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Registrant: Tonza Inc.
EXECUTIVE SUMMARY :

The Toxicology Branch I has reviewed the Registrant's Response to
Agency Review of MEH General Metabolism Study (MRID Number:
430204-02) ..

The Toxicology Branch I concludes that the above metabolism study
in rats with MEH has been adequately conducted. Thus, the
Toxicology Branch I is upgrading this study from core-
supplement -m wr. This study satisfies the :
guideline requirement No. 85-1 for a metabolism data in the rat.
This memorandum will serve as a supplement to the original DER
(HED Document No. 009394, MRID No. 421233-02/421739-02).

TOXICOIOGY BE Al o S MO'S CO :

Questions raised by the Toxicoiogy Branch and lonza's comments
are listed below.
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The sponsor needs to supply analytical datz to demonstrate that
the HPLC methodology was validated to confirm the identity of the
metabolites in the urine samples.

lonza's Comments

The urine samples were analyzed by two separate HPLC gradient
systemn and copies of the chromatograms from these analyses are
attached. The retention times of the major radiocactive peak
the urine samples matched that of an analytical standard of l4c-
MEH when analyzed by both gradient systems. The principal
radioactive component found in the urine samples was parent
compound (MEH), accounting for 96.38 to 97.61% of the
radioactivity in urine. :

Toxicology Branch Respcnse
The analytical data ~upplied by Lonza adequately demonstrated
that the ¥PLC met. - "ogy was validated to confirm the identity

of the ma r radioact.ve peak in the urine samples. Thus, we ar.
upgra”’a- .he study [MRID No. 421238-02 (Addendum tc 421739-02) ]

from - supplementary to core-minimum. This study satisfies
the ~ .Jine requirement No. 85-1 for a metabolism data in rats.
REQUESTED ACTION:

The Registration Division requested that the Toxicology Branch
review Registrant's Response to Agency Review of MEH General
Metabolism Study (MRID Number: 430204-02).
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