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Introduction

A vaginal micronized progesterone tablet (Endometrin®) is currently under development for use in
reproductive-age women requiring progesterone support of the endometrium for pregnancy. This study deter-
mined the pharmacokinetic (PK) profiles of two dosage regimens (100 mg BID and 100 mg TID)
compared to Crinone® 8% vaginal gel in normal, reproductive-age females (Table 1).

Study Design

This single-center, randomized, open-label, PK study included women 18 to 40 years of age with an
intact uterus. Eighteen eligible subjects (six per treatment group) were randomly assigned to receive either
tablets (100 mg BID or TID) or 8% gel (90 mg QD). The study was divided into four phases: Screening,
Single-Day (single day of dosing), Washout, and Multiple-Day (five days of dosing). Blood samples for PK
analyses were collected over a 48-hour period during the Single-Day phase and starting on Day 5 of the

Multiple-Day phase. A seven-day Washout period separated the Single-Day and Multiple-Day phases of the
study.

Table 1.
Subject Demographic Characteristics and Gynecological History
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Results

In the Single-Day phase, mean Cmax was 17 ng/mL in the tablet BID group, 19.8 ng/mL in the tablet TID
group, and 6.8 ng/mL in the vaginal gel group (Table 2). Figure 1 demonstrates that the progesterone
concentrations produced with the vaginal tablet BID approximated steady-state progesterone
concentrations 12 hours after the first dose. The TID dosing group reached steady-state concentrations by
the end of the first dosing interval of Day 2. However, the gel showed substantial accumulation between Day

1 and Day 5 of treatment, demonstrating that steady-state concentrations had not been achieved within that
time (Figure 2).

By Day 5, the mean concentrations were relatively uniform over the entire 24-hour period (Figure 3). Derived
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