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Ms. Masako Kurimoto

Director

Office of Animal Health and

Animal Products Safety Division

Food Safety and Consumer Affairs Bureau
Ministry of Agriculture, Forestry and Fisheries

July 30, 2004

Subject : Teratogenicity study requirement for non-food producing animal products

ACCJ and EBC Joint Animal Health Sub-Committee would like to propose the following
deregulation concerning the Teratogenicity study requirement for non-food producing animal
products

Current situation:

VICH guidelines on the testing of developmental toxicity for veterinary medicinal products used
in food-producing animals (VICH GL32: “Studies to evaluate the safety of residues of veterinary
drugs in human food: developmental toxicity testing”) require comprehensive studies in order to
evaluate the effects of the residue of concerned compound in food on human health. It is
mandatory in the US, EU and Japan to conduct developmental toxicity tests for any products
intended for use on food producing animals, a requirement that is well accepted by the scientific
community.

The necessity of conducting developmental toxicity tests for non-food producing animals, on the
other hand, depends on the regulatory body. The EMEA and FDA do not require studies for non-
food producing animal products unless the product is to be used on pregnant animals. Here they
are only concerned with target animal safety. The VICH Guidance on target animal safety
(currently in development) states that developmental toxicity studies will be required for products
intended for use in breeding animals. These would be specific studies in the target species. The
Guidance includes dogs and cats. This proposal is scientifically accepted and the target animals
can be protected by a contraindication on the label.

In Japan, the guideline of toxicological evaluation for veterinary products (Notification 12-32 on
March 31st, 2000) requires applicants of new animal health products to submit teratogenicity
studies from rodent and non-rodent species, respectively. This requirement applies to non-food
producing animals, such as dogs and cast, regardless of whether or not the product is intended for
use on pregnant animals.
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The EBC and ACCJ feel that this requirement is unreasonable. Japan should consider abolishing
the requirement for developmental toxicity tests for all new veterinary products intended for use
in non-food producing animal products, so long as the products concerned are not intended for use
on pregnant animals. This requirement does not have any basis in science and does nothing to
protect the safety of the target animals. It also adds an unnecessary burden on producers of
animal health products. Companies have even reported being asked to supply teratogenicity
studies for compounds that have already been used in humans worldwide (including Japan) for
over 30 years without any reported adverse effects (see attached). Also, it is a matter of animal
welfare, which suggests not killing laboratory animals more than is required or needed.

ACCJ/EBC recommendation:

ACCJ and EBC Joint Animal Health Sub-Committee requests that the Japanese Animal Health
Administration consider omitting the requirement to test for developmental toxicity for products
intended for use on non-food producing animal so long as the products concerned are not intended
for use on pregnant animals.

Your positive consideration to our above proposal will be greatly appreciated.

Yours sincerely,

Yoshihiro Shimizu Dr. Gerhard H. Roth
Chairman Chairman

Animal Health Subcommittee Animal Health Subcommittee
The American Chamber of Commerce in Japan European Business Community
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Attachment

A company recently tried to register a combination drug with three active ingredients for
treatment of otitis externa in dogs. One of the components “C” was approved for human use in
the 1970s, just before the introduction of new guidelines requiring rabbit teratogenicity and was
approved based on rat and mouse teratogenicity studies only. The original manufacturer
conducted a non-GLP study in rabbits and published the result in 1974 (Postgrad Med J, July
Suppl. 1974, ppl7-20). The report stated: “no teratogenicity was observed in rabbits up to 200
mg/kg”, but the original data is not available now. PDR also describes that the drug is not
teratogenic in rabbits up to 200 mg/kg.

This drug has been used for humans including a considerable number of pregnant women for 30
years without any problem worldwide, including in Japan. After the first approval in Japan, this
drug has since been subsequently authorized as an over -the-counter product and a number of
generics are now available in the Japanese market. None of the license holders have ever been
requested to conduct additional teratogenicity studies using rabbits.

It is accepted worldwide that this drug has no teratogenicity. According to the FDA pregnancy
category, topical use is graded “B” and the Australian Drug Evaluation Committee’s “Prescribing
medicines in pregnancy” 4th edition graded it as “A”. Both of these categories mean that no
evidence of teratogenicity has been reported. (Please refer to the websites.)

As part of the application dossier to have this new drug approved for use in dogs, the company
submitted rat and mouse data as well as all of the above comments and published epidemiological
reports concerning pregnant woman (e.g. Czeizel AE, Toth M, Rockenbauer M.: No teratogenic
effect after clotrimazole therapy during pregnancy. Epidemiology. 1999 Jul;10(4):437-40). The
company also proposed that this drug not be used in pregnant dogs.

Despite its long history of safe use in humans (including pregnant women) and its intended use
on non-pregnant dogs, the Ministry of Agriculture Fisheries and Forestry still insisted that a
teratogenicity study for this product be conducted on rabbits.
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