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Reliability of the Rat 10-Day Hershberger Assay for Detection of Antiandrogenic Activity of
Flutamide: Evaluation for Method of Organ Gravimetry after Formalin Fixation

Osamu Sunami, Tomoya Yamada, Takeshi Kunimatsu, Satoshi Kawamura, Takaki Seki, Yasuyoshi Okuno, Iwao Nakatsuka,
Masatoshi Matsuo.

Environmental Health Science Laboratory, Sumitomo Chem. Co. Ltd., Japan

For Hershberger assay, reliability of protocol proposed by the OECD, arid reliability and feasibility of dissection and
weighing of accessory sex glarlds (ASGs) after formalin fixation were evaluated in this study. [Method] Castrated male
Crj:CD(SD)IGS rats (7 week-old) were treated daily with flutamide (0, 0.1, 0.3, 1.0, 3.0 and 10.0 mg/kg/day, p.o.) and
testosterone propionate (0.2 mg/kg/day, s.c.) for 10 days. One day after the final treatment, prostate, seminal vesicles,
muscles (levator ani plus bulbocavernosus muscles), Cowper's glands and glans penis were removed and weighed as
following methods: (Exp.1) all tissues were weighed without fixation, (Exp.2) muscles and glans penis were weighed
without fixation, and prostate, seminal vesicles and Cowper's glands were dissected and weighed after 24-hour fixation.
[Results and discussion] Antiandrogenic effect was detected at 0.3 mg/kg and higher in Exp.1, but at lower levels (0.1
mg/kg) in Exp.2, with shorter period of necropsy. These findings demonstrated that the protocol proposed by the OECD
is reliable, and that dissection and weighting of ASGs after fixation are also reliable and feasible. (This study was
conducted by the fond from NEDO.)



