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D. Monitoring128

129
We recommend that:130

131
• All subjects who have a uterus undergo an endometrial biopsy at end-of-study.132

• Any new findings noted during the conduct of the study or during the end-of-study133
physical examination (including findings related to the breast) receive careful and134
appropriate evaluation and be monitored until there is complete clinical resolution of any135
diagnosed condition.136

• Sponsors provide plans for monitoring and/or reducing the risk of adverse endometrial137
effects in women who have a uterus.138

• Safety assessments of lipids and of carbohydrate and coagulation parameters139
(antithrombin III, factor V Leiden, protein-C and protein-S) be conducted.140

• Serum levels of the parent compounds and metabolites be measured.141

E. Primary Endpoints142
143

For the treatment of moderate to severe vasomotor symptoms, we recommend the following co-144
primary endpoints:145

146
• Mean change in frequency of moderate to severe vasomotor symptoms from baseline to147

week 4 148

• Mean change in frequency of moderate to severe vasomotor symptoms from baseline to149
week 12150

• Mean change in severity of moderate to severe vasomotor symptoms from baseline to151
week 4152

• Mean change in severity of moderate to severe vasomotor symptoms from baseline to153
week 12154

155
For the treatment of moderate to severe symptoms of vulvar and vaginal atrophy, we recommend156
the following co-primary endpoints.157

158
• Mean change from baseline to week 12 in the moderate to severe symptom that has been159

identified by the patient as being the most bothersome to her160

• Mean change from baseline to week 12 in vaginal pH161

• Mean change from baseline to week 12 in vaginal maturation index (parabasal and162
superficial cells)163

F. Study Analysis164
165

For estrogen alone products intended to treat moderate to severe vasomotor symptoms, we166
recommend that the primary efficacy analyses show a clinically and a statistically significant167
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