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case of subjects who were still on study at the time of a Pearl Index calculation, the last study visit 
date when a pregnancy test was performed was used in place of the IUS discontinuation date. A 
“last cycle” computed using this algorithm was considered complete if it was at least 23 days in 
length. In addition, subjects who became pregnant had that last cycle counted as completed for the 
PI calculation, regardless of length. 

For the primary PI outcome using exposure information for Year 1, Year 2 and Year 3, the 
Modified Intent-to-Treat (MITT) population was used as the basis of exposure and all 28-day cycles 
(except the first 28-day cycle) where use of another birth control method was reported in the daily 
diary were excluded from the total cycle count denominator. 

For the definitive assessment of contraceptive efficacy, the Pearl Index and its 95% confidence 
interval were considered the primary result for inferences. 

The “on-treatment” pregnancy rate and its associated 95% confidence interval were also estimated 
using life table methods with year of use serving as the principal life-table classification. Because 
the life-table method depends on a continuous exposure interval, it did not exclude 28-day cycles in 
which another birth control method was reported, i.e., all complete 28-day cycles were used in the 
calculations. 

Life Table analysis was conducted on the following populations: 

• LNG20 MITT with no cycle exclusions for Year 1, Year 2 and Year 3 
• LNG20 MITT subgroups (age, parity, race, BMI, inserter type) 
• LNG20 IUS subjects 36-45 years old with no cycle exclusions 

Life table-derived rates are also provided for the MITT population by: 

• Age (completed years):< 18, 18-30, 31-35 
• Parity: nulliparous versus parous 
• Race: White versus Non-white 
• Body Mass Index: ≤ 24.9, 25.0−29.9, 30.0−39.9, ≥ 40 

3.1.3 Patient Disposition, Demographic and Baseline Characteristics 

A total of 2,074 subjects were screened for the study. 1,910 generally health subjects aged 16-45 
were enrolled into the study, 1,751 of whom had at least one placement attempt with LNG20 IUS. 
Table 2 summarizes the number of subjects and the disposition of LNG20 IUS treated subjects 16­
35 years of age. The primary reason for study discontinuation in study M360-L102 after a 
successful placement of IUS are “Adverse Event” (9.2%) and loss to follow-up (5%). The number 
of subjects who finished at least 1 year, 2 year and 3 year study duration (MITT population) are 
694, 383, and 272, respectively. 
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4 FINDINGS IN SPECIAL/SUBGROUP POPULATIONS 

4.1 Gender, Race, Age, Geographic Region and others 

The efficacy results were based on women aged 16 to 35 only so the subgroup analyses by gender 
and age were not necessary for this indication. The phase 3 study was conducted in the US so no 
by-region analysis was necessary. 

There were only 2 on-treatment pregnancies in Year 1 and 4 additional on-treatment pregnancies in 
Year 2 in the LNG20 IUS treated ITT and MITT population, they were all white female and only 
one pregnancy with BMI greater than 30kg/m2 . Due to the very low pregnancy rate, subgroup 
analyses by race, BMI and others are not necessary. LNG20 IUS is efficacious in all subgroups. 

5 SUMMARY AND CONCLUSIONS 

5.1 Statistical Issues and Collective Evidence 

There were no statistical issues in this submission. Efficacy was evaluated by the pregnancy rate 
based on the Pearl Index and Life Table approach in women aged 16 to 35 years excluding cycles 
(except the first 28-day cycle) with no intercourse and where other birth control methods were used 
and life table analysis. In study M360-L102, the PI and its 95% CI in the LNG20 MITT population 
are 0.15 (95% CI: 0.02, 0.55), 0.41 (95% CI: 0.11, 1.05), and 0.00 (95% CI: 0.00, 0.98) at Year 1, 
Year 2 and Year 3, respectively. The cumulative pregnancy rate in the three year study using Life 
Table approach in the LNG20 MITT population is 0.55 (95% CI: 0.24 to 1.23). 

5.2 Conclusions and Recommendations 

From a statistical perspective, the Applicant reported efficacy results based on pre-specified 
endpoint and statistical methods. Both the Pearl Index and life table method consistently showed 
that LNG20 IUS was effective in preventing pregnancy for up to three years of product use.  
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