Type of animal models
The type of animal(s) to be used?
Animal models are indispensible tools in the search to identify the activity of various drugs. The animal we are using here are rodents because the information which can be gathered regarding their Pharmacodyanamic profile and the pharmacokinetic data can be applied to the humans beings because of their Physiological similarity which are also being evaluated by various organization such as Food and the Drug administration and the International agency for Research on cancer (especially for rat and mouse) and the data obtained can be used in order to access the carcinogenic risk to humans. These are the preferred animals for long term carcinogenetic studies as they can be easily housed in sufficient number and studied in laboratories and have relatively short life span. Moreover humans and animals share hundreds of illnesses, and consequently animals can act as models for the study of human illness.
REFERENCES:
· http://www.ich.org/LOB/media/MEDIA490.pdf (2), http://www.animalresearch.info/en/science/whyanimals
Their gender(s)?
The pre clinical studies can be done on both male and female rodent species as it depends upon the use of the drug which in this case is an anti-depression drug.
Their species or strains(s)?
Both rat and mouse (preferably rat) can be used for various carcinogenic testing which include Pharmacology, Repeated dose toxicology, Metabolism, Toxicokinetics and Route of administration but generally rats are selected because there is a considerable problem when it comes down to taking the blood samples, micro surgery and the weighing of the organ in the case of mouse. Moreover the data retrieved from the carcinogenic testing of the mouse species can sometimes be misleading.

There are various species of rats and mouse which are available for the carcinogenic
REFERENCE:
· http://books.google.com/books?id=7aaUOFfGcQoC&pg=PA27&dq=handbook+of+carcinogenicity+which+includes+species+of+rats+and+mouse&sig=iWNxM7uTipgdwRlqz_KIbKP7G, http://www.ich.org/LOB/media/MEDIA491.pdf(6.1(c))
Dose range(s) to be tested on the animals?
The high dose should be the maximum tolerated dose (MTD). In general, the low dose should not be less than 10% of the high dose. The low dose level should not interfere with normal growth, development, and lifespan of test animals, nor should it produce any other signs of toxicity and the intermediate dose level should be between the high and low doses of the test substance. The exact dose chosen should be the intermediate dose
· REFERENCE: http://www.cfsan.fda.gov/~acrobat/red-ivc7.
Q5 Route of administration?
All routes of administration can be applied but ideally the chemicals are administered orally and to a lesser extent by dermal application or via inhalation. The drug has to be administered orally as it is given in the information that the drug administered to human being is 10-20 mg of the drug QID orally and also the route of administration has to be same in both the cases so as to expose the same organs to the drug.
REFERENCE:
· http://books.google.com/books?id=7aaUOFfGcQoC&pg=PA27&dq=handbook+of+carcinogenicity+which+includes+species+of+rats+and+mouse&sig=iWNxM7uTipgdwRlqz_KIbKP7GhI#PPA28,M1
Target organ(s) that will be examined for tumors?
They are potent inhibitors of serotonin re-uptake by central nervous system neurones hence the target organ is brain and as they are lipohilic in nature they can easily cross blood brain barrier but care must be taken as they sometime interact with other drugs or circumstances which cause serotonin release specifically in rats it is limbic system in hypothalmus. The enhancement of the serotonergic effects may produce a life-threatening serotonin syndrome.
Duration of the study/studies?
Usually all the carcinogenic studies are long term studies which would be of more than 2 years so that we can easily calculate the cumulative effects of the drugs in the body and a short term in vivo test systems for a duration of 3 -6months as this drug is being used in an intermittent manner.
REFERENCE:
· http://www.ich.org/LOB/media/MEDIA490.pdf (4.2), http://www.ich.org/LOB/media/MEDIA489.pdf (4.1)
