in the normal and the dia- 
betic group of patients when studied as an 
acute experiment. The blood sugar taken at 
3 hour intervals was practically the same with 
and without the drug. 

Chronic study. Chronic experiments were 
carried out in 6 normal and 6 diabetic pa- 
tients. Azetazoleamide was given in doses of 
500 mg daily for a 3 week period to 3 normal 
and 3 diabetic patients. Fasting blood sugars 
were determined (method of Somogyi) (3)  at 
weekly intervals. As a control, a similar 
group was followed without drug administra- 
tion. In Table I1 average values of blood 
sugars are recorded. With chronic adminis- 
tration of 5 0 0  mg of azetazoleamide there 
was no significant change in the fasting 
blood sugar in either the control patients or 
those receiving the drug for a period of 3 
weeks. 

The final experi- 
ment was related to the effect of azetazole- 
amide on the glucose tolerance curve. Three 
normal and 3 diabetic patients received the 
standard oral glucose tolerance test utilizing 
100 g of glucose. The procedure was re- 
peated at  a later date with 5 0 0  mg of azeta- 
zoleamide being given 3 hours prior to the 

Oral glucose tolerance. 
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TABLE I. I i i t l i i t w c ~  of .~zc~t:izol(.:iiiiiel~i U ~ I O I I  I:loo(l Sugar of Xormal and Diabetic Patients. 
( \ ’ : i luc~  of fastiiig blooil siigar in 111g 70.) 

(-Without drug--, rAfter oral admin. of 500 mg7 

Sub j ee t s Range Avg R : I I I ~ V  Avg Range A\-g Range Avg 
colltI.ol :: hr Control 3 hr 

azetazoleamide is used in diabetic patients for 
its diuretic properties, it is conceivable that 

\ v l l ehks  1 1  1 2 :: I I  1 2 :; the drug resulted in a change of cardiac status 

. 3 U l  iiig nzc~t:lzoh~- 
~ l l l l i , l ~ ,  o.l,. , l : l i ly+ (‘Oil  t 1.01- 

and insulin requirements, and azetazoleamide 
I )i:ilicbtic. 1::; I::,: 144 1.jq 11% 118 12; p ~ r  sc has no significant effect on sugar 

- .I inetabolism or insulin sensitivity. Any diur- 
etic azent would have the same action and i t  

Soii-ili:il)(ntii* $1;  q4 !); 7 : )  ;(; ~2 q~ 

.) SllIljt’vt4 f o r  ( Y l t * l l  gr( l l i ] l .  

administration of glucose. The glucose tol- is unnecessary to postulate a specific effect of 
erance curves are recorded in Table 111. Al- ~tzetazoleamide upon the blood sugar of dia- 
though there was considerable individual hetic subjects. 
variation in the curves obtained. the blood C‘o;zcZusio~zs. 1. The influence of azeta- 
su:ar curve for each of the subjects studied zoleamide upon fasting blood sugar and the 
was not different ivith and without azetazole- glucose tolerance curve was studied in a group 
amide. The differences in the curves ob- of diabetic and normal subjects. Azetazole- 
tained are within the range of technical and amide was given either as a single dose or for 
biologic variation. a period of 3 weeks. 2.  N o  significant alter- 

C’ornnzcnt. Maren ct al.( 4)  previously ob- 
served in chronic acidotic dogs maintained on 
azetazoleamide that the fasting blood sugar 
had slight but definite tendency to rise. How- 
ever, an insulin tolerance test was found to 
be normal in a dog treated with azetazole- 
amide. 

The response that Noseley noted was 
probably due to a well recognized clinical ob- 
servation of diabetic patients with congestive 
heart failure. During this time they may be 
uncontrollable and require an increased dose 
of insulin. As the congestive heart failure 

ation of the fasting blood sugar or the glucose 
tolerance curve was noted following the ad- 
111 i nis t ra tion of aze tazoleamide . 
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