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HYPERGLYCEMIC EFFECT OF N - METHYLGLUCAMINE
ANTIMONITE (GLUCANTIME) IN MICE

N - Methylglucamine antimonite (Glucantime)’in farelerde
hiperglisemik etkisi
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Summary: N - methylglucamine antimonite (Glucantime) was in-
jected intramuscularly to ten albino mice in a dose of 15-30 mg/kg for

the first three days and then 60 mg/kg for twelve days. Glucantime was

also injected in the same manner but in double doses to another ten mice.
No drug was administred to ten mice that were used as a control group.
In the sixteenth day, there were hyperglycemia, parenchymatous and
vacuolar degeneration, hepatocellular necrosis and inflammation in the
livers of the experimental mice which were marked as a double dose group.
The frequent monitoring of blood glucose of the patients with Kala-azar
receiving Glucantime was suggested.

Ozet : N - methyglucamine antimonite (Glucantime)’in glukoz me-

tabolizmas1 ve karaciger morfolojisi izerindeki etkilerini aragtirmak -
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amaciyla 10 albino fareye ilk ii¢ giin 15-30 mg/kg, sonraki 12 giin, giin-
de 60 mg/kg olmak iizere intramiiskiiler olarak Glucantime ve 10 fareye
de ayni ila¢ iki misli dozda verildi. Hi¢ bir ila¢ verilmeyen 10 fare ise
kontrol grubu olarak kullanildi. © Onaltinci giin yapilan incelemelerde,
yiksek doz alanlarda daha belirgin olmak {izere, Glucantime uygulanan
faralerde hiperglisemi ile karacigerlerin histolojik muayenesinde, hepato-
sitlerde parankim ve vakuoler dejenerasyon, yer yer nekrotik degisiklik-
ler ve portal bolgelerde mononiikleer hiicre ve daha az sayida notrofil
16kosit- infiltrasyonlar1 goriildi. Glucantime alan Leishmaniasis’li hasta-
larin kan gekerlerinin sik araliklarla izlenmesi 6nerildi..

Introduction

N - methylglucamine "antimonite (Glucantime) is one of the popula:
drugs used in the therapy of Leishmaniasis (4). Durmg the therapy of a
two - year - old. boy with Kala-azar, hyperglycemia (391 mg/dl) was
seen after the fifteenth dose of Glucantime (each dose 60 mg/kg) infected -
intramuscularly. Therefore, a study concerning hyperglycemlc effects of
Glucantime in mice was carried.

Materials and Methods

In this study male albino mice were used which were supplied by
the Ankara University, Faculty of Veterinary Medicine, Department of
Bacteriology, Laboratory Animals Breeding Unit. All of the mice were
at fous weeks of age and weighed 46 - 57 grams. They were fed in individ-
val cages with food (Turkish  Standart Rodent Food) and water ad
libitum. : R .

Thirty mice were divided into three equal groups. The first group
was separated as a control and recevied no drug. Ten mice in the second
group were given Glucantime as a single daily doses of 15 mg/kg per day

intramuscularyl for the first day, 30 mg/kg for the second day, and thre-

after it was continued with the injection of 60 mg/kg per day for twelve
days. Glucantime was given -to other ten mice in the third group in the
same manner, but in double doses. i ’ '

On the sixteenth day blood samples from the heart were taken to
determine the blood glucose level by Somogyi - Nelson Method (1) and
the livers for histological examination were fixed in 10 per cent formalin,
processed by routine methods, cut 5 micron thick and' stained with
haematoxylin and eosin.
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Results

Blood glucose levels were significantly higher in the experimental
group than the control group. It was however the highest in the double
- dose . group (third group) (Table 1). The difference between the blood

glucose level in the three groups were found to be statistically s1gmf1- ‘

cant (p<0.05).

In histological examination of livers in the experimental group
hepatocellular degeneration (parenchymatous and vacuolar) in varying
degrees and scattered small foci of hepatocellular necrosis and mononuc-
lear cells and polymorphonuclear leucocytes infiltration were observed
(Fig. 1). No changes were seen in the control group. In the double-dose
group all these changes were much more severe (Fig. 2, 3).

Tablo 1. Blood glucose levels in the control and expérimént‘ groups.

Groups Blood glucose level
P (mg/dl)

Control group (n:10) ‘ : 5893 4.7

Glucantime standart .

dose group (n:10) 101.0x10.3

Glucantime double B

dose group (n:10) 124.8+10.7

Discussion

Various kinds of side effects of Glucantime (such as, fever, rush,
xerostomia, hypersalivation, cough,’bradycardia, ECG changes, abdominal
pain, vomiting, diarrhea, toxic hepatitis, hemolytic anemia, agranulocy-
tosis, Dbleedings, . nephrotoxicity, convulsions, cardiovascular collaps
anaphylactoid schock) have been reported in the literature (2, 3, 5, 6, 7).
But .there is no report concerning the hyperglycemic effect of Glucantime.
We have showed that Glucantime caused hyperglycemia which is dose
dependent. Although we don’t know the mecanism of hyperglycemia due
to Glucantime, it might be related toxic pancreatitis just as the toxic

hepatitis which was seen in this study. Further experiments are needed
to be investigated on this subject.

We therefore suggest that blood glucose level should be determined
during the Glucantime therapy.
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Fig. 1. Glucantime standart dose group. Parenchymatous degeneration
and necrosis (arrows) in hepatocytes (Karaciger epitel hiicrelerinde pa-
renkim dejenerasyonu ve nekroz). H. E. X 236.
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Fig. 2. Glucatime double dose group. Focdl necrosis (n) and mononuclear

cells infiltration in the portal areas (Fokal nekroz ve portal bélgelerde
mononiikleer hiicre infiltrasyonu). H. E. X 132.

Fig. 3. Glucantime double dose group. Vacuolar degeneration in hepa-
tocytes (arrows) and mononuclear cells infiltration in the portal areas
(Karaciger epitel hiicrelerinde vakuoler dejenerasyon ve portal bolgele'r-
de mononiikleer hiicre infiltrasyonu). H. E. X 186.
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