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TOXICITY TO MALE FERTILITY

An Addendum to the ICH Tripartite Guideline on
DETECTION OF TOXICITY TO REPRODUCTION FOR MEDICINAL PRODUCTS

ICH Harmonised Tripartite Guideline
Having reached Step 4 of the ICH Process at the ICH Steering Committee meeting

on 29 November 1995, this guideline is recommended for adoption
to the three regulatory parties to ICH

Background Note (not part of the guideline)
In June 1993 an ICH Harmonised Tripartite Guideline on Detection of Toxicity to
Reproduction for Medicinal Products was adopted by the ICH Steering Committee
and has since been implemented in the three ICH regions.

Additional data on the duration of the premating treatment and on the parameters
suited for the detection of effects on the male reproductive system and on fertility
have been collected and are presented in two papers that were published in J. Amer.
Coll. Toxicol. in August 1995 and also in J. Toxicol. Sci. as Special Issue in
September 1995.  The Japanese collaborative study which was conducted came to the
conclusion that histopathology of reproductive organs is the most sensitive method
for detecting effects on spermatogenesis.  Sperm analysis gives similar information
and could be a useful method where histopathology is not feasible, as well as for
confirmative purposes and further characterisation.  Mating trials were found to be
sensitive for the detection of effects of sperm maturation, sperm motility and of
behavioural changes (e.g., libido).

The Japanese parties to ICH compared premating treatments of 4 and 9 weeks
duration and found no differences in detection rate, i.e., at least 4 weeks is necessary.
Data from the European literature survey show equal detection efficiency with
premating treatments of 2 and 4 weeks duration.
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examinations is dubious or if there are no data from other studies, then the need for a
more comprehensive study should be considered (Note 12).

OBSERVATIONS
At terminal examination:

• perform necropsy (macroscopic examination) of all adults,

• preserve organs with macroscopic findings for possible histopathological
evaluation; keep corresponding organs of sufficient controls for comparison,

• preserve testes, epididymides, ovaries and uteri from all animals for possible
histopathological examination and evaluation on a case-by-case basis,

• count corpora lutea, implantation sites (Note 16),

• count live and dead conceptuses.

Sperm analysis can be used as an optional procedure for confirmation or better
characterisation of the effects observed (Note 12).

Note 12 (4.1.1) Premating treatment
The design of the fertility study, especially the reduction in the premating period for
males, is based on evidence accumulated and on re-appraisal of the basic research on
the process of spermatogenesis.  Compounds inducing selective effects on male
reproduction are rare; compounds affecting spermatogenesis almost invariably affect
post meiotic stages and weight of testis; mating with females is an insensitive means
of detecting effects on spermatogenesis.  Histopathology of the testis has been shown
to be the most sensitive method for the detection of effects on spermatogenesis.  Good
pathological and histopathological examination (e.g., by employing Bouin's fixation,
paraffin embedding, transverse section of 2-4 microns for testes, longitudinal section
for epididymides, PAS and haematoxylin staining) of the male reproductive organs
provides a direct means of detection.  Sperm analysis (sperm counts, sperm motility,
sperm morphology) can be used as an optional method to confirm findings by other
methods and to characterise effects further.  Sperm analysis data are considered
more relevant for fertility assessment when samples from vas deferens or from cauda
epididymis are used.  Information on potential effects on spermatogenesis (and
female reproductive organs) can be derived from repeated dose toxicity studies or
reproductive toxicity studies.

For detection of effects not detectable by histopathology of male reproductive organs
and sperm analysis, mating with females after a premating treatment of 4 weeks has
been shown to be at least as efficient as mating after a longer duration of treatment.
Two weeks may be acceptable in some cases.  However, when a two-week treatment
period is selected, more convincing justification should be provided.  When the
available evidence suggests that the scope of investigations in the fertility study
should be increased, appropriate studies should be designed to characterise the
effects further.


