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SUMMARY
The abjective of the study was (o delermine the polential toxicity of the tesl artwle,
Lu 02-648 (CEP-1347), ollowing daily oral (gavage) administration (o the monkey

for 20 wecks,

The [nllowing dose levels were sclecled:

Group C3roap sk Drase level Animalsgram
number cleseriplion witlusre (mEkigiay)
(il k) hale Female
1 Yiehicls cantmad 4 o (le.idl) ] 4
2 L 4 23 L 4
3 Intermeslale 4 a0 4 4
4 Hirgh 4 100 (50 0340 4 d

- 50— A e v ackremisemed bwae dhity

There wore no unscheduled deailis on the study and there were no treatment-related
clinical signs.

Lu 02-64% was syslemically absorbed [ollowing oral administration at all three doses
investigated in male and female monkeys, Plasma concentrations in males and

females were comparable.

In general, Cray and AUCpaqy values ol Lo 02-648 (CEPR-1347) increased wilh
increasing dose between 25 and 100 mgfkg/day for both sexes at all ccoasions but
were considarably lower in Weeks 4, 13 and 20 than on Day 1.

Mo sex-reliled differences were ohserved. In general the individual data were variable
anid therefare the ohservations made during the TE analysis must be evaluated in light
of this variability.

Intermediate and high dosc animals exhibited lower hody weight aains over the first
13 weeks of treatmenl; thereafter they were similar to contrals.

There was no cffcols of treatment oo heart rates or bloed pressurcs.
1

There were no cffecls of treatment on any of the haematology, clinical chemisiry or

uring analysis parameicrs.

Al peeropsy higher spleen weighls were noted for high dose females, hizgher liver
weights and lower pituitary weights for low and high dose females.
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There wers no macrescopic lindings due to effects of the (est article.

Microscopically, in trealed animals there were more [ine brown pizment granules in
the cytoplesm of the tubular cpithelial cells in the pars recls region of the proximal
tuhules in the kidnevs compared with controls, bul the extent was not dese related,
The pigment was identificd as lipoluscin.  This change was not accompanied by
evidence of tubule cell injury, fanticnal or clinical pathology indices ol toxicity.

In conclusion, Lu (2-648 (CEP-1347) was very well tolersted by all the smmals an
the study. The only treatment-related finding, which was observed at MICroscopic
examination, was an accumulation of vellow-brown pigment in the cyloplasm of
proximal fubule cells in kidneys of both sexes, There was no evidance of eytaplasmic
vacunlation or degencration, single cell death or necrosiz, and inereased mitotic
activity or lubule hyperplasiz. Importantly, no functional or ¢linical pathology milices
ol renal toxicity were apparent in these monkeys,

Based on the absence of any indication of proximal tubule damage or functional
change and the absence of deposition in any other lissusforgan, indicales the likely
role of an adaplive metzhalic process invelving the kidney, The zccumulalion af
lipoluscin itself is mol considered to be toxic to the cell, and therefore is mol
considered fo be toxicelogically significant (Sohal, 1931).

Additionally there were mild effocts on body weight in intermediate and high dose
animals amd on orzan weighls,

3ased on these findings 2 no observed adverse effect level (NOAEL) was considered
to be 100 meka/day (50 my bad.).
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