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INTRODUCTION
With the preparaition o a pancreatic extract carable of induc-
ing a reduction in blood glicose level, Banting and Best in 1921
made possible the fi-st approach to the treatment of diabetes mel-
lituse. Insulin, the ictive principle of tne extract, has remained

the principal pharma:o0logic tool in the management of this meta-

bolic disordere Rece:tly a sulfonamide (Nl-sulphanilyl-N -n=-butyl-

2
carbamide) was introduced by Franke and iuchsl, which resulted in
a lowering of blood sugar ir. diabetics, Subsequent clinical trials
substantiated these original observations, and the drug at first
seemed to be an answer to tke long sought oral treatment for dia-
betess Unfortunately serious side effects were reported with the
use of the drug, and it was subsequently abandoned, Another sul-
fonylurea (Tolbutamice, Orirase) is presently undergoing extensive
study, and general e>perience indicates that Orinase can be used
successfully in the treatmert of 70% of all patients, replacing the
insulin in about one-half of those using it heretoforez.

Still another ccmpound chemically unrelated to the sulfonyl-

~

ureas was found by Cepriles” to have certain beneficial effects in

diabetes. This drug is chloroquine, known for many years as an
effective antimalariel and as the treatment of choice in hepatic
amebiasis.

The present stucy was undertaken with the objective of eval-
uating chloroquine a8 a hypoa&lycemic agent in patients with dia-

betes mellitus,



HISTORY AND IHiRMACCLCSZY OF CHLORCGUINE

Chloroquine is 7-chloro=4~{/ diethylamino-l-methyl-butyl-
amino) quinolines The compound is available as Chloroquine Fhos-
phate, U.S.F. (Araler Phosphate, NeN.R.). It is a white, bitter,
water-soluble, crystelline powder. Approximately 6C% of the (di)
phosphate represents the base., The phosphate is marketed as a 0.25
gram tablet for oral usee.

Chloroquine is cne of a large series of 4=aminoquinolines in-
vestigated under the program of antimalarial research during World
War II. At the end of hostilities it was found that the chemical
had been synthesized and studied by the Germans under the name of
Resochin in 1934.

Absorption, Fate, and Excretion: Chloroquine is almost come
pletely absorbed fronm the gastrointestinal tract with only small
amounts appearing in the stools. Approximately 55% of the drug in
the plasma is bound to nondiffusible plasma constitutents. Excree
tion is quite slow; cnly 10 to 20% is found unchanged in the urine.
However, the rate of renal excretion is increased by acidification
af the urine and decreased by alkalinization 5'6. Chloroquine is
deposited in the tissues in large quantities. In animals, from 200
to 700 times the placsma concentration is found in the liver, spleen,
kidney, and lung. The brain and spinal cord contain only 10 to 30
times the amount precsent in plasmau.

Dosage: For the purpose of malarial suppressive therapy, an
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