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For pharmaceuticals developed to treat certain serious diseases, carcinogenicity
testing need not be conducted before market approval although these studies should
be conducted post-approval.  This speeds the availability of pharmaceuticals for life-
threatening or severely debilitating diseases, especially where no satisfactory
alternative therapy exists.

In instances where the life-expectancy in the indicated population is short (i.e., less
than 2 - 3 years) no long-term carcinogenicity studies may be required.  For example,
oncolytic agents intended for treatment of advanced systemic disease do not generally
need carcinogenicity studies.  In cases where the therapeutic agent for cancer is
generally successful and life is significantly prolonged there may be later concerns
regarding secondary cancers.  When such pharmaceuticals are intended for adjuvant
therapy in tumour free patients or for prolonged use in noncancer indications,
carcinogenicity studies are usually needed.

4.5 Route of Exposure
The route of exposure in animals should be the same as the intended clinical route
when feasible (ICH Dose Selection for Carcinogenicity Studies of Pharmaceuticals).
If similar metabolism and systemic exposure can be demonstrated by differing routes
of administration, then carcinogenicity studies should only be conducted by a single
route, recognising that it is important that relevant organs for the clinical route (e.g.,
lung for inhalational agents) be adequately exposed to the test material.  Evidence of
adequate exposure may be derived from pharmacokinetic data (ICH Guidance on
Repeated Dose Tissue Distribution Studies).

4.6 Extent of Systemic Exposure
Pharmaceuticals applied topically (e.g., dermal and ocular routes of administration)
may need carcinogenicity studies.  Pharmaceuticals showing poor systemic exposure
from topical routes in humans may not need studies by the oral route to assess the
carcinogenic potential to internal organs.  Where there is cause for concern for
photocarcinogenic potential carcinogenicity studies by dermal application (generally
in mice) may be needed.  Pharmaceuticals administered by the ocular route may not
require carcinogenicity studies unless there is cause for concern or unless there is
significant systemic exposure.

For different salts, acids, or bases of the same therapeutic moiety, where prior
carcinogenicity studies are available, evidence should be provided that there are no
significant changes in pharmacokinetics, pharmacodynamics, or toxicity.  When
changes in exposure and consequent toxicity are noted, then additional bridging
studies may be used to determine whether additional carcinogenicity studies are
needed.  For esters and complex derivatives, similar data would be valuable in
assessing the need for an additional carcinogenicity study, but this should be
considered on a case-by-case basis.

4.7 Endogenous Peptides and Protein Substances or Their Analogs
Endogenous peptides or proteins and their analogs, produced by chemical synthesis,
by extraction/purification from an animal/human source or by biotechnological
methods such as recombinant DNA technology may require special considerations.

Carcinogenicity studies are not generally needed for endogenous substances given
essentially as replacement therapy (i.e., physiological levels), particularly where



Need for Carcinogenicity Studies

4

there is previous clinical experience with similar products (for example, animal
insulins, pituitary-derived growth hormone, and calcitonin).

Although not usually necessary, long-term carcinogenicity studies in rodent species
should be considered for the other biotechnology products noted above, if indicated by
the treatment duration, clinical indication, or patient population (providing
neutralising antibodies are not elicited to such an extent in repeated dose studies as
to invalidate the results).  Conduct of carcinogenicity studies may be important in the
following circumstances: (1) For products where there are significant differences in
biological effects to the natural counterpart(s); (2) for products where modifications
lead to significant changes in structure compared to the natural counterpart; and (3)
for products resulting in humans in a significant increase over the existing local or
systemic concentration (i.e., pharmacological levels).

5. NEED FOR ADDITIONAL TESTING

The relevance of the results obtained from animal carcinogenicity studies for
assessment of human safety are often cause for debate.  Further research may be
needed, investigating the mode of action, which may result in confirming the
presence or the lack of carcinogenic potential for humans.  Mechanistic studies are
useful to evaluate the relevance of tumour findings in animals for human safety.

Supplementary Note
Note 1: It is expected that most pharmaceuticals indicated for 3 months treatment
would also likely be used for 6 months.  In an inquiry to a number of pharmaceutical
research and regulatory groups no cases were identified in which a pharmaceutical
would be used only for 3 months.


