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« KETOHEH
— Menstrual periods 18/21 — 51 F : ~ 400[]
— Average pregnancy/women: ~ 3
— Average births/women: 2.4
~ Pregnancy/menstrual period: ~0.8% (1.3% for 18-35%4")
Birth/menstrual period: ~0.55%
- Pregnancy rate when seeking child: ~ B5%/F
QC/HUDY.. .. prevention rate: ~80%
- Annual pregnancy rate for 20-29 year women: ~17%
+ Rates in Japan & Westermn Europe are lower
. B
- 1 -2 weeks exposure — 1 menstrual period
- Pregnancy testing on baseline

US National Center for Health Statistic - 2003

Phase 3 Studiesi

- Studies conducted in younger female patients

- RA, SLE, C-IBS (St KRB ), HIV, MS
(Metabolic syndrome?), drug abuse
Several months of therapy - risk previously
defined

— C-IBS (5 births/ 6000 periods): ~0.08%/menstrual
cycle

- RA development studies: ~0.07%/menstrual (birth)

= Pregnancy improves disease

« Development study << Registry rates < general patient
rates < general population rates

- The birth rate is ~10-15% of expected
« Compounds with previously delineated reproductive risk
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False negative 15% (16/105 comp.)
False positive 7% (7/105)
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= The half-day meeting held on May 6,
2007, between ICH M3(R2), S2(R1)
Safety Experts and representatives of
the three ICH regions of CVAMs
(Centers for the Validation of Alternative
Methods).

* Presenters

Abby Jacobs (ICCVAM and [l

Thomas Hartung (ECVAM) @

Yasuo Ohno (JaCVAM/NIHS) o

REDIER

« It was noted that no in vitro test was ready for
full replacement of animal studies and further
work was needed to establish tests. Several
in vitro tests are useful for refinement but they
are too sensitive and in vivo tests are still
needed for confirmation.

» Regular VAM/Regulators/Industry informal
meetings were not considered necessary.
The Group recommended that VAM experts
could be invited to integrate into Safety
Working Groups.

SC discussion:

» The regulators clarified that VAM have close links or
were part of the agencies and therefore could be part
of their delegation. Their participation would ensure
that impact of ICH EWG work on animal use is
adequately addressed, with the objective to optimize
the use of the “3Rs” (Reduce, Refine and Replace)
principles in medicines regulation.

+ PhRMA expressed concerns that groups such as
PETA not meeting the interested parties’ definition
would request participation. FDA mentioned that the
FDA organization of public hearings prior to each ICH
meeting allowed all interested parties to provide input.
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