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ABSTRACT
The present study was carried out to evaluate the drug-drug interaction between
antidiabetic drugs and antifungal drugs. Interaction of Pioglitazone and Rosiglitazone the
known Thiazolidinedione antidiabetic drugs with Itraconazole (antifungal drug) was
evaluated in alloxan induced diabetic rats. The blood samples were collected from
diabetic rats at different time interval upto 24hrs and blood glucose was estimated.
Itraconazole (18 mg/kg, p.o.) pretreatment has significantly altered the onset of
antidiabetic effect of Pioglitazone from 22.70 % to 30.89 % and significantly enhanced
the peak antidiabetic effect from 56.21 % to 68.30 %. Similarly pretreatment with
Itraconazole (18 mg/kg, p.o) has also significantly altered the onset of antidiabetic effect
of Rosiglitazone from 26.74 % to 30.07 % and enhanced the peak antidiabetic effect
from 45.08 % to 58.50 %. Duration of antidiabetic effect was raised from more than
24hrs.This study indicates that Therapeutic drug monitoring has to be required to
readjust the therapeutic dose of Itraconazole and Thiazolidinedione when they used
concomitantly.
Key words: Itraconazole, Pioglitazone, Rosiglitazone, Alloxan, Antidiabetic activity.
INTRODUCTION

pharmacy, it is important to determine

Drug interaction is the modification of

the

the effect of one drug (object drug) by

occurrence of drug interactions, which

the prior or concomitant administration

serious

of another drug (precipitant drug). Drug

patients. In addition, it is also important

interaction

or

to findout agents that are most likely to

diminish the intended effect of one or

produce hazardous interactions2. As per

both

the

survey, the incidence of drug-drug

diagnostic, preventive or therapeutic

interaction ranges from 3 to 5 % in

may

drugs.

activity

of

either

It
either

may

enhance
modify

drug1.

In

poly

incidence

and

implications,

frequency
in

of

hospitalized

patients taking a few drugs to 20% in

119

patients

receiving

many

drugs.

MATERIALS AND METHODS
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study was conducted on diabetic rats to
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assess the influence of Itraconazole
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RESULTS
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Table 1 : Percentage decrease in blood glucose levels at different time intervals
(Following various treatments in diabetic albino rats)
Time
in h
Fasting

Percentage reduction in blood glucose concentration ( mean ± sem )
Itraconazole
Itraconazole
Itraconazole Pioglitazone
Rosiglitazone
(18mg/kg,p.o,7days)
(18mg/kg,p.o,7days) +
(18mg/kg
(10mg/kg,
(720 g/kg,
+ Pioglitazone
Rosiglitazone
p.o.)
p.o.)
p.o.)
(10mg/kg, p.o.)
(720 g/kg, p.o.)
-------------

1.0

-0.79 ± 2.62

14.00 ± 1.39

18.41 ± 1.56

13.93 ± 0.38

13.14 ± 1.84

2.0

-1.63 ± 1.43

22.70 ± 2.30

30.89 ± 2.30**

26.74 ± 0.55

30.07 ± 0.54*

4.0

-2.51 ± 1.30

51.99 ± 0.78

62.82 ± 1.36***

32.05 ± 1.00

38.16 ± 0.83***

8.0

-3.92 ± 2.37

56.21 ± 1.32

68.30 ± 1.44***

45.08 ± 0.78

58.50 ± 0.28*

12.0

-2.18 ± 1.90

53.11 ± 0.36

59.64 ± 1.34**

39.37 ± 1.51

43.13 ± 0.73

18.0

-4.50 ± 2.37

36.59 ± 0.49

46.20 ± 1.97***

27.29 ± 1.33

40.69 ± 0.94*

28.85 ± 0.29
36.06 ± 1.59***
25.36 ± 1.41
36.15 ± 0.80*
n=6 * Significant at p< 0.05; ** highly significant at p<0.01; *** very highly significant
24.0

0.25 ± 2.60
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taken to reduce minimum of 20%
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reduction in blood glucose levels), peak
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Since Itraconazole (18 mg/kg) perse did

antidiabetic drugs such as Thiazolidinedione

not influenced the blood glucose levels
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out. In our study, pretreatment with
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doses. However, the therapeutic dose
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where onset of action, peak effect and
duration of antidiabetic effect induced
by Thiazolidinedione were significantly
enhanced. This suggests that Itraconazole
retards
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metabolism

of

these

was found to influence the antidiabetic

antidiabetic drugs by inhibiting the

effect significantly.

enzymes
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responsible
and

for

Rosiglitazone

their
are
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therapeutic dose of Thiazolidinediones
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and Itraconazole do interact. Therefore it

indicate that Itraconazole is a weak
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monitoring so as to readjust dose and
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. It is evident

frequency of administration of these

from the results that the therapeutic dose
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of Itraconazole enhanced the antidiabetic

to avoid the patients
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