DRUG TOLERANCE STUDY OF PRIMAQUINE IN RHESUS MONKEYS -

Principal Investigators : Richard E. Whitmire, LTC, VC
Prayct Tanticharoenyos, DVM
Markpol Tingpalapong, DVM, LL.B.
Pranee Hunsukjariya, B.Sc.

Associate Investigator : John W. Crum, MAJ, MSC
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OBJECTIVES :

1. To determine the maximum tolerated dose of primaquine in rhesus monkeys
(Macaca mulatta),

2, To determine the nature of the toxic effects, including a determination
of the organ system(s) affected by primaquine,

BACKGROUND : while certain chemical compounds are known to have excellent
schizonticidal activity, they are, at the same time, toxic to the host, The
purpose of this study was to determine the toxic dose of primaquine in rhesus
monkeys and also to determine what organ system(s) were affected by the drug.

METHODS : This study was conducted using the primary test phase format of fixed
dosages., A total of 10 rhesus monkeys were utilized. The monkeys were divided
into 2 groups of 5 monkeys each, There were 4 test monkeys and one control
monkey in each group, In Group I, the 4 test monkeys were given Primaquine at
the level of 10 mg/kg/day for 7 days suspended in 3 ml. of 0.3% methyl cellulose,
In Group II, the 4 test monkeys were given primaquine at the level of 3.16
mg/kg/day for 7 days suspended in 3 ml. of 0.3% methyl cellulose. The control
monkey in each group was given 3 ml. of 0,3% methyl cellulose, The dosages
remained constant in each group for the entire 7 days. All drugs were adminis-
tered orally via nasogastrotube,

The duration of the study was 30 days beginning on day 1 in which blood
was taken for base line data. A total of five blood specimens were taken during
the course of the study : days 1, 8, 15, 22 and 29. The drug was administered
on days 14 through 20 inclusively., (See Table 1), Critical clinical observa-
tions were recorded on each moneky on days 14 through 21 of the study.

The following parameters were determined on each blood specimen collected :
RBC, WBC, differential, hematocrit, SGOT, SGPT, BUN, Creatinine, total protein,
glucose, methemoglobin, Two blood samples were taken prior to the administra~
tion of the test drug, one blood sample was taken during the administration of
the drug, and two blood samples were taken after completion of the administra-
tion of the drug (See Table 1),
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Five monkeys were randomly selected for necropsy. Monkeys number H-89
and H-91 from Group I were necropsied while monkeys number H-96 and H-97 were
necropsied from Group II. Control monkey number H-106 was also necropsied.

RESULTS : All of the test monkeys survived the administration of the primaquine,
Clinical illness was not observed in any of the monkeys during the test,
Laboratory analysis of blood specimens taken before, during and after adminis-
tration of primaquine are recorded in Tables 2ithuoughii7.

The SGOT/SGPT levels were elevated transiently in two test monkeys in
Group I (H-89 and H-91) indicating some liver cell necrosis. All other labora-
tory examinations on blood and serum were within normal limits and were not.
significant, Post mortem lesions were minimal and not significanti Histo-
pathologic analysis is currently being performed on tissue specimens collected
at necropsy.

CONCLUSIONS : The tox@é dose of primaquine for the rhesus monkey is greater
than 10 mg/kg/day X 7 days as no deaths occurred during this test.
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