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Postmarketing Study

As part of the risk management program for YAZ, the International Active Surveilance (INAS) Study
began in the USA in August 2005. The study began with recruitment ofYasmin (DRSP 3mg/E 0.03 mg)
and other OC initiators. Recruitment of YAZ initiators first began following its market introduction in
late April 2006. At the end of July 2006, more than 10,000 women have been-enrolled into the study,
including approximately 1,000 Y AZ initiators. Extension of the study into Europe wil depend on the
international registration and launch status of Y AZ.

Periodic Adverse Event Reporting

The first Periodic Adverse Drug Experience Report for YAZ NDA 21-676, approved on March 16,2006,
for the indication of oral contraception, was submitted on July 14, 2006 (reporting period March 16, 2006
~ June 15, 2006). Three initial non~serious reports were included, blue stools, pain and burning in left
forearm and thigh, and severe acne. .

Medical Officer Comment:
. In summary, there is no safety information from this update that would impact on

approvabilty or labeling.

8 ADDITIONAL CLINICAL ISSUES

8.4.PEDIATRICS

As noted in the original review, waiver of the requirement for pediatric studies (ages 0 to 1 1 years) was

requested by the Applicant, justified by the small number of patients in this age range who would use the
drug for pregnancy prevention or treatment ofPMDD.

Medical Reviewer's Comment:
. The reviewer agrees that a waiver of pediatric studies is warranted.

8.7 POSTMARKETING RISK MANAGEMENT PLAN

The planned post-marketing risk management activity for Y AZ in regard to potential hyperkalemia is
discussed in the review ofNDA 21-676 and is comparable to the risk management plan that was
conducted for Yasmin.

For NDA 21-873, the risk management plan specifically targets the clinical issues of PMDD. The
Applicant submitted a brief outline of its "Educational Outreach Protocol for Providers and Patients" in
the Complete Response. The stated ,objectives of the program according to the Applicant are to:

· Educate healthcare providers on the diagnostic criteria and the various existing tools to differentiate
and identify the various premenstrual disorders

· Educate healthcare providers on the interpretation of one of the tools (the Daily Record of Severity of
Problems) (DRSPS, the instrument used for the primary endpoint in the PMDD trials) used to assess
the severity of a patient's premenstrual disorder

.. Educate healthcare providers on the treatment options

· Educate women on the advantages of using diaries to better understand their symptomatology, and
foster better discussion with their healthcare provider

· Provide women with opportunities to increase their understanding and awareness of PMDD and the
treatment options available to them
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management in regard to prescribing for PMDD are discussed in section 8.7 and summarized in the
subsequent section.

9.3.1 Risk Management Activity

The principal risk management activity for this secondary indication ofPMDD is addressed through
labeling. Labeling for this product stresses that women should initially decide to use this product
primarily for birth control and that PMDD is a secondary indication and benefit The label cautions
women not to use Y AZ primarily for treatment of PMDD unless they have already decided to use an oral
contraceptive for birth control since there are other medical alternatives. The label also addresses the fact
that PMDD is a serious mood disorder and should be diagnosed by clinicians according to strict criteria.

The modifications made by the Applicant in their educational and training program (submitted September
14,2006) are acceptable. These modifications include a health care provider assessment that is shorter
and more appropriately focused on PMDD & PMS; an educational guide to theDSM-IV criteria of
PMDD; and an Ingenix study to assess prescribing practices.

9.3.2 Required Phase 4 Commitments

As discussed in the March 16,2006 review ofNDA 21-676; the Applicant has committed to conducting a
large prospective Phase 4 postmarketing safety study with Y AZ. This study is called the International
Active Surveilance (INAS). The INAS study is similar to the recently completed European Active
Surveilance Study (EURAS) assessing risk of arterial and venous thromboembolic events in users of
Yasmin, as compared to users of other oral contraceptives. The INAS study for YAZ wil include both
U.S. and European sites, and plans to recruit 50,000 women who wil be followed semi-annually for three
years. Recruitment ofYAZ initiators first began in the U.S. following its market introduction in late April
2006.At the end of July 2006, more than 10,000 women have been enrolled into the study, including
approximately l,OqOYAZ initiators. Extension of the study into Europe wil depend on the international
registration and launch status of YAZ.

No additional Phase 4 commitments are required.

9.3.3 Other Phase 4 Requests

There are no other phase 4 requests.

9.4 LABELING REVIEW

Labeling negotiations were cçmcluded successfully. As compared to the approved YAZ label for
contraception, the main goál for this label was to stress that women should not use Y AZ for the treatment
ofPMDD unless they, have already decided to use an oral contraceptive for birth control as noted in other
sections ofthis review.

9.5 COMMENTS TO ApPLICANT

There are no comments to convey to the Applicant.
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