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3.0 Introduction

This statistical analysis plan (SAP) describes the planned statistical analyses for elagolix 
(ABT-620) Study M12-816 titled "Extension Study to Evaluate the Efficacy and Safety of 
Elagolix in Premenopausal Women with Heavy Menstrual Bleeding Associated with 
Uterine Fibroids."  The analysis plan was created based on the Study Protocol M12-816 
Amendment 1 dated 18 December 2017.

This analysis plan describes both the efficacy and safety analyses.  The pharmacokinetic 
data will be analyzed separately and is not addressed in this SAP.

The SAS System 9.2 or above will be used to perform the statistical analyses.  No 
statistical tests will be performed unless otherwise specified. 

4.0 Study Objectives, Design and Procedures

4.1 Objectives

The primary objective of this study is to evaluate the long-term efficacy and safety of 
elagolix administered alone and in combination with add-back therapy 
(estradiol/norethindrone acetate or E2/NETA) to reduce heavy menstrual bleeding (HMB) 
associated with uterine fibroids for up to 12 months (initial 6 months if on active 
treatment in the pivotal Study M12-815 or Study M12-817 and an additional 6 months in 
this extension study).

The study will also evaluate the effects of the treatment regimens on hypoestrogenic side 
effects, changes in bone mineral density (BMD) as assessed by Dual Energy X-Ray 
Absorptiometry (DXA), and vasomotor symptoms, such as hot flush.

4.2 Study Design

This is a Phase 3, double-blind, multicenter, extension study designed to:
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● Obtain 6 month treatment data in subjects who were randomized to placebo in 
one of the two pivotal studies and subsequently randomized to receive 
6 months of treatment with elagolix 300 mg BID or elagolix 300 mg BID plus 
E2/NETA (estradiol 1 mg/norethindrone acetate 0.5 mg) QD in this study.

● Obtain 12 months of continuous treatment data in subjects who received 
elagolix 300 mg BID or elagolix 300 mg BID plus E2/NETA (estradiol 
1 mg/norethindrone acetate 0.5 mg) QD for 6 months in one of the two pivotal 
studies and will continue to receive an additional 6 months of the same 
treatment in this study.

● Obtain data on endometrial health (TAU, TVU and endometrial biopsy).
● Assess bone mineral density, bone health and general safety with long-term 

treatment and recovery during Treatment and Post-Treatment Follow-Up 
Period (up to 12 months of Treatment and 12 months Post-Treatment Follow-
Up).

All subjects who completed the 6-Month Treatment Period in their respective pivotal 
study, who meet eligibility criteria and provide informed consent, will be eligible to enroll 
in this extension study.  This study is designed to enroll approximately 400 subjects 
across approximately 250 clinical study sites to meet scientific and regulatory objectives 
without enrolling an undue number of subjects in alignment with ethical considerations.

The study consists of 2 periods as follows:

1. 6-Month Treatment Period

2. 12-Month Post-Treatment Follow-Up Period

Following the 6-Month Treatment Period, subjects will enter into a 12-Month Post-
Treatment Follow-Up Period.  The Study Periods are illustrated in Figure 1.
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Figure 1. Study Schematic

4.3 Sample Size

The two pivotal Studies M12-815 and M12-817 have a planned enrollment of a total of 
800 subjects.  Based on assumptions related to discontinuation in the pivotal studies and 
the estimated roll over rate into this extension study, approximately 400 subjects are 
expected to be enrolled in this extension study.

4.4 End-of-Treatment Period Analysis

An end-of-treatment period analysis of efficacy, demographic and safety variables will be 
performed after all subjects enrolled in this study complete the 6-Month Treatment Period 
of this extension Study M12-816.  This end-of-treatment period analysis will include all 
Treatment Period data from all subjects enrolled into the extension study.  The database 
will be versioned and any discrepant data will be clarified before the lock.  The analyses 
will be completed by the Clinical Statistics Department at AbbVie.
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5.0 Analysis Populations

5.1 Definition for Analysis Populations

Full Analysis Set

The full analysis set is comprised of all randomized subjects who have received at least 
one dose of study drug in this study.  The data from the full analysis set will be presented 
by the treatment group assigned at the time of randomization, even if the subject does not 
receive the correct treatment or does not follow the protocol until completion.  The full 
analysis set will be used for all Baseline and efficacy analyses.

Safety Analysis Set

The Safety Analysis Set will include all randomized subjects who received at least 
one dose of study drug.  The data from the safety analysis set will be presented by the 
treatment group as treated, independent of treatment group assignment at the time of 
randomization.  If a subject receives more than one treatment, she will be analyzed in the 
treatment group to which she was randomized.  The safety analysis set will be used for all 
safety analyses.

5.2 Variables for Stratification of Randomization

There is no variable used for stratification of randomization.

5.3 Analysis Groups

Data will primarily be summarized by group for each of the following four main groups of 
subjects listed here based on time of exposure to elagolix. 

● Subjects randomized to elagolix 300 mg BID plus E2/NETA in the pivotal 
studies and continue on the same treatment in the extension study.

● Subjects randomized to elagolix 300 mg BID alone in the pivotal studies and 
continue on the same treatment in the extension study.
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● Subjects randomized to placebo in the pivotal studies and randomized to 
elagolix 300 mg BID plus E2/NETA in the extension study.

● Subjects randomized to placebo in the pivotal studies and randomized to 
elagolix 300 mg BID alone in the extension study.

Where it is noted that the summaries for six analysis groups will be reported, this refers to 
the four groups above as well as the summaries combining the elagolix treatment groups 
based on exposure groups, seen below.

● Subjects randomized to placebo in the pivotal studies
● Subjects randomized to active treatment in the pivotal studies.

6.0 Protocol Deviation

Protocol deviations will be summarized and listed for the six analysis groups.

7.0 Analysis Conventions

7.1 Definition of Baseline

Subjects initially randomized to placebo in the pivotal Study M12-815 or Study M12-817 
will have their baseline (except for the MBL volume, bleeding days, and some 
demographics) re-set to the last non-missing assessment collected prior to the first dose of 
elagolix 300 mg BID or elagolix 300 mg BID plus E2/NETA QD in the extension study, 
unless otherwise specified.  If multiple measurements are recorded on the same day, the 
average of these measurements will be considered as the baseline value.  This same 
baseline value will be used for the Treatment and Post-Treatment Follow Up Periods.  
Subjects initially randomized to elagolix 300 mg BID or elagolix 300 mg BID plus 
E2/NETA QD in the pivotal Study M12-815 or Study M12-817 will have their baseline 
referring to the baseline from the respective pivotal Study M12-815 or Study M12-817, 
unless otherwise specified.
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MBL Volume and Bleeding Days Baseline

For the MBL volume and bleeding days, the baseline for all subjects will refer to the 
baseline from pivotal Study M12-815 or Study M12-817.

Fibroid and Uterine Volume Baseline

For subjects initially randomized to placebo in the pivotal Study M12-815 or 
Study M12-817, baseline for uterine volume, volume of the largest fibroid, total fibroid 
volume (3 largest fibroids), and endometrial thickness measured by ultrasound 
(transvaginal [TVU] or transabdominal [TAU]) or Magnetic Resonance Imaging (MRI) 
will be based on the last non-missing measurement collected on or prior to Study Day 1 in 
the extension study.  If there is no measurement collected on or prior to Study Day 1 in 
the extension study, the first measurement collected prior to Study Day 8 (Study Day 8 is 
not included) in the extension study will be used as Baseline.

Adenomyosis Baseline

For subjects initially randomized to placebo in the pivotal Study M12-815 or 
Study M12-817, baseline for adenomyosis measured by TVU/TAU or MRI will be based 
on the last non-missing measurement collected on or prior to Study Day 1 in the extension 
study.  If there is no measurement collected on or prior to Study Day 1 in the extension 
study, the first measurement collected prior to Study Day 15 (Study Day 15 is not 
included) in the extension study will be used as Baseline.

Quality of Life Questionnaires Baseline

For subjects initially randomized to placebo in the pivotal Study M12-815 or 
Study M12-817, baseline for quality of life questionnaires including Uterine Fibroid 
Symptom Questionnaire (UFS-QoL), EuroQoL-5D (EQ-5D-5L) questionnaire, Work 
Productivity and Activity Impairment (WPAI) questionnaire and Health Care Resource 
Utilization (HCRU) questionnaire will be based on the measurement collected on or 
before Study Day 1 in the extension study.  For UFS-QoL and EQ-5D-5L, if there is no 
measurement collected on or before Study Day 1 in the extension study, the 
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first measurement collected prior to Study Day 8 (Study Day 8 is not included) in the 
extension study will be used as Baseline.

Demographics

All subjects in the extension study will have their baseline demographics including height, 
weight, BMI, race, sex, ethinicity, age, alcohol and tobacco use referring to the baseline 
from the pivotal studies.

When weight is analyzed as a vital sign parameter, subjects initially randomized to 
placebo in the pivotal studies will have their baseline weight re-set to the last non-missing 
assessment collected prior to the first dose of elagolix 300 mg BID or elagolix 300 mg 
BID plus E2/NETA QD in the extension study.

7.2 Definitions of Final Month and Final Visit

Final Month is defined as the last 28 days prior to and including the last dose date in the 
extension study.

Final Visit is defined as the last non-missing assessment during the Treatment Period in 
the extension study. 

Post-Treatment Final Visit is defined as the last non-missing assessment during the 
Post-Treatment Follow-up Period in the extension study.

7.3 Definition of Study Days (Days Relative to the First Dose of 
Study Drug) and Study End Days (Days Relative to the Last 
Dose of Study Drug)

For randomized subjects who received at least one dose of study drug in the extension 
study, the study day is defined as the number of days since (positive values) or prior to 
(negative values) the first study drug dose in the extension study.  The day of the 
first study drug dose in the extension study is defined as Study Day 1 while the last day 
prior to the first dose of study drug is defined as Study Day –1.  There is no Study Day 0.  
Study end days are calculated based on the number of days relative to the last dose of 
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study drug in the extension study.  The first day following the last dose of study drug in 
the extension study is defined as Study End Day 1. 

7.4 Definition of Analysis Window

7.4.1 Treatment Period

Data obtained more than 3 days after the subject's last dose of study drug in the extension 
study will be excluded for assessments in the Treatment Period with the following 
exceptions:

1. For BMD, TVU/TAU, MRI, and endometrial biopsy assessments, data obtained 
more than 28 days after the last dose of study drug in the extension study will be 
excluded from summaries/analyses in the Treatment Period.

2. For Alkaline Hematin (AH) data, data obtained after the last dose of study drug in 
the extension study will be excluded from the summaries/analyses in the Treatment 
Period.

7.4.2 Post-Treatment Follow-Up Period

Summaries for the Post-Treatment Follow-up Period will include data obtained more than 
3 days after the subject's last dose of study drug with the following exceptions:

● For BMD, TVU/TAU, and MRI assessments, data obtained more than 28 days 
after the last dose of study drug in the extension study will be included in the 
summaries during the Post-Treatment Follow-up Period.

● For AH data, data obtained after the last dose of study drug in the extension 
study will be included in the summaries during the Post-Treatment Follow-up 
Period.
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7.4.3 Details Regarding Visit Windows

For analyses in the Treatment Period in the extension study, time points and 
corresponding time windows are defined based on the time of exposure to study drug 
starting from Study Day 1 in the extension study.

The time windows described in this section will not be applied to bleeding assessments 
including AH data and Uterine Bleeding Questionnaire (UBQ).  Rules described in 
Section 7.4.1 and Section 7.4.2 will be applied prior to defining time windows.  Data 
considered as in the Treatment Period are not considered in the Post-Treatment Follow-up 
Period as described in Section 7.4.1 and Section 7.4.2.  Any data considered as Baseline 
(see Section 7.1) will not be included in any post-baseline windows. 

Table 1 will be used for analyses of endpoints collected monthly in the Treatment Period 
of the extension study.

Table 1. Analysis Time Windows for Non-Bleeding Measurements Collected 
Monthly

Visit
Nominal Day
(Study Day)

Time Window
(Study Days)

Month 1 28 > 1 – ≤ 42
Month 2 56 > 42 – ≤ 70
Month 3 84 > 70 – ≤ 98
Month 4 112 > 98 – ≤ 126
Month 5 140 > 126 – ≤ 154
Month 6 168 > 154 – ≤ 196

Table 2 will be used for analyses of endpoints collected every 3 months in the Treatment 
Period of the extension study.  If there is a scheduled Month 1 visit for the endpoint 
(e.g., PGIC-MB and PGIC-NBUFS), the first subtable will be used.  If there is no 
scheduled Month 1 visit for the endpoint (e.g., TAU/TVU, BMD, urinalysis, 
apolipoprotein A and B, reflexive TSH, thyroxine-binding globulin (TBG), UFS-QoL), 
the second subtable will be used.
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Table 2. Analysis Time Windows for Non-Bleeding Measurements Collected 
Every 3 Months in the Treatment Period

Visit
Nominal Day
(Study Day)

Time Window
(Study Days)

Month 1 28 > 1 – ≤ 56
Month 3 84 > 56 – ≤ 140
Month 6 168 > 140 – ≤ 196

Visit
Nominal Day
(Study Day)

Time Window
(Study Days)

Prior to Month 3 28 > 1 – ≤ 56
Month 3 84 > 56 – ≤ 140
Month 6 168 > 140 – ≤ 196

Table 3 will be used for analyses of endpoints collected at Month 6 (biopsy, MRI, 
creatinine phosphokinase, EQ-5D-5L, WPAI) in the Treatment Period of the extension 
study.

Table 3. Analysis Time Windows for Non-Bleeding Measurements Collected 
Every 6 Months in the Treatment Period 

Visit
Nominal Day 
(Study Day)

Time Window
(Study Days)

Prior to Month 6 70 > 1 – ≤ 140
Month 6 168 > 140 – ≤ 196

Table 4 will be used for analyses of endpoints collected at Post-Treatment Month 1, 3, 6, 
9, and 12 of the extension study (e.g., vital signs, clinical safety labs including chemistry, 
hematology, lipid panel and urinalysis, apolipoprotein A and B).  Table 5 will be used for 
analysis of endpoints collected at Post-Treatment Month 3 and 6 of the extension study 
(e.g., TAU/TVU).  Table 6 will be used for analysis of endpoints collected at Post-
Treatment Month 3 of the extension study (e.g., MRI).  Table 7 will be used for analysis 
of endpoints collected at Post-Treatment Month 6 and 12 of the extension study 
(e.g., BMD).
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Table 4. Analysis Time Windows for Non-Bleeding Measurements Collected 
at Post-Treatment Month 1, 3, 6, 9, 12

Nominal Day
(Study End Day)

Time Window
(Study End Days)

Post-Treatment Month 1 28 > 3 – ≤ 42
Post-Treatment Month 3 84 > 42 – ≤ 126
Post-Treatment Month 6 168 > 126 – ≤ 210
Post-Treatment Month 9 252 > 210 – ≤ 294
Post-Treatment Month 12 336 > 294

Table 5. Analysis Time Windows for Non-Bleeding Measurements Collected 
at Post-Treatment Month 3 and 6

Nominal Day
(Study End Day)

Time Window
(Study End Days)

Post-Treatment Month 3 84 > 28 – ≤ 126
Post-Treatment Month 6 168 > 126 – ≤ 210
Post-Treatment Months 7 – 12 266 > 210

Table 6. Analysis Time Windows for Non-Bleeding Measurements Collected 
at Post-Treatment Month 3

Nominal Day
(Study End Day)

Time Window
(Study End Days)

Post-Treatment Month 3 84 > 28 – ≤ 126
Post-Treatment Months 4 – 12 224 > 126

Table 7. Analysis Time Windows for Non-Bleeding Measurements Collected 
at Post-Treatment Month 6 and 12

Nominal Day 
(Study End Day)

Time Window
(Study End Days)

Prior to Post-Treatment Month 6 84 > 28 – ≤ 140
Post-Treatment Month 6 168 > 140 – ≤ 196
Post-Treatment Months 7 – 11 252 > 196 – ≤ 308
Post-Treatment Month 12 336 > 308
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7.4.4 Handling of Multiple Assessments in a Specific Time 
Window

For all parameters except MBL volume, multiple assessments in a specific time window 
will be handled as follows:

● For parameters other than BMD and WPAI data (or otherwise specified), if 
more than one assessment is included in a time window, then the assessment 
performed closest to the scheduled study day (i.e., the nominal day) will be 
used in the analyses.  If more than 1 day is of equal proximity to the nominal 
day, then the data collected after the nominal day will be used in the analyses.

● For BMD data, if multiple assessments exist in a specific time window, 
analyses of data will be based on the most conservative (worst) assessment.

● For WPAI data, if multiple assessments exist in a specific time window in the 
treatment period, analyses of data will be based on the last assessment during 
the treatment period. 

7.5 Dealing with Multiple Values on the Same Day

If multiple measurements are made on the same day for a laboratory parameter or a vital 
signs parameter, the average of the values will be used in analyses.  For summaries of 
shifts from Baseline and potentially significant values, multiple values on the same day 
will not be averaged; all values will be considered for these analyses.

If multiple measurements for a particular parameter other than a laboratory parameter and 
a vital signs parameter are made on the same day for the same subject, the most 
conservative (worst) measurement will be used in analyses.
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7.6 Definitions and Conventions of MBL Volume and Bleeding 
Days

7.6.1 MBL Volume

The MBL volume is based on validated and non-validated sanitary products unless 
otherwise specified (for some sensitivity analysis, the MBL volume will be based on 
validated sanitary products only).

7.6.1.1 Observed MBL Volume Over a Window

If there were observed AH data between two study visits (Product Collection Visit or site 
visit with UBQ completed), then the MBL volume on the days with observed AH data 
will be the observed AH data and the MBL volume for the rest of days between the 
two study visits will be imputed as 0 by AH data.

UBQ responses indicate if a subject has any bleeding or spotting since the last study visit 
(Product Collection Visit or site visit with UBQ completed).  If observed evaluable AH 
data is available over a window, then the UBQ will not be considered. 

If the AH data is reported as "NVB" (no visible blood, discarded without assay), "NO 
BLEED" (no collection due to no bleeding as indicated by subject or clinical site on assay 
requisition form), or "TL BQL" (total below low limit of quantitation), the numeric value 
for the AH data will be imputed as 0.  If the AH data is reported as other character value 
("NULL," "IN ERROR," "NO DATA," and etc.), the corresponding numeric value for the
AH data will be set as missing.

The observed MBL volume over a window (such as the Final Month, Month 1 [Study 
Days 1 – 28], Month 2 [Day 29 – Day 56], Month 3 [Day 57 – Day 84], Month 4 
[Day 85 – Day 112], Month 5 [Day 113 – Day 140], and Month 6 [Study Days 141 –
168]) is defined as follows:
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● If a subject has any evaluable AH data reported in the window, then the 
subject's MBL volume in this window will be the total combined observed AH 
data of validated and non-validated sanitary products over this window.

● If a subject is missing AH data or all AH data are unevaluable in the window 
and the UBQ is completed and indicates no bleeding or spotting, "Subject only 
had spotting that did not require the use of sanitary products" or "There was no 
visible blood on the sanitary products" and covers this window, then:
○ A value of 0 will be assigned to the MBL volume over this window.

● If a subject is missing AH data or all AH data are unevaluable in the window 
and the UBQ is completed with no bleeding or spotting or "Subject only had 
spotting that did not require the use of sanitary products" or "There was no 
visible blood on the sanitary products" indicated but UBQ does not cover the 
full window, then:
○ A value of 0 will be assigned to the MBL volume over this window if the 

days not covered by UBQ response as described above have AH imputed 
MBL volume (see first paragraph in Section 7.6.1.1) being 0 for those 
days.

If there is still no value assigned after the imputation procedure described above, the 
observed MBL volume over the window is considered missing.

7.6.2 Bleeding Days 

A bleeding/spotting day is defined as a day having daily MBL volume of > 0 mL.

A spotting day is defined as a day having daily MBL volume of > 0 – 2 mL.

A bleeding day is defined as a day having daily MBL volume of > 2 mL.

Bleeding intensity categories are

● Daily MBL volume of > 2 – 10 mL.
● Daily MBL volume of > 10 – 40 mL.
● Daily MBL volume of > 40 – 80 mL.
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● Daily MBL volume of > 80 mL.

Please note that only observed AH data will be used for daily MBL volume categroies 
above.

8.0 Demographics, Baseline Characteristics, Medical 
History, and Prior/Concomitant Medications

8.1 Demographic and Baseline Characteristics

Demographics and Baseline characteristics will be summarized for all randomized 
subjects who received at least one dose of study drug by the six analysis groups listed in 
Section 5.3.  The number of missing values will also be summarized.

No statistical tests will be performed.

8.1.1 Demographics

Continuous variables such as age, height, weight, and BMI will be summarized with the 
mean, standard deviation (SD), median, minimum, and maximum by analysis group.  
Number and percentage will be computed by analysis group for the following 
demographic parameters:  age group (18 – < 20 years old, 20 – < 25 years old, 25 –
< 30 years old, 30 – < 35 years old, 35 – < 40 years old, 40 – < 45 years old, 45 –
< 50 years old, ≥ 50 years old), BMI (≤ 18.5 kg/m2, > 18.5 kg/m2 – < 25 kg/m2, 
25 kg/m2 – < 30 kg/m2, 30 kg/m2 – < 35 kg/m2, 35 kg/m2 – < 40 kg/m2, ≥ 40 kg/m2), sex, 
race, ethnicity, tobacco use (current, former, never, and unknown), and alcohol use 
(current, former, never, and unknown).

The number and percentage of subjects with Baseline presence of adenomyosis (as 
defined in Section 11.3.5.3) will be summarized.
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8.1.2 Baseline Characteristics

Menstrual Blood Loss (MBL)

Baseline MBL measured by AH method as defined in Section 7.1 will be summarized 
with mean, SD, median, minimum, and maximum values.

Bleeding Days

Baseline for bleeding days will be based on the observed daily AH data as defined in 
Section 7.1 and Section 7.6.  The numbers of bleeding days by intensity categories at 
Baseline will be summarized with mean, SD, median, minimum, and maximum.

Hemoglobin Concentration

Baseline hemoglobin concentration will be summarized with mean, SD, median, 
minimum, and maximum values.  The number and percentage of subjects with Baseline 
hemoglobin concentration in the following categories will be summarized:  ≤ 10.5 g/dL, 
> 10.5 – ≤ 12 g/dL, and > 12 g/dL.

Fibroid and Uterine Volume

Baseline uterine volume, Baseline volume of the largest fibroid, and Baseline total fibroid 
volume (3 largest fibroids) will be summarized with mean, SD, median, minimum, and 
maximum.

8.2 Medical History

Medical/surgical, gynecological, menstrual and obstetrical history will be summarized and 
presented using system organ classes (SOCs) and preferred terms (PTs) from the Medical 
Dictionary for Regulatory Activities (MedDRA) Version 19.0 or higher for each of the six 
analysis groups listed in Section 5.3.  Subjects reporting more than one medical history 
within a SOC will be counted only once for that SOC.  Subjects reporting more than one 
medical history for a PT will be counted only once for that PT.



Elagolix (ABT-620)
M12-816 – Statistical Analysis Plan
Version 2.0 – 24 May 2018

23

8.3 Prior, Concomitant, and Post-Treatment Medications

Prior, concomitant, and post-treatment medications will be summarized for the full 
analysis set for subjects who enrolled in the extension study by the six analysis groups 
listed in Section 5.3.

Prior medications based on data collected prior to the pivotal studies were summarized.

For prior medications administered to treat uterine fibroid symptoms, the following data 
are collected:  dates of administration (including start and stop dates), dose, route, and 
reason for discontinuation.  Prior medications will be summarized for all randomized 
subjects who received at least one dose of study drug with number and percentage for 
each analysis group using ATC Classification and preferred terms from the World Health 
Organization (WHO) Drug Dictionary.

Concomitant medications are those medications, other than study drugs, taken during the 
treatment period of the extension study with an end date on or after the first dose of study 
drug or ongoing at the end of study, and a start date prior to or on the last dose of study 
drug.  A medication will be considered a concomitant medication where one of the 
following three cases occur (1) the start date is missing and the end date is either after or 
on the first study drug dose date; (2) the start date is prior to or on the last dose of study 
drug and the end date is missing; (3) both the start date and the end date are missing.

Concomitant medications for all randomized subjects who received at least one dose of 
study drug will be summarized using ATC Classification and preferred terms from the 
World Health Organization (WHO) Drug Dictionary with number and percentage for each 
analysis group.

Other medications taken during the Post-Treatment Follow-up Period of this extenstion 
study, which includes all medications with an end date after the last dose of study drug or 
ongoing at the end of study, will be summarized by ATC Classification and WHO 
preferred term with number and percentage for each analysis group.
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A subject who reports two or more uses of the same medication will be counted only once 
within each WHO preferred term.  A subject with medications with more than one generic 
name will be counted only once in the overall total.  Prior medications, concomitant 
medications, and other medications during the Post-Treatment Follow-up Period will be 
summarized separately.

9.0 Subject Disposition

The number of subjects for each of the following categories will be summarized by the 
six analysis groups listed in Section 5.3:

● All randomized subjects
● Subjects who took at least one dose of study drug
● Subjects who completed the Treatment Period
● Subjects who discontinued from the Treatment Period
● Subjects who completed the Post-Treatment Follow-Up Period
● Subjects who prematurely discontinued from the Post-Treatment Follow-Up 

Period

Premature discontinuation of the study drug by primary reason and by any reason will be 
summarized for each of the six analysis groups, with number and percentage and by 
reason for discontinuation for all subjects who received at least one dose of study drug.  
Subjects may have multiple reasons for prematurely discontinuing study drug, but will be 
counted no more than once for the total of "Any Reason."

Premature discontinuation of the study by primary reason and by any reason will be 
summarized for each of the six analysis groups, with number and percentage and by 
reason for discontinuation.  Subjects may have multiple reasons for prematurely 
discontinuing during the Post-Treatment Follow-up Period, but will be counted no more 
than once for the total of "Any Reason."
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10.0 Study Drug Exposure

For all subjects who enrolled into the extension study, the duration of study drug exposure 
in the extension study is defined as the difference between the dates of the first and last 
doses of the treatment in the extension study plus 1 day.  For subjects randomized to 
active treatment in the pivotal Study M12-815 or Study M12-817, cumulative exposure to 
study drug in the pivotal studies and the extension study will be the treatment duration of 
pivotal studies and extension study by taking the sum of the exposure during pivotal 
studies and the exposure during the extension study.  If a subject has a study drug end date 
in the pivotal study that is after the study drug start day in the extension study, the 
overlapping days will be only counted once.

Treatment exposure will be summaried for the extension study alone, for the pivotal 
studies and the extension study, and for the pivotal studies alone, separately.  In each 
summary, the duration (days) of treatment will be summarized with the mean, standard 
deviation, median, minimum, and maximum for each of the four main analysis groups 
listed in Section 5.3 and overall.  Additionally, the number and percentage of subjects 
exposed to study drug will be summarized by duration intervals.

In the cumulative summary of the pivotal and extension studies, for subjects randomized 
to placebo in the pivotal Study M12-815 or Study M12-817, exposure will be summarized 
only for the treatment duration of extension study.  In the summary of exposure in the 
pivotal studies, for placebo subjects in the pivotal studies, the time on placebo will be 
summarized.

The duration intervals for the cumulative summary are:  1 – 28 days, > 28 – 56 days, 
> 56 – 84 days, > 84 – 112 days, > 112 – 140 days, > 140 – 168 days, > 168 – 196 days, 
> 196 – 224 days, > 224 – 252 days, > 252 – 280 days, > 280 – 308 days, > 308 –
336 days, and > 336 days.  The duration intervals for the privotal Studies M12-815 and 
M12-817 alone, and for the extension Study M12-816 alone are:  1 – 28 days, > 28 –
56 days, > 56 – 84 days, > 84 – 112 days, > 112 – 140 days, > 140 – 168 days, > 168 –
196 days, > 196 – 224 days, > 224 – 252 days.
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11.0 Efficacy Analysis

11.1 General Considerations

No statistical tests will be performed.

Unless otherwise specified, categorical data will be summarized by frequency and 
percentage; descriptive summaries of continuous data will display the mean, SD, median, 
minimum, and maximum.

For continuous variables, when the analyses of change and/or percent change from 
Baseline to post-baseline visit(s) are performed, the within-group change from Baseline to 
each relevant visit will be summarized with the mean, SD, and 95% Confidence Intervals 
(CIs).  At each post-baseline visit, the Baseline mean and post-baseline visit mean will be 
calculated for all subjects with baseline and post-baseline value at that visit.

Unless otherwise specified, summaries in efficacy analysis will be provided by the 
four main groups as in Section 5.3.

Information regarding corresponding statistical methods for analyses and any additional 
statistical measures required for a specific variable/endpoint are provided in the relevant 
sections.

11.2 Primary Efficacy Analysis

11.2.1 Primary Efficacy Endpoint

The primary endpoint will be the percentage of responders, defined as subjects meeting 
the following two conditions:

● MBL volume < 80 mL at the Final Month (the last 28 days of treatment), and
● 50% or greater reduction in MBL volume from Baseline to the Final Month 

(the last 28 days of treatment)



Elagolix (ABT-620)
M12-816 – Statistical Analysis Plan
Version 2.0 – 24 May 2018

27

Subjects who prematurely discontinue study drug due to "lack of efficacy," "requires 
surgery or invasive intervention for treatment of uterine fibroids," or adverse events will 
be considered as non-responders, regardless if the two conditions above are met or not.  
Only primary discontinuation reason is considered.

Baseline MBL volume is defined in Section 7.1.

Final Month is defined as in Section 7.2.  If a subject has less than or equal to 28 days of 
treatment, then the Final Month will be the interval between Day 1 to the last dose date.

11.2.2 Primary Analysis of Primary Efficacy Endpoint

The primary analysis of the primary endpoint will be performed using the full analysis set 
(Section 5.1) in the extension study.

The responder status (yes/no) will be derived from the observed Final Month MBL 
volume (as in Section 7.6.1.1), using the criteria as described in Section 11.2.1. 

For the primary efficacy analysis, the number and proportion of responders meeting the 
criteria for the primary efficacy endpoint will be summaried by analysis group as 
observed.  The 95% CI using the normal approximation to the binomial distribution will 
also be provided for the proportion of responders in each analysis group.

11.2.3 Sensitivity Analyses of the Primary Efficacy Endpoint

The following sensitivity analyses for the primary endpoint will be performed using the
full analysis set: 

● The primary analysis will be repeated with all subjects categorized as 
responders/non-responders based on observed MBL volume data only (without 
taking into account their reasons for premature discontinuation of study drug).

● The primary analysis will be repeated using the total MBL volume collected 
from validated products only.  All subjects will be categorized as 
responders/non-responders in the same manner as done in the primary analysis 
(i.e., subjects who prematurely discontinue study drug due to "lack of 
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efficacy," "requires surgery or invasive intervention for treatment of uterine 
fibroids," or adverse events will be considered as non-responders) with 
exception that all AH data are based on the total MBL volume collected from 
validated products only.

11.2.4 Adenomyosis Subset

The proportion of responders will be summarized by analysis group for subjects with 
Baseline adenomyosis present, and repeated for the subjects with adenomyosis at any time 
during the Baseline or Treatment Period (see definition in Section 11.3.5.3).

11.3 Secondary and Other Efficacy Analyses

Secondary efficacy endpoints during the Treatment Period include the following:

● Change and percent change from Baseline in MBL volume to each month and 
to the Final Month;

● Percentage of subjects with suppression of bleeding (no bleeding allowed, 
spotting allowed) at the Final Month;

● Percentage of subjects with Baseline hemoglobin ≤ 10.5 g/dL who have an 
increase in hemoglobin > 2 g/dL at Month 6.

Other efficacy endpoints during the Treatment Period include the following:

● Percentage of subjects with MBL volume < 80 mL and 50% or greater 
reduction in MBL volume from Baseline during 28-day intervals throughout 
the Treatment Period;

● Percentage of subjects with amenorrhea;
● Percentage of subjects with control of bleeding;
● The number of bleeding days;
● Change and percent change from Baseline in hemoglobin concentration;
● Patient Global Impression of Change (PGIC) questionnaire for Menstrual 

Bleeding and Non-Bleeding Uterine Fibroid Symptoms;
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● Change and percent change from baseline in fibroid and uterine volume;
● Change from baseline for the UFS-QoL; 
● Change from baseline for the EuroQoL-5D (EQ-5D-5L);
● The Health Care Resource Utilization (HCRU) questionnaire;
● Change from baseline for the WPAI.

11.3.1 Reduction of Bleeding

The change and percent change from Baseline to the observed Final Month in MBL 
volume will be summarized by analysis group.  

The change and percent change from Baseline to each 28-day window starting at Study 
Day 1 up to Study Day 168 in observed MBL volume in the Treatment Period 
(i.e., Month 1 (Study Days 1 – 28), Month 2 (Study Days 29 – 56), Month 3 (Study 
Days 57 – 84), Month 4 (Study Days 85 – 112), Month 5 (Study Days 113 – 140), and 
Month 6 (Study Days 141 – 168)) will be summarized by analysis group.  For observed 
MBL volume in each 28-day interval, only subjects who did not prematurely discontinue 
in or before this 28-day interval will be included.  For example, for Study Days 29 – 56, it 
includes subjects who were on treatment for at least 56 days.

Each of the two response criteria that are components of the primary endpoint, 
i.e., (1) MBL volume of < 80 mL at the Final Month; and (2) 50% or greater reduction in 
MBL volume from Baseline to the Final Month will be summarized separately in the 
same way as for the primary analysis.  The number and percentage of subjects meeting 
each criterion at the Final Month will be summarized by analysis group.  

The number and percentage of subjects meeting each criterion at the Final Month will also 
be analyzed in the same way as in each sensitivity analysis for the primary endpoint, and 
in the analysis for subjects identified in the adenomyosis subset of interest.
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The number and percentage of subjects satisfying either (1) MBL volume < 80 mL, or 
(2) 50% or greater reduction in MBL volume from Baseline, or both will be summarized 
for every 28-day interval by analysis group based on observed MBL volume. 

Plots will be provided by analysis group using the observed MBL volume data: 

● Cumulative distribution function for MBL volume at Final Month; 
● Cumulative distribution function for percent change from Baseline to Final 

Month in MBL volume; 
● Proportion of responders at Final Month; 
● Cumulative distribution function for change from baseline to Final Month in 

MBL volume. 
● Cumulative distribution function for change from baseline in MBL volume to 

each month; 
● Mean change in MBL volume over time. 

11.3.2 Amenorrhea, Suppression and Control of Bleeding

11.3.2.1 Amenorrhea

The number and percentage of subjects who achieved amenorrhea will be calculated for 
each analysis group.  Amenorrhea analysis will include subjects on study drug for at least 
38 days in this extension study.  For each subject, amenorrhea is defined as having 0 days 
of bleeding or spotting during the last 28 days of treatment with the interval starting from 
Study Day 11.  If a subject did not have evaluable AH data during the last 28 days and no 
bleeding or spotting or "There was no visible blood on the sanitary products" was 
indicated on UBQ, then she is considered amenorrheic.

For subjects initially randomized to placebo in the pivotal Study M12-815 or 
Study M12-817, time to amenorrhea is defined as the number of days from the first study 
drug dose date to the day a subject achieving cumulative amenorrhea (i.e., the day a 
subject achieving amenorrhea – the first study drug dose date + 1).  For a subject who 
achieved amenorrhea, the day she achieved amenorrhea is defined as the next day of the 
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last bleeding/spotting day during the Treatment Period.  The median, Q1, and Q3 of time 
to amenorrhea will be calculated using Kaplan-Meier method.

In the monthly analysis of bleeding for amenorrhea, the numerator is the number of 
subjects on treatment who did not bleed during the specified time window (but may have 
begun bleeding thereafter) and the denominator includes subjects on drug for the full 
window.  For the final visit, the denominator includes subjects with at least 38 days on 
study drug. 

Table 8. Monthly Analysis of Bleeding for Amenorrhea

Time Interval Amenorrheic Status
Month 1
(Days 1 – 28)

Subject did not bleed during Study Days 1 – 28

Month 2
(Days 29 – 56)

Subject did not bleed during Study Days 29 – 56

Month 3
(Days 57 – 84)

Subject did not bleed during Study Days 57 – 84

Month 4
(Days 85 – 112)

Subject did not bleed during Study Days 85 – 112

Month 5
(Days 113 – 140)

Subject did not bleed during Study Days 113 – 140

Month 6
(Days 141 – 168)

Subject did not bleed during Study Days 141 – 168

Final Month
(last 28 days of treatment)

Subject did not bleed during the last 28 days of treatment

Incidence and cumulative incidence of amenorrhea by last bleeding/spotting day at each 
month will be reported using the categories specified in in Table 9.  

The summary will be provided in the following 2 ways:  (1) including only subjects who 
have at least 168 days on study drug in the extension study.  The denominator includes 
subjects who have at least 168 days on study drug in the extension study for all windows.  
(2) LOCF:  including all subjects who have at least 38 days on study drug in the extension 
study.  If a subject meets the criteria for amenorrhea but discontinues, this subject's 
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amenorrheic status was carried forward to the time points after the subject has 
discontinued study drug.  The denominator includes subjects who have at least 38 days on 
study drug in the extension study.

Plots will be provided by analysis group for percentage of subjects with incidence and 
cumulative incidence of amenorrhea during the Treatment Period, respectively. 

Table 9. Categorical Summary of Incidence and Cumulative Incidence of 
Amenorrhea by Last Bleeding/Spotting Day

Analysis Time Interval Numerator Calculation
Incidence Month 2

(≤ Study Day 56)
Last bleeding/spotting day occurred during Study 
Days 1 – 28

Month 3
(Study Day 57 – 84)

Last bleeding/spotting day occurred during Study 
Days 29 – 56

Month 4
(Study Day 85 – 112)

Last bleeding/spotting day occurred during Study 
Days 57 – 84

Month 5
(Study Day 113 – 140)

Last bleeding/spotting day occurred during Study 
Days 85 – 112 

Month 6
(Study Day 141 – 168)

Last bleeding/spotting day occurred during Study 
Days 113 – 140 

Cumulative Month 2
(≤ Study Day 56)

Last bleeding/spotting day occurred before Study Day 29

Month 3
(Study Day 57 – 84)

Last bleeding/spotting day occurred before Study Day 57

Month 4
(Study Day 85 – 112)

Last bleeding/spotting day occurred before Study Day 85 

Month 5
(Study Day 113 – 140)

Last bleeding/spotting day occurred before Study 
Day 113

Month 6
(Study Day 141 – 168)

Last bleeding/spotting day occurred before Study 
Day 141

11.3.2.2 Suppression of Bleeding

Suppression of bleeding is defined similarly to amenorrhea as in Section 11.3.2 except 
that spotting is allowed.  For each subject, achieving suppression of bleeding is defined as 
having 0 days of bleeding during the last 28 days of treatment with the interval starting 
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from Study Day 11.  The suppression of bleeding analysis will include subjects with at 
least 38 days on study drug in the extension study.  If a subject did not have evaluable AH 
data during the last 28 days and no bleeding was indicated on UBQ ("Subject only has 
spotting that did not require the use of sanitary products" or "There was no visible blood 
on the sanitary products" was allowed), then the subject is considered having achieved 
suppression of bleeding.  The number and percentage of subjects achieving suppression of 
bleeding will be summarized by analysis group. 

For subjects initially randomized to placebo in the pivotal Study M12-815 or 
Study M12-817, time to suppression of bleeding is defined as the number of days from the 
first study drug dose date to the day a subject achieving suppression of bleeding (i.e., the 
day a subject achieving suppression of bleeding – the first study drug dose date + 1).  For 
a subject who achieved suppression of bleeding, the day she achieved suppression of 
bleeding is defined as the next day of the last bleeding day during the Treatment Period.  
The median, Q1, and Q3 of time to suppression of bleeding will be calculated using 
Kaplan-Meier method.

Monthly analysis of bleeding for suppression of bleeding, incidence and cumulative 
incidence of suppression of bleeding by last bleeding day will be provided in the same 
way as was done for amenorrhea in Table 8 and Table 9.  Plots will be provided by 
analysis group for percentage of subjects with incidence and cumulative incidence of 
suppression of bleeding during the Treatment Period, respectively. 

11.3.2.3 Control of Bleeding

For each subject, achieving control of bleeding is defined as having 0 days of bleeding 
and up to 1 day of spotting during the last 28 days of treatment with the interval starting 
from Study Day 11.  The control of bleeding analysis will include subjects with at least 
38 days on study drug in the extension study.  If a subject did not have evaluable AH data 
during the last 28 days and no bleeding or spotting or "There was no visible blood on the 
sanitary products" was indicated on UBQ, then the subject is considered having achieved 
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control of bleeding.  If the subject indicates bleeding or spotting on the UBQ, the subject 
does not meet the criteria for control of bleeding.

The number and percentage of subjects achieving control of bleeding will be summarized 
by analysis group.

11.3.3 Bleeding Days

The numbers of bleeding days by intensity categories (Section 7.6.2) will be calculated for 
each 28-day interval starting at Study Day 1 up to Study Day 168 in the Treatment Period 
(i.e., Study Days 1 – 28, Study Days 29 – 56, Study Days 57 – 84, Study Days 85 – 112,
Study Days 113 – 140, and Study Days 141 – 168) and the first 28-day interval in the 
Post-Treatment Follow-up Period (i.e., Study End Days 1 – 28) for each analysis group.  
For each 28-day interval, each analysis includes subjects who did not premature 
discontinue in or before this 28-day interval.  For example, for Study Days 29 – 56, it 
includes subjects who were on treatment for at least 56 days in the extension study.  For 
Final Month analysis, it includes subjects who were on treatment for at least 38 days in 
the extension study.  The summary of average number of bleeding days in a 28 day 
window during the Treatment Period will be provided for each analysis group by intensity 
categories.  

If a subject did not have evaluable AH data during an interval and no bleeding was 
indicated on UBQ ("Subject only has spotting that did not require the use of sanitary 
products" or "There was no visible blood on the sanitary products" was allowed), then the 
number of bleeding days over the interval is 0.  The number and percentage for each 
analysis group and overall will be provided for subjects who did not have evaluable AH 
data during an interval and bleeding was indicated on UBQ.

The change and percent change from Baseline in the numbers of bleeding/spotting days 
and bleeding days to each 28-day interval and Final Month in the Treatment Period and 
the first 28-day interval in the Post-Treatment Follow-up Period will be summarized for 
each analysis group, respectively.  
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11.3.4 Hemoglobin Concentration

Hemoglobin (Hgb) concentration data will be summarized as observed. 

The change and percent change from Baseline in Hgb concentration to Months 1 – 6 
during the Treatment Period will be summarized by analysis group.

The number and percentage of subjects with changes in Hgb concentration from Baseline 
to Months 1 – 6 during the Treatment Period in each of the following categories will be 
summarized by analysis group.

● Change from Baseline in Hgb ≤ –1.0 g/dL
● –1.0 g/dL < Change from Baseline in Hgb ≤ –0.5 g/dL
● –0.5 g/dL < Change from Baseline in Hgb < 0.5 g/dL
● 0.5 g/dL ≤ Change from Baseline in Hgb < 1.0 g/dL 
● 1.0 g/dL ≤ Change from Baseline in Hgb < 1.5 g/dL
● 1.5 g/dL ≤ Change from Baseline in Hgb < 2.0 g/dL
● Change from Baseline in Hgb ≥ 2.0 g/dL

Also, shift tables from Baseline to Month 3 and Month 6 will be summarized by the 
following categories.

● Hgb ≤ 10.5 g/dL
● 10.5 g/dL < Hgb ≤ 12 g/dL
● Hgb > 12 g/dL

The number and percentage of subjects who had Hgb Baseline ≤ 10.5 g/dL and have an 
increase in Hgb concentration > 2 g/dL from Baseline will be summarized for each month 
by analysis group.

The number and percentage of subjects who had Hgb Baseline ≤ 10.5 g/dL and have an 
increase in Hgb concentration > 1 g/dL from Baseline will be summarized for each month 
by analysis group. 
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In addition, the number and percentage of subjects who have an increase in Hgb 
concentration > 1 g/dL from Baseline will be summarized for each month by analysis 
group and Baseline Hgb concentration categories as follows.  Same summary will be 
provided for increase in Hgb concentration > 2 g/dL from Baseline to each month.

● Hgb ≤ 10.5 g/dL
● 10.5 g/dL < Hgb ≤ 12 g/dL
● Hgb > 12 g/dL

11.3.5 Fibroid and Uterine Volume, FIGO Classification, 
Adenomyosis, and Post-Treatment Menses

11.3.5.1 Fibroid and Uterine Volume

Fibroid and uterine volume data will be summarized as observed.  Analyses will be 
conducted separately for results obtained from TAU/TVU and MRI.

The change and percent change in the volume of the largest (primary) fibroid, the total 
fibroid volume (3 largest fibroids), and the uterine volume from Baseline to Month 3 (if 
applicable) and Month 6 during the Treatment Period will be summarized for each 
analysis group.  The change and percent change at Post-Treatment Month 3 and Post-
Treatment Month 6 (if applicable) during the Post-Treatment Follow-up Period will also 
be summarized for each analysis group.

The number and percentage of subjects with ≥ 25% reduction from Baseline in total 
fibroid volume at Month 3 (if applicable) and Month 6 each during the Treatment Period 
will be summarized for each analysis group.  The same summary will be provided for 
largest (primary) fibroid volume and uterine volume, respectively.

11.3.5.2 FIGO Classification

The number and percentage of subjects with fibroids at each location (e.g., intramural, 
subserosal, submucosal non-pedunculated, and subserosal pedunculated) according to the 
FIGO classification3 will be summarized for each analysis group at Baseline, Month 3 (if 
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applicable) and Month 6 during the Treatment Period and Post-Treatment Month 3 and 
Post-Treatment Month 6 (if applicable) during the Post-Treatment Follow-up Period.

11.3.5.3 Adenomyosis

The number and percentage of subjects with presence of adenomyosis will be summarized 
for each analysis group at Baseline and each relevant post-baseline visit in the Treatment 
and Post-Treatment Follow-up Periods.  Analyses above will be conducted separately for 
results obtained from TAU/TVU and MRI.

For subjects initially randomized to placebo in the pivotal studies, baseline presence of 
adenomyosis is defined by considering available TAU/TVU or MRI results at Baseline of 
this extension study (prior to or on Study Day 14).  If a subject has adenomyosis results 
only from either TAU/TVU or an MRI at Baseline, then the Baseline adenomyosis is 
determined by that result; if a subject has adenomyosis results from both TAU/TVU and 
MRI at Baseline and they differ, then the MRI adenomyosis result is used.  If a subject 
has multiple assessments of the same type (TAU/TVU, MRI), the results closest and prior 
to Study Day 1 will be used.

Additionally, the subset of subjects with adenomyosis identified at any point during the 
Baseline or Treatment Period in the pivotal studies and extension study will be defined as 
follows.  If a subject has adenomyosis identified via TAU/TVU or MRI at any time during 
the Baseline or Treatment Period in the pivotal studies and extension study, the subject 
will be included in this set.  This will include subjects who have differing results during 
the Treatment Period.  Post-Treatment results will not be considered in the definition of 
this subset.

11.3.5.4 Post-Treatment Menses

The time to first post-treatment menses is defined as the number of days between the last 
dose date of study drug and the first day of a subject's first post-treatment menses in the 
Post-Treatment Follow-up Period of the extension study.  Menses are defined as having at 
least 1 day when uterine bleeding categories of bleeding and/or spotting were reported.  
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Truncated on-treatment menses at the last dose date, i.e., menses that are ongoing at the 
last dose date will be excluded, and the next occurrence of menses in the Post-Treatment 
Follow-up Period will be considered as the first post-treatment menses and will be used 
for reporting the time to first post-treatment menses.  If the gap between two consecutive 
post-treatment menstrual cycles (or between truncated on-treatment menstrual cycle and 
the next post-treatment menstrual cycle) is 1 day apart or less (i.e., out of the 
two consecutive cycles, the start date of the second cycle – the end date of the first cycle 
≤ 2), these two menstrual cycles will be combined as one menstrual cycle in determining 
the first post-treatment menses.

AH data will be used for post-treatment menses.  If post-treatment menses could not be 
identified from available AH data, UBQ will be used.  For the first UBQ that indicates 
bleeding ("Subject only has spotting that did not require the use of sanitary products" or 
"There was no visible blood on the sanitary products" not allowed) after the last dose date, 
the date of that UBQ will be considered as the first day of the subject's first post-treatment
menses.

Volume of bleeding in a subject's first post-treatment menses will be calculated and 
summarized.  Only AH data will be used for volume of bleeding in first post-treatment 
menses.  Time to first post-treatment menses and volume of bleeding in first post-
treatment menses will be summarized and analyzed separately for the following groups of 
subjects:

● All subjects who entered the Post-Treatment Follow-up Period of extension 
study.

● Subjects who entered the Post-Treatment Follow-up Period and were 
amenorrhiec at the Final Month in the Treatment Period of extension study.  
Amenorrhea is defined as in Section 11.3.2.

● Subjects who entered the Post-Treatment Follow-up Period and achieved 
suppression of bleeding at the Final Month in the Treatment Period of 
extension study.  Suppression of bleeding is defined as in Section 11.3.3.
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Based on the time to first post-treatment menses during the Post-Treatment Follow-up 
Period, each subject will be categorized into one of the following non-overlapping 
categories:  Study End Days 1 – 28, Study End Days 29 – 56, Study End Days 57 – 84, 
Study End Days 85 – 112, Study End Days 113 – 140, Study End Days 141 – 168, and 
Study End Days ≥ 168.  Summary tables will present the number and percentage of 
subjects in the specified categories.

11.3.6 Quality of Life Questionnaire

11.3.6.1 Uterine Fibroid Symptoms Quality of Life (UFS-QoL) 

Improvement in quality of life will be assessed on the UFS-QoL Questionnaire (4-week 
recall).  The change from Baseline to Month 3, Month 6, and Final Visit during the 
Treatment Period will be calculated and summarized by analysis group for each of the 
UFS-QoL subscales (symptom severity, concern, activities, energy/mood, control, self-
conscious, and sexual function) and the HRQL total.  Missing scores will be dealt with 
using the methods recommended by the UFS-QoL Scoring Manual.  The UFS-QoL 
questionnaire is presented in Appendix A, and the relevant UFS-QoL Scoring Manual is 
presented in Appendix B.

11.3.6.2 EQ-5D-5L

The EQ-5D-5L questions and relevant scoring rules are presented in Appendix E.

The number and percentage of subjects with answers in each category of the EQ-5D-5L 
(Mobility, Self-care, Usual activities, Pain/Discomfort, and Anxiety/Depression) domains 
will be summarized at Baseline, each planned assessment, and Final Visit during the 
Treatment Period by analysis group. 

Subject's responses to the EQ-5D-5L will be combined into a unique health state using a 
5-digit code with 1 digit from each of the 5 dimensions at Baseline, each planned 
assessment, and Final Visit during the Treatment Period.  The EQ-5D-5L states will be 
converted into a single preference-weighted health utility index score by applying 
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country-specific weights if available or US weights if country-specific weights are 
unavailable.6,7

The EQ VAS scale is numbered from 0 – 100, with 100 indicating the best health that a 
subject can imagine, and 0 indicating the worst health that a subject can imagine.

11.3.6.3 Patient Global Impression of Change (PGIC)

11.3.6.3.1 PGIC on Menstrual Bleeding Questionnaire

For PGIC on menstrual bleeding (PGIC – MB, Appendix C), the number and percentage 
of subjects in each response category will be summarized at Month 1, Month 3, Month 6, 
and Final Visit by analysis group.

For PGIC – MB, the response categories of "Very Much Improved" and "Much 
Improved" will be combined together.  The remaining five categories of the PGIC scale 
will be combined and labeled "Otherwise."  The number and percentage of subjects with 
response of (a) "Very Much Improved" or "Much Improved," and (b) "Otherwise" will be 
summarized at Month 1, Month 3, Month 6, and Final Visit by analysis group.

11.3.6.3.2 PGIC on Non-Bleeding Uterine Fibroid Symptoms 
Questionnaire

For each of the PGIC questions on non-bleeding uterine fibroids symptoms (PGIC –
NBUFS, Appendix D), the number and percentage of subjects in each response category 
will be summarized at Month 1, Month 3, Month 6, and Final Visit by analysis group.

For each of the PGIC – NBUFS questions, the response categories of "Very Much 
Improved" and "Much Improved" will be combined together.  The remaining 
five categories of the PGIC scale will be combined and labeled "Otherwise."  The number 
and percentage of subjects with response of (a) "Very Much Improved" or "Much 
Improved," and (b) "Otherwise" will be summarized at Month 1, Month 3, Month 6, and 
Final Visit by analysis group.
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11.3.6.4 Work Productivity and Activity Questionnaire:  Uterine 
Fibroids (WPAI:UF)

For each of the measures as presented in the scoring guide Appendix I based on the data 
collected via the WPAI:UF, the change from Baseline to Month 6 and Final Visit during 
the Treatment Period will be summarized by analysis group.  The WPAI:UF is presented 
in Appendix H, and the WPAI:UF scoring guide is presented in Appendix I.

11.3.6.5 Health Care Resource Utilization Questionnaire (HCRU)

HCRU data will be summarized as observed; missing data will not be imputed.  HCRU 
data will be summarized by analysis group at Months 1 – 6 and Final Visit.  Descriptive 
statistics will be presented for the total number of Non-Study Health Care Practitioner 
Visits, overall and by the type of facility subjects were seen at.  The number and 
percentage of subjects will also be presented by the type of Non-Study Health Care 
Practitioner who administered care to the subject.

The number and percentage of subjects will be presented by the type of diagnostic or 
therapeutic procedures performed based on HCRU at Months 1 – 6 and Final Visit during 
the Treatment Period.

11.3.6.6 Number of Days in Hospital

Hospitalization related data will be summarized as observed; missing data will not be 
imputed.  Hospitalization data will be summarized by analysis group in the Treatment 
Period based on the Adverse Events eCRF.

The number and percentage of subjects who were hospitalized or had prolonged 
hospitalization will be summarized by analysis group.  If a subject was hospitalized or had 
prolonged hospitalization multiple times during the Treatment Period, she will be counted 
only once. 

The number of hospitalizations will be summarized by analysis group.  The number of 
days in hospital (i.e., discharge date – admission date + 1) will be summarized by analysis 
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group.  Only hospitalizations with an admission date on or after the first dose date and 
within 30 days following the last dose date (i.e., first dose date ≤ admission date ≤ last 
dose date + 30) are included in the analysis of the number of days in hospital.  If 
discharge date or admission date is missing, then the hospitalization will be excluded from 
the analysis of the number of days in hospital.

11.4 Handling of Multiplicity

No multiplicity adjustment is needed since only summary statistics will be provided for 
the efficacy analysis. 

12.0 Safety Analysis

12.1 General Considerations

Safety analyses will be carried out using the Safety Analysis Set, which includes all 
subjects who received at least one dose of study drug.  Safety data will be summarized by 
actual treatment received.  If a subject receives more than one type of study drug, safety 
data will be analyzed in the treatment group to which she was randomized to.  All safety 
analyses will be based on observed data.  For analyses of safety endpoints, subjects who 
are missing an evaluation will not be included in the analysis of that particular 
parameter/visit, unless otherwise specified.

For continuous variables, when the analyses of change and/or percent change from 
Baseline to post-baseline visit(s) are performed, the within-group change from Baseline to 
each relevant visit will be summarized by analysis group with the mean, SD (or SE), and 
95% CIs.  The between-group differences of the two elagoix dose groups with at least 
12 month of total exposure to elagolix in the Treatment Period will be summarized with 
the mean, SE, 95% CIs, and P value when applicable.  At each post-baseline visit, the 
Baseline mean and post-baseline visit mean will be calculated for all subjects with 
baseline and post-baseline value at that visit by analysis group.  
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For qualitative categorical variables, Fisher's exact test will be used to analyze between-
group differences when applicable.  Categorical data will be summarized by number and 
percentage of subjects by analysis group.  

Pregnancies and outcomes will also be summarized by analysis group.

Statistical comparisons will be performed for BMD between the two elagoix dose groups 
with at least 12 month of total exposure to elagolix in the Treatment Period, as specified 
in Section 12.4.1.  There will be no testing for other safety endpoints in the Treatment 
Period.  There will be no testing for safety endpoints in the Post-Treatment Follow-up 
Period.

Information regarding corresponding statistical methods for analyses and any additional 
statistical measures required for a specific variable/endpoint will be specified in the 
relevant sections.

12.2 Adverse Events

12.2.1 Analysis of Adverse Events in the Extension Study

Adverse events (AEs) in the extenstion study will be summarized using system organ 
classes (SOCs) and preferred terms (PTs) from the Medical Dictionary for Regulatory 
Activities (MedDRA) Version 19.0 or higher by the six analysis groups as described in 
Section 5.3.

For each AE summary, the number and percentage of subjects experiencing at least 
one AE will be presented.  Subjects reporting more than one AE within a SOC will be 
counted only once for that SOC.  Subjects reporting more than one AE for a PT will be 
counted only once for that PT.

Treatment-emergent AEs are defined as AEs with a start date on or after the first dose of 
study drug in the extension study.  AEs starting more than 30 days following 
discontinuation of study drug will not be included in summaries of treatment-emergent 
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AEs.  Post-Treatment AEs are defined as AEs starting more than 30 days following 
discontinuation of study drug in the Treatment Period of this study.  

When summarizing AEs by relationship or severity, if a subject has an event with 
unknown severity or relationship then the subject will be counted in the 
severity/relationship category of "unknown" even if the subject has a second occurrence 
of the same event with a severity/relationship present.  The only exception is if the subject 
has a second occurrence of the same event with the most extreme severity (i.e., "severe") 
or the most extreme relationship category (i.e., "reasonable possibility").  In this case, the 
subject will be counted under these most extreme severity/relationship categories.

Treatment Period

The number and percentage of subjects with treatment-emergent AEs will be calculated 
by analysis group as follows:

● Any AEs
● Any AEs by primary MedDRA system organ class (SOC) and preferred term 

(PT)
● Any AEs occurring in ≥ 5% of subjects by primary MedDRA system organ 

class (SOC) and preferred term (PT)
● Any AEs by PT in descending frequency of 12 month elagolix 300 mg BID 

plus E2/NETA treatment group 
● Any AEs by maximum severity (by primary MedDRA SOC and PT)
● Any AEs by maximum relationship (by primary MedDRA SOC and PT)
● Any AEs reasonably possibly related to study drug (by primary MedDRA 

SOC and PT, by PT)
● Any AEs leading to study drug discontinuation (by primary MedDRA SOC 

and PT)
● Any serious AEs (SAEs) (by primary MedDRA SOC and PT, by PT)
● Any severe AEs (by primary MedDRA SOC and PT)
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● Any SAEs reasonably possibly related to study drug (by primary MedDRA 
SOC and PT, by PT)

● Any SAEs leading to study drug discontinuation (by primary MedDRA SOC 
and PT)

● Any AEs of special interest as specified in Appendix M
● Any AEs leading to death (by primary MedDRA SOC and PT)

A listing by the four main analysis group as in Section 5.3 of treatment-emergent AEs 
with subject IDs will be generated.  Listings of all treatment-emergent SAEs, AEs leading 
to death, and AEs leading to study drug discontinuation will be generated.

Summary of total number of hot flush and night sweat by subject-reported severity 
categories, summary of total number of hot flush and night sweat by maximum subject-
reported severity, and summary of time to first onset of hot flush and night sweat will be 
provided.  Listings of subjects associated with hot flush and night sweat will also be 
provided.

Post-Treatment Follow-Up Period

The Post-Treatment AEs will be summarized as follows:

● Any AEs by primary MedDRA SOC and PT
● Any SAEs by primary MedDRA SOC and PT.

12.3 Laboratory Variables

Hematology, clinical chemistry, urinalysis, and endocrine panel variables collected in this 
study are specified in the protocol.  An overall summary will be provided for all 
laboratory variables.  For all other analysis, analysis will be performed for the following 
laboratory variables:  lipid variables, liver variables (alkaline phosphatase, ALT, AST, 
bilirubin), glucose, hemoglobin, hematocrit, platelet count, and Red Blood Cell (RBC) 
count.
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For lipid variables, in addition to low-density lipoprotein cholesterol (LDL-C), high-
density lipoprotein cholesterol (HDL-C), total cholesterol, triglycerides (TG), and 
apolipoprotein A and B, the following ratios will be included:  the ratio of total 
cholesterol to HDL-C, the ratio of LDL-C to HDL-C, the ratio of TG to HDL-C, and the 
ratio of non-HDL-C (calculated as total cholesterol minus HDL-C) to HDL-C.

12.3.1 Analysis of Laboratory Variables

Treatment Period

All laboratory variables will be summarized with mean, median, standard deviation, 
minimum, and maximum by the four main analysis groups as in Section 5.3.

For continuous laboratory variables, the analyses of change (for all laboratory variables of 
interest) and percent change (only for lipid variables) from Baseline to each relevant visit 
in the Treatment Period will be summarized by the four main analysis groups as in 
Section 5.3.

In the Treatment Period, the laboratory data will be categorized as low, normal, or high 
based on the normal ranges of the laboratory used in this study.  The low or high 
laboratory values will be flagged in the data listings.

In the Treatment Period, shift tables for change from Baseline according to the normal 
range will be provided for laboratory parameters of interest mentioned above by the 
six analysis groups as in Section 5.3.  The shift tables will tabulate the number and 
percentage of subjects with baseline values of high or normal to post-baseline low, 
baseline values of low or normal to post-baseline high, baseline values of high or normal 
to final post-baseline low, baseline values of low or normal to final post-baseline high.  
The final value in the Treatment Period refers to the last non-missing value collected 
within 3 days following the last dose of study drug.

In the Treatment Period, shift tables for change from Baseline to the minimum, maximum, 
and final value will also be presented based on the Common Terminology Criteria for 
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Adverse Events (CTCAE) v 4.0 grades5 for the laboratory tests.  For those analytes that 
are not reflected in the CTCAE, Exceptions to Standard CTCAE Lab Grading Criteria for 
Elagolix Studies will be used as specified in Appendix N.  The final value in the 
Treatment Period is as defined above.  The number and percentage of subjects meeting the 
CTCAE will be summarized by the four main analysis groups as in Section 5.3 in the 
Treatment Period. 

The number and percentage of subjects meeting the following criteria will be summarized 
at Baseline and each relevant visit by the six analysis groups as in Section 5.3 in the 
Treatment Period:

● Total cholesterol:  ≤ 300, > 300 – ≤ 400, > 400 – ≤ 500, and > 500 mg/dL
● HDL-C:  < 40 and ≥ 40 mg/dL
● LDL-C:  < 130, ≥ 130 – < 160, ≥ 160 – < 190, and ≥ 190 mg/dL
● TG:  ≤ 150, > 150 – ≤ 300, > 300 – ≤ 500, > 500 – ≤ 1000, and > 1000 mg/dL
● LDL-C/HDL-C ratio:  ≤ 3, and > 3
● Total cholesterol/HDL-C ratio:  ≤ 4.5, and > 4.5.

In addition, the number and percentage of subjects who have potentially clinically 
significant (PCS) lipid values meeting the following criteria any time during the 
Treatment Period will be summarized by the six analysis groups as in Section 5.3:

● Total cholesterol > 200 mg/dL
● LDL-C > 130 mg/dL
● LDL-C > 160 mg/dL
● HDL-C < 40 mg/dL
● TG > 150 mg/dL
● TG/HDL-C ratio > 3.5
● LDL-C/HDL-C ratio > 4.
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Plots will be provided by the four main analysis groups as in Section 5.3 for HDL-C, 
LDL-C, triglycerides, and hemoglobin during the Treatment Period: 

● Final post-baseline lab values vs. Baseline lab values; 
● Final post-baseline lab values vs. Baseline lab values for subjects with 

NCI CTCAE Grade 3 or 4; 
● Maximum post-baseline lab values vs. Baseline lab values;
● Maximum post-baseline lab values vs. Baseline lab values for subjects with 

NCI CTCAE Grade 3 or 4. 

Plots will be provided by the four main analysis groups as in Section 5.3 for HDL-C, 
LDL-C, and triglycerides during the Treatment Period: 

● Mean percent change from Baseline in lipid over month.

Post-Treatment Follow-Up Period

All laboratory variables will be summarized with mean, median, standard deviation, 
minimum, and maximum by the four main analysis groups as in Section 5.3.

Laboratory data collected more than 3 days after the last dose of study drug in the 
Treatment Period will be included in the summary of data from the Post-Treatment 
Follow-up Period.  Baseline for summaries/analyses in the Post-Treatment Follow-up 
Period is the same as Baseline for summaries/analyses in the Treatment Period.

In the Post-Treatment Follow-up Period, the following summaries will be presented:

● During the Post-Treatment Follow-up Period, shift tables for change from 
Baseline to relevant Post-Treatment Follow-up visit(s) according to the normal 
ranges will be provided for LDL-C, HDL-C, TG, and total cholesterol by the 
six analysis groups as in Section 5.3.  

● During the Post-Treatment Follow-up Period, shift tables for change from 
Baseline to relevant Post-Treatment Follow-up visit(s) will also be presented 
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based on the CTCAE grades for LDL-C, HDL-C, TG, and total cholesterol by 
the four main analysis groups as in Section 5.3.

● Change in liver enzymes (SGPT/ALT, SGOT/AST, total bilirubin, and 
alkaline phosphatase) and lipid parameters (LDL-C, HDL-C, TG, and total 
cholesterol) from Baseline to relevant Post-Treatment Follow-up visit(s) will 
be summarized by the four main analysis groups as in Section 5.3 with 
descriptive statistics.

12.3.2 Assessment of Hepatotoxicity 

The number and percentage of subjects in each analysis group with maximum 
on-treatment laboratory values meeting the following criteria compared to the upper limit 
of normal (ULN) will be summarized by the six analysis groups as in Section 5.3 to assess 
potential hepatotoxicity.

● ALT ≥ 3 × ULN and total bilirubin ≥ 2 × ULN
● AST ≥ 3 × ULN and total bilirubin ≥ 2 × ULN
● ALT and AST ≥ 3 × ULN and total bilirubin ≥ 2 × ULN
● ALT ≥ 3 × ULN and total bilirubin < 2 × ULN
● AST ≥ 3 × ULN and total bilirubin < 2 × ULN
● ALT and AST ≥ 3 × ULN and total bilirubin < 2 × ULN
● ALT ≥ 3 × ULN and total bilirubin ≥ 1.5 × ULN
● AST ≥ 3 × ULN and total bilirubin ≥ 1.5 × ULN
● ALT and AST ≥ 3 × ULN and total bilirubin ≥ 1.5 × ULN
● ALT ≥ 3 × ULN, ≥ 5 × ULN, ≥ 10 × ULN, ≥ 20 × ULN
● AST ≥ 3 × ULN, ≥ 5 × ULN, ≥ 10 × ULN, ≥ 20 × ULN
● Total bilirubin ≥ 1.5 × ULN, ≥ 2.0 × ULN.

The maximum ratio relative to the ULN is used to determine if subjects met the criteria 
listed above.  The ALT, AST, and total bilirubin values do not need to be concurrent in 
order to meet the defined criteria.  For ALT, AST, and total bilirubin, a subject is counted 
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if the post-baseline laboratory value during the Treatment Period meets the above criteria 
regardless of Baseline laboratory value (i.e., the post-baseline laboratory value does not 
need to be worse than Baseline laboratory value).

A listing of all ALT, AST, total bilirubin, and alkaline phosphatase values will be 
provided for each subject who met any of the criteria defined above.

The following eDISH plots will be generated:  peak ASL vs. peak bilirubin; peak ALT vs. 
peak bilirubin.

12.4 Bone Mineral Density

All analyses and summaries of bone mineral density (BMD) will be performed for each 
segment, i.e., femoral neck, lumbar spine, and total hip.  For subjects who had a right-side 
scan performed (rare instances), their data for right femoral neck and right femoral total 
hip were included in the analysis with the data for the left femoral neck and left total hip, 
respectively (available for the majority of subjects), and an additional analysis was 
performed using the left side only.  If more than one scan is reported for an anatomical 
segment within an analysis window, the worse (the lower value) of the multiple 
measurements were used for analysis for each anatomical segment.

Unless otherwise specified, summaries will be provided by the six analysis groups as in 
Section 5.3. 

12.4.1 BMD in the Treatment Period

BMD

A continuous summary of BMD at Baseline, Between Month 3 and Month 6, Month 6, 
and Final Visit will be provided by analysis group.  This summary will include the mean, 
SD, median, minimum, maximum, and first and third quartiles.  This analysis will be 
repeated excluding subjects who switched machine manufacturer type (Lunar or Hologic), 
subjects with scans only on Lunar machines, and subjects with scans only on Hologic 
machines.
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The analysis of percent change in BMD from Baseline to each relevant visit in the 
Treatment Period will be performed.  The mean percent change in BMD from baseline to 
Month 6 and Final Visit during the Treatment Period will be compared between the 
two elagoix dose groups with at least 12 month of total exposure to elagolix, using 
ANCOVA with treatment as the main effect and Baseline value of corresponding 
parameter as a covariate.  This analysis will be repeated excluding subjects who switched 
machine manufacturer type (Lunar or Hologic), subjects with scans only on Lunar 
machines, and subjects with scans only on Hologic machines.  Statistical tests will be 
two-sided and a significance level of 0.05 will be used. 

The number and percentage of subjects with percent change from Baseline to Between 
Month 3 and Month 6, Month 6, and Final Visit in the Treatment Period in mutually 
exclusive categories of BMD decrease:  ≤ 0%, > 0% – ≤ 1.5%, > 1.5% – ≤ 3%, > 3% –
≤ 5%, > 5% – < 8%, and ≥ 8% will be summarized by analysis group and comparison 
between the two elagoix dose groups with at least 12 month of total exposure to elagolix 
will be made using Fisher's exact test.

Z-Score and T-Score 

A continuous summary of the Z-score at Baseline, Between Month 3 and Month 6, 
Month 6, and Final Visit in the extension study will be provided by analysis group.  This 
summary will include the mean, SD, median, minimum, maximum, and first and 
third quartiles.  A categorical summary of Z-score will be summarized at Baseline, 
Between Month 3 and Month 6, Month 6, and Final Visit for the following categories:  
≤ –2.0, > –2.0 to ≤ –1.5, > –1.5 to ≤ –1.0, and > –1.0 for all subjects, subjects with BMD 
decrease ≥ 3% at Month 6, and subjects with BMD decrease < 3% at Month 6, 
respectively.  The categorical summary of worst Z-score at any time in the Treatment 
Period will be produced by analysis group for each anatomical region.

A continuous summary of the T-score at Baseline, Between Month 3 and Month 6, 
Month 6, and Final Visit will be provided by analysis group.  A categorical summary of 
T-score will be summarized at Baseline, Between Month 3 and Month 6, Month 6, and 
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Final Visit for the following categories:  ≤ –2.5, > –2.5 to < –1.0, and ≥ –1.0 for all 
subjects, subjects with BMD decrease ≥ 3% at Month 6, and subjects with BMD decrease 
< 3% at Month 6, respectively.  The categorical summary of worst T-score at any time in 
the Treatment Period will be produced by analysis group for each anatomical region.

Plots will be provided by the four main analysis groups as in Section 5.3 for:

● Percent change from Baseline to Month 6 in BMD vs. Baseline BMD values;
● Percent change from Baseline to Month 6 in BMD vs. Baseline BMD values 

for subjects with greater than 3% BMD decrease;
● Percent change from Baseline in BMD at Month 6 vs. Baseline Z-score;
● Maximum percent change from Baseline to Post-Baseline in BMD vs. 

Baseline Z-score;
● Categorical summary of lumbar spine BMD percent change from Baseline to 

Month 6. 

A plot by the four main analysis groups as in Section 5.3 of the cumulative distribution 
function of percent change from baseline in BMD at Month 6 and the Z-scores at Month 6 
will be provided.  Additionally, the boxplots of Z-scores at baseline, Month 6, Post-
Treatment Month 6, and Post-treatment Month 12 will be provided by the four main 
analysis groups as in Section 5.3.  This will be repeated for T-scores.

Listings of subjects meeting the following thresholds during the Treatment Period in the 
extension study will be provided:

● Listing of subjects with bone decrease ≥ 8%
● Listing of subjects with Z-score ≤ –1.5
● Listing of subjects with T-score ≤ –1.5
● Listing of subjects with Z-score ≤ –1.5 and bone decrease ≥ 8% in the same 

region
● Listing of subjects with T-score ≤ –1.5 and bone decrease ≥ 8% in the same 

region.
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12.4.2 BMD in the Post-Treatment Follow-Up Period

Percent change from Baseline to Post-Treatment Follow-up Month 6, Post-Treatment 
Follow-up Months 7 – 11, and Post-Treatment Follow-up Month 12 will be summarized 
for each analysis group with descriptive statistics.  There will be no statistical testing of 
Post-Treatment Follow-up BMD values.

The analysis of percent change in BMD will be repeated to include only the subset of 
subjects who had a Treatment Month 6 and a Post-Treatment Follow-up Month 6 scan.  
Similarly, this analysis will be repeated to include only the subset of subjects who had a 
Treatment Month 6 and a Post-Treatment Follow-up Month 12 scan.

Percent change from Baseline in BMD to each of the Post-Treatment visits will be 
summarized for each analysis group with frequencies and percentage for categories of 
BMD decrease:  ≤ 0%, > 0% – ≤ 1.5%, > 1.5% – ≤ 3%, > 3% – ≤ 5%, > 5% – < 8%, and 
≥ 8%.  

Cross-tabulations of the number and percentage of subjects in each of the previously 
noted categories of percent change from Baseline for the following:

● Treatment Month 6 to Post-Treatment Follow-up Month 6
● Treatment Month 6 to Post-Treatment Follow-up Month 12
● Final Treatment to Post-Treatment Follow-up Month 6
● Final Treatment to Post-Treatment Follow-up Month 12
● Post-Treatment Follow-up Month 6 to Post-Treatment Follow-up Month 12.

The subjects included in these analyses will be limited to those who had values at these 
time points.

As described above for the Treatment Period, continuous and categorical summaries of 
the Z-score and T-score at each time point during the Post-Treatment Follow-up Period 
will be provided.
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Listings of subjects meeting the following thresholds during the Post-Treatment Follow-
up period will be provided:

● Listing of subjects with bone decrease ≥ 3% and T-score < –1.0 in the same 
region

● Listing of subjects with T-score ≤ –1.5.

For the purposes of assessing post-treatment BMD recovery, the following summaries 
will be provided.  The "recovery" statistic will be defined as 

Recovery at post-treatment month X = 100 × ((% change from baseline to final) –
(% change from baseline to post-treatment month X))/(% change from baseline to final) 
i.e., it is the proportion of BMD decrease at the final treatment scan recovered at Post-
Treatment Month X.  For example, a subject who has a change of –2% at the end of 
treatment and has a change of –1% at Post-Treatment Month 6 will have a recovery value 
of 50% at Post-Treatment Month 6.  This statistic is only defined for subjects who 
experience a decrease from baseline at final treatment.

A continuous summary of recovery at each post-treatment visit will be provided including 
mean, standard deviation, median and a within-group 95% confidence interval.  
Additionally, the number and percentage of subjects in each of the following categories 
will be provided:  < 0%, 0 – 25%, > 25 – 50%, > 50 – 75%, > 75 – 100%, > 100%.

A plot of the cumulative distribution function of recovery at Post-Treatment Month 6 and 
Post-Treatment Month 12 will be provided.

12.5 Vital Signs and Body Weight

Vital sign variables include pulse rate, sitting systolic blood pressure, sitting diastolic 
blood pressure, and oral body temperature.

Vital sign variables will be summarized with mean, median, standard deviation, 
minimum, and maximum by the four main groups as in Section 5.3.
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Analyses of mean change from Baseline to each relevant visit during the Treatment Period 
in vital sign variables and weight will be performed by the four main groups as in 
Section 5.3.

The number and percentage of subjects who have PCS vital sign and weight values 
meeting the following criteria will be summarized by the six analysis groups as in 
Section 5.3.  All increase/decrease is calculated from Baseline to a post-baseline visit in 
the Treatment Period.

The number and percentage of subjects who have a sustained PCS vital sign value and a 
listing of these subjects will be provided.  A sustained PCS value is defined as 
3 consecutive PCS values in the Treatment Period.

● Diastolic blood pressure
○ ≤ 50 mmHg and ≥ 15 mmHg decrease
○ > 90 mmHg and ≥ 15 mmHg increase
○ ≥ 100 mmHg

● Systolic blood pressure
○ ≤ 90 mmHg and ≥ 20 mmHg decrease
○ ≥ 140 mmHg and ≥ 20 mmHg increase
○ ≥ 160 mmHg

● Pulse rate
○ ≤ 45 bpm and ≥ 15 bpm decrease
○ > 100 bpm and ≥ 15 bpm increase
○ ≥ 120 bpm

● Weight
○ ≥ 5% decrease
○ ≥ 7% increase.
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Change in vital signs from Baseline to relevant Post-Treatment Follow-up visit(s) (Post-
Treatment Month 1, Month 3, Month 6, Month 9, Month 12, and Final Visit) will be 
summarized by the four main groups as in Section 5.3 with descriptive statistics.

12.6 Endometrial Biopsy

The number and percentage of subjects in each category of endometrial biopsy results will 
be summarized at Baseline, Prior to Month 6, and Month 6 for each of the six analysis 
groups as in Section 5.3.  If multiple assessments exist in a specific time window, all 
assessments will be displayed.

12.7 Pelvic Ultrasound and MRI

Analyses will be conducted separately for results obtained from TAU/TVU and MRI.  
The actual values and the change from Baseline to Month 3 (TAU/TVU only), Month 6, 
Follow-up Month 3 (TAU/TVU only), and Follow-up Month 6 will be summarized by the 
six analysis groups as in Section 5.3 with descriptive statistics.

12.7.1 Ovarian Cysts

The presence of ovarian cysts will be noted at Baseline and each relevant post-baseline 
visit in the Treatment Period and Post-Treatment Follow-up Period.  Significant ovarian 
findings include complex ovarian cyst > 3.5 cm or simple ovarian cyst > 5 cm.  The 
number and percentage of subjects with the pre-defined complex ovarian cysts and simple 
ovarian cysts will be summarized for each analysis group at each relevant visit in the 
Treatment Period.

For each TVU/TAU or MRI assessment, information for significant ovarian findings from 
the cysts assessment may be available for more than one cyst at more than one ovary 
location (left and/or right).  For such assessments, the worst assessment based on the 
greatest of the three dimensions across the multiple cysts at the left and/or right ovary 
location within the same cyst type (i.e., simple or complex) will be included in the 
analyses/summary.  Additionally, the subject with multiple cyst findings will be counted 
once in the numerator and denominator when reporting the number and percentage of 
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subjects in the relevant category of significant ovarian findings.  A listing will include all 
results across multiple cysts findings from multiple assessments (where available) from 
subjects who have significant ovarian findings.

12.7.2 Endometrial Thickness 

Analysis of change in endometrial thickness from Baseline to Month 3 and Month 6 in the 
Treatment Period will be performed.

In addition, the number and percentage of subjects with endometrial thickness of < 8 mm, 
≥ 8 mm and ≤ 12 mm, > 12 mm and ≤ 18 mm, and > 18 mm in the Treatment and Post-
Treatment Follow-up Periods will be summarized by analysis group at each relevant visit 
in the Treatment Period.

Change in endometrial thickness from Baseline to relevant Post-Treatment Follow-up 
visit(s) will be summarized by analysis group with descriptive statistics.

12.8 Columbia Suicide Severity Rating Scale (C-SSRS)

The C-SSRS data will be summarized as observed by the six analysis groups as in 
Section 5.3.  The C-SSRS – Since Last Visit questionnaires and corresponding scoring 
rules are presented in Appendix J and Appendix K.

The number of subjects with suicidal ideation, suicidal behavior, and self-injurious 
behavior without suicidal intent at each scheduled assessment during the Treatment Period 
(including Day 1) will be summarized.  

The number of subjects with suicide-related treatment-emergent events based on the 
C-SSRS during the Treatment Period (including Day 1) will be summarized.  

A listing of subjects with suicidal ideation, suicidal behavior, or self-injurious behavior 
without suicidal intent based on the C-SSRS during the Treatment Period (including 
Day 1) will be provided.
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12.9 Pregnancy Results

Pregnancies and outcomes will be summarized by the four main groups as in Section 5.3.  
Listings will be prepared of all pregnancy test results for any subject who ever had a 
positive pregnancy test at any time point during the study.

13.0 Summary of Changes from SAP Version 1.0

1. The analysis windows for parameters collected every 3 months in the Treatment 
Period (Table 2) was updated; normial days were added in Table 5, Table 6, and 
Table 7;

2. The analysis conventions to handle multiple assessments in a specific time window 
were updated;

3. The analysis set for prior, concomitant, and post-treatment medications was 
updated to be full analysis set;

4. The change and percent change from Baseline to each month in the number of 
bleeding days was added;

5. The general considerations for mean (percent) change in safety analysis were 
updated to include SE for within-group change;

6. Typo was fixed in one hepatotoxicity criteria;

7. Added one clarification for the analysis of endometrial biopsy.
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Appendix A. UFS-QoL
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Appendix B. UFS-QoL Scoring Manual

To calculate a symptom score for symptom severity, create a summed score from the 
items listed below and then use the formula below the table to transform the value.  This 
will provide symptom scores where higher score values are indicative of greater symptom 
severity or bother and lower scores will indicate minimal symptom severity (high 
scores = bad).

Scale Sum Item Values

Lowest and Highest 
Possible Raw Scores 

(Assuming All Related 
Scale Items are Answered)

Possible Raw Score 
Range (Assuming All 

Related Scale Items are 
Answered)

Symptom Severity Sum 1 – 8 8, 40 32

Transformation for Symptom Severity Raw Score ONLY:

Transformed Score = (Actual raw score – lowest possible raw score)/possible raw score 
range × 100

For the UFS-QoL subscale (concern, activities, energy/mood, control, self-conscious, and 
sexual function), create summed scores of the items listed below for each individual 
subscale.  To calculate the HRQL total score, sum the value of each individual subscale 
(do not sum individual items).  Use the formula below to transform all values.  Higher 
scores will be indicative of better UFS-QoL (high = good).
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Scale Sum Item Values

Lowest and Highest 
Possible Raw Scores 

(Assuming All 
Related Scale Items 

are Answered)

Possible Raw Score 
Range (Assuming 
All Related Scale 

Items are 
Answered)

Concern 9 + 15 + 22 + 28 + 32 5, 25 20
Activities 10 + 11 + 13 + 19 + 20 + 27 + 29 7, 35 28
Energy/Mood 12 + 17 + 23 + 24 + 25 + 31 + 35 7, 35 28
Control 14 + 16 + 26 + 30 + 34 5, 25 20
Self-conscious 18 + 21 + 33 3, 15 12
Sexual Function 36 + 37 2, 10 8
HRQL Total Sum of 6 Subscale Scores 29, 145 116

Formula for transformation of UFS-QoL raw scores ONLY:

Transformed Score = (Highest possible score – Actual raw score)/Possible raw score 
range × 100

HRQL total = Sum of 6 Subscale Scores.

Missing Items:

● For each subscale listed in the tables above, including the scale of Symptom 
Severity, if some of the answers for related scale items are missing (not to 
exceed 50% of the scale items, details refer to Missing Items rule 2 below), 
then the lowest possible raw score = 1 × (total number of related scale items 
answered) and the highest possible raw score = 5 × (total number of related 
scale items answered).  And the possible raw score range = the highest 
possible raw score – the lowest possible raw score.

● For the subscale analyses, if < 50% of the scale items are missing, the scale 
should be retained with the mean scale score of the items present used to 
impute a score for the missing items.  If ≥ 50% of the items are missing, no 
scale score should be calculated, the subscale score should be considered 
missing.  If a subscale score is missing, the HRQL total cannot be calculated.
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Appendix C. Patient Global Impression of Change (PGIC-MB) – SAMPLE

Subjects will complete the PGIC-MB to assess the change in the severity of their 
menstrual bleeding (from very much improved to very much worse) since initiation of 
study drug by choosing one of seven responses at each scheduled monthly visit, starting 
with the Month 1 Visit in the Treatment Period or the Premature Discontinuation Visit, if 
applicable.

Visits to be completed:  Treatment Period Month 1, Month 2, Month 3, Month 4, 
Month 5, Month 6/PD

Question:

Please answer the following question regarding your menstrual bleeding:

Since I started taking study medication, my menstrual bleeding has:

☐ Very much improved
☐ Much improved
☐ Minimally improved
☐ Not changed
☐ Minimally worse
☐ Much worse
☐ Very much worse



Elagolix (ABT-620)
M12-816 – Statistical Analysis Plan
Version 2.0 – 24 May 2018

66

Appendix D. Patient Global Impression of Change, Non-Bleeding Uterine 
Fibroids Symptoms (PGIC-NBUFS) – SAMPLE

Subjects will complete the PGIC-NBUFS to document the presence of and to assess the 
change in the overall severity of non-bleeding symptoms and the severity of specific 
non-bleeding uterine fibroid symptoms (from very much improved to very much worse, 
or the subject will indicate whether she did not have a particular symptom or cannot 
remember if she had a particular symptom) at Treatment Period Month 1, Month 3 and 
Month 6, or the Premature Discontinuation Visit, if applicable.

Visits to be completed:  Treatment Period Month 1, Month 3, Month 6/PD.

Questions:

Please answer the following questions regarding your non-bleeding uterine fibroid 
symptoms, that is, any symptom(s) that is present, whether or not you are having your 
period:

● Since I started taking study medication, my abdominal or pelvic pain has/is

☐ Very much improved
☐ Much improved
☐ Minimally improved
☐ Not changed
☐ Minimally worse
☐ Much worse
☐ Very much worse

● Since I started taking study medication, my abdominal or pelvic pressure has/is

☐ Very much improved
☐ Much improved
☐ Minimally improved
☐ Not changed
☐ Minimally worse
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☐ Much worse
☐ Very much worse

● Since I started taking study medication, my abdominal or pelvic cramping has/is

☐ Very much improved
☐ Much improved
☐ Minimally improved
☐ Not changed
☐ Minimally worse
☐ Much worse
☐ Very much worse

● Since I started taking study medication, my back pain has/is

☐ Very much improved
☐ Much improved
☐ Minimally improved
☐ Not changed
☐ Minimally worse
☐ Much worse
☐ Very much worse

● Since I started taking study medication, my abdominal bloating has/is

☐ Very much improved
☐ Much improved
☐ Minimally improved
☐ Not changed
☐ Minimally worse
☐ Much worse
☐ Very much worse
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● Since I started taking study medication, my urinary problems (urinating too 
frequently or feeling a sudden need to urinate) has/is

☐ Very much improved
☐ Much improved
☐ Minimally improved
☐ Not changed
☐ Minimally worse
☐ Much worse
☐ Very much worse

● Overall since I started taking study medication, my non-bleeding symptoms
have/are

☐ Very much improved
☐ Much improved
☐ Minimally improved
☐ Not changed
☐ Minimally worse
☐ Much worse
☐ Very much worse
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Appendix E. EurolQol (EQ-5D-5L) – SAMPLE
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Appendix F. Uterine Bleeding Questionnaire (UBQ) – Treatment Period –
SAMPLE

Version 2.0

During site visits in the Treatment Period, subjects who did not return a Sanitary Product 
Collection Keg (for menstrual blood loss analysis) will be asked whether they had any 
uterine bleeding or spotting since their last study visit.

● Did the subject have any bleeding or spotting since her last study visit?

☐ No    ☐ Yes

If yes, why were sanitary products not collected/returned?  (Please select 
one response)

☐ Subject only had spotting that did not require the use of sanitary products*

☐ There was no visible blood on sanitary products*

☐ Subject forgot to/did not collect*

☐ Subject/Site discarded the sanitary products*

☐ Subject is still bleeding/spotting; will return when bleeding/spotting complete

☐ Subject collected sanitary products and did not bring them to this visit; will
return sanitary products at a later date

☐ Other

* If this response is checked, remind subject to collect and return all used or worn 
sanitary products with or without visible blood.
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Appendix G. Uterine Bleeding Questionnaire (UBQ) – Post-Treatment
Follow-Up Period – SAMPLE

Version 2.0

Subjects who have not returned sanitary products for their first full menses in the Post-
Treatment Follow-up Period, will be asked at the Post-Treatment Phone and Site Visits 
whether they had any bleeding or spotting since their last site or phone visit.  Once a 
subject returns sanitary products for a full menses in the Post-Treatment Follow-up 
Period, this questionnaire no longer needs to be completed.

● Did the subject have any bleeding or spotting since her last study visit (Site 
visit or phone visit)?

☐ No    ☐ Yes

If yes, why were sanitary products not collected/returned?  (Please select 
one response)

☐ Subject only had spotting that did not require the use of sanitary products* 

☐ There was no visible blood on sanitary products* 

☐ Subject forgot to/did not collect* 

☐ Subject/Site discarded the sanitary products* 

☐ Subject is still bleeding/spotting; will return when bleeding/spotting complete

☐ Subject collected sanitary products and did not bring them in yet; will return
sanitary products at a later date

☐ Other

* Subject will be required to collect sanitary products for her next full menses.
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Appendix H. Work Productivity and Activity Impairment Questionnaire:  
Uterine Fibroids V2.0 (WPAI:UF) – SAMPLE

The following questions ask about the effect of uterine fibroid symptoms on your ability 
to work and perform regular activities.  Please fill in the blanks or circle a number, as 
indicated.

● Are you currently employed (working for pay)? _____ NO ___ YES
If NO, check "NO" and skip to Question 6.
The next questions are about the past seven days, not including today.

● During the past seven days, how many hours did you miss from work because of 
problems associated with your uterine fibroid symptoms?  Include hours you 
missed on sick days, times you went in late, left early, etc., because of your uterine 
fibroid symptoms.  Do not include time you missed to participate in this study.
_____ HOURS

● During the past seven days, how many hours did you miss from work because of 
any other reason, such as vacation, holidays, time off to participate in this study?
_____ HOURS

● During the past seven days, how many hours did you actually work?
_____ HOURS  (If "0," skip to question 6.)

● During the past seven days, how much did your uterine fibroid symptoms affect 
your productivity while you were working?  
Think about days you were limited in the amount or kind of work you could do, 
days you accomplished less than you would like, or days you could not do your 
work as carefully as usual.  If uterine fibroid symptoms affected your work only a 
little, choose a low number.  Choose a high number if uterine fibroid symptoms 
affected your work a great deal.
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Consider only how much uterine fibroids symptoms affected productivity while you were 
working.

Uterine fibroid 
symptoms had no 
effect on my work

Uterine fibroid 
symptoms completely 
prevented me from 
working

0 1 2 3 4 5 6 7 8 9 10

CIRCLE A NUMBER

● During the past seven days, how much did your uterine fibroid symptoms affect 
your ability to do your regular daily activities, other than work at a job?  
By regular activities, we mean the usual activities you do, such as work around the 
house, shopping, childcare, exercising, studying, etc.  Think about times you were 
limited in the amount or kind of activities you could do and times you accomplished 
less than you would like.  If uterine fibroid symptoms affected your activities only a 
little, choose a low number.  Choose a high number if uterine fibroid symptoms 
affected your activities a great deal.  

Consider only how much uterine fibroid symptoms affected your ability to do your 
regular daily activities, other than work at a job.

Uterine fibroid 
symptoms had no 
effect on my daily 
activities

Uterine fibroid 
symptoms 
completely 
prevented me from 
doing my daily 
activities

0 1 2 3 4 5 6 7 8 9 10

CIRCLE A NUMBER

WPAI:UF V2.0 (US English)
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Appendix I. WPAI:UF Scoring Rules

The WPAI yields four types of scores:  

● Absenteeism (work time missed)
● Presenteesism (impairment at work/reduced on-the-job effectiveness)
● Work productivity loss (overall work impairment/absenteeism plus 

presenteeism)
● Activity Impairment

WPAI:UF

WPAI outcomes are expressed as impairment percentages, with higher numbers indicating 
greater impairment and less productivity, i.e., worse outcomes, as follows:

Questions:

1 = currently employed

2 = hours missed due to specified problem

3 = hours missed other reasons

4 = hours actually worked

5 = degree problem affected productivity while working

6 = degree problem affected regular activities

Scores:

Multiply scores by 100 to express in percentages.

Percent work time missed due to problem:  Q2/(Q2 + Q4)

Percent impairment while working due to problem:  Q5/10
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Percent overall work impairment due to problem:

Q2/(Q2 + Q4) + [(1-(Q2/(Q2 + Q4))) × (Q5/10)]

Percent activity impairment due to problem:  Q6/10

http://www.reillyassociates.net/WPAI_Scoring.html
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Appendix J. Columbia-Suicide Severity Rating Scale (C-SSRS) – Since Last 
Visit – SAMPLE
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Appendix K. C-SSRS Scoring Rules

The following outcomes are C-SSRS categories and have binary responses (yes/no).  The 
categories have been re-ordered from the actual scale to facilitate the definitions of the 
composite and comparative endpoints, and to enable clarity in the presentation of the 
results.

Category 1 – Wish to be Dead

Category 2 – Non-specific Active Suicidal Thoughts

Category 3 – Active Suicidal Ideation with Any Methods (Not Plan) without Intent to Act

Category 4 – Active Suicidal Ideation with Some Intent to Act, without Specific Plan

Category 5 – Active Suicidal Ideation with Specific Plan and Intent

Category 6 – Preparatory Acts or Behavior

Category 7 – Aborted Attempt

Category 8 – Interrupted Attempt

Category 9 – Actual Attempt (non-fatal)

Category 10 – Completed Suicide

Self-injurious behavior without suicidal intent is also a C-SSRS outcome (although not 
suicide-related) and has a binary response (yes/no).

The following outcome is a numerical score derived from the C-SSRS categories. 

● Suicidal Ideation Score:  The maximum suicidal ideation category (1 – 5 on 
the C-SSRS) present at the assessment.  Assign a score of 0 if no ideation is 
present.
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Composite endpoints based on the above categories are defined below.

● Suicidal ideation:  A "yes" answer at any time during treatment to any one of 
the five suicidal ideation questions (Categories 1 – 5) on the C-SSRS.

● Suicidal behavior:  A "yes" answer at any time during treatment to any one of 
the five suicidal behavior questions (Categories 6 – 10) on the C-SSRS.

● Suicidal behavior ideation or behavior:  A "yes" answer at any time during 
treatment to any one of the ten suicidal ideation and behavior questions 
(Categories 1 – 10) on the C-SSRS.

Comparative endpoints of interest are defined below.  "Treatment emergence" is used for 
outcomes that include events that first emerge or worsen.  "Emergence" is used for 
outcomes that include events that first emerge.

● Treatment-emergent suicidal ideation compared to recent history:  An increase 
in the maximum suicidal ideation score during treatment from the maximum 
suicidal ideation category during a specified pre-treatment period (C-SSRS 
scales taken during the specified pre-treatment period; excludes "lifetime" 
scores from the Baseline C-SSRS scale or Baseline/Screening C-SSRS scale).

● Treatment-emergent serious suicidal ideation compared to recent history:  An 
increase in the maximum suicidal ideation score to 4 or 5 on the C-SSRS 
during treatment from not having serious suicidal ideation (scores of 0 – 3) 
during a specified pre-treatment period (C-SSRS scales taken during the 
specified pretreatment period; excludes "lifetime" scores from the Baseline 
C-SSRS scale or Baseline/Screening C-SSRS scale).

● Emergence of serious suicidal ideation compared to recent history:  An 
increase in the maximum suicidal ideation score to 4 or 5 on the C-SSRS 
during treatment from no suicidal ideation (scores of 0) during a specified pre-
treatment period (CSSRS scales taken during the specified pre-treatment 
period; excludes "lifetime" scores from the Baseline C-SSRS scale or 
Baseline/Screening C-SSRS scale).

● Emergence of suicidal behavior compared to all prior history:  The occurrence 
of suicidal behavior (Categories 6 – 10) during treatment from not having 
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suicidal behavior (Categories 6 – 10) prior to treatment (includes "lifetime" 
and/or "screening" scores from the Baseline C-SSRS scale, Screening C-SSRS 
scale, or Baseline/Screening C-SSRS scale, and any "Since Last Visit" from 
the Since Last Visit C-SSRS scales taken prior to treatment)

● Improvement in suicidal ideation at a time point of interest compared to 
baseline:  An improvement in this endpoint can be considered as a decrease in 
suicidal ideation score at the time point of interest (e.g., the last measurement 
during treatment) from the baseline measurement (e.g., the measurement taken 
just prior to treatment.  This analysis should only be performed for studies in 
which a baseline C-SSRS can be defined (i.e., having improvement from the 
worse event over a lifetime is not clinically meaningful).
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Appendix L. Health Care Resource Utilization Questionnaire (HCRU)
Version 2.0 – SAMPLE

(To be completed by Site Staff)

Non-Study Visits for Routine/General Health Care

Version 2.0

Instructions to Site Staff:  At each scheduled monthly visit (Month 1 through Month 6) in 
the Treatment Period, please ask if the subject saw a Non-Study Health Care Practitioner 
(HCP) since her last scheduled monthly visit for a routine/general health care visit that is 
not associated with an adverse event.  

Only record routine/general health care visits with Non-Study HCPs below.

Record Non-Study HCP Visits associated with an adverse event on the Adverse Event 
form only.  Do not record below.  

● Since the Subject's last scheduled monthly study visit, has she seen a non-
study Health Care Practitioner (e.g., Physician, Nurse Practitioner, Physician 
Assistant, Dentist, Physical Therapist) for a routine/general health care visit 
that is not associated with an adverse event?  ☐☐ No  ☐ Yes

If Yes, please complete the questions below.



El
ag

ol
ix

 (A
B

T-
62

0)
M

12
-8

16
 –

St
at

ist
ic

al
 A

na
ly

sis
 P

la
n

V
er

si
on

 2
.0

 –
24

 M
ay

 2
01

8

84



El
ag

ol
ix

 (A
B

T-
62

0)
M

12
-8

16
 –

St
at

ist
ic

al
 A

na
ly

sis
 P

la
n

V
er

si
on

 2
.0

 –
24

 M
ay

 2
01

8

85



El
ag

ol
ix

 (A
B

T-
62

0)
M

12
-8

16
 –

St
at

ist
ic

al
 A

na
ly

sis
 P

la
n

V
er

si
on

 2
.0

 –
24

 M
ay

 2
01

8

86



El
ag

ol
ix

 (A
B

T-
62

0)
M

12
-8

16
 –

St
at

ist
ic

al
 A

na
ly

sis
 P

la
n

V
er

si
on

 2
.0

 –
24

 M
ay

 2
01

8

87



El
ag

ol
ix

 (A
B

T-
62

0)
M

12
-8

16
 –

St
at

ist
ic

al
 A

na
ly

sis
 P

la
n

V
er

si
on

 2
.0

 –
24

 M
ay

 2
01

8

88



Elagolix (ABT-620)
M12-816 – Statistical Analysis Plan
Version 2.0 – 24 May 2018

89

Appendix M. Adverse Events of Special Interest

Item of Safety Interest Method of Surveillance
Hot flashes Non-bone related hypoestrogenic effects CMQ
Bone mineral density loss Osteoporosis/Osteopenia SMQ

DXA results from clinical trials
Anemia Cases are identified through the Non-Hemolytic and Non-

Aplastic Anemias CMQ
Haematopoietic erythropenia SMQ

Bone Fractures Osteoporosis/Osteopenia SMQ
Rash and hypersensitivity reactions Anaphylactic reaction SMQ 

Severe cutaneous adverse reactions SMQ 
Drug induced rash CMQ

Lipid abnormalities Dyslipidemia SMQ
Uterine bleeding change Female reproductive bleeds CMQ
Endometrial safety Uterine and fallopian tube neoplasms, malignant and 

unspecified SMQ
Reproductive Premalignant Disorders SMQ
Endometrial biopsy results

Hypoestrogenic AEs (excluding hot 
flashes, BMD loss, and fractures)

Non-bone related hypoestrogenic effects CMQ

Spontaneous abortion Termination of pregnancy and risk of abortion SMQ
Teratogenicity Review of pregnancy outcomes

All pregnancies will be followed up to 6 to 12 months post-
delivery and reviewed at least quarterly and as they occur

Obstetrical complications (maternal 
and infant)

Pregnancy, labor, and delivery complications and risk factors 
(excluding abortions and stillbirths) SMQ

Psychiatric events Depression and suicide/self-injury SMQ
Cardiovascular events Cardiac arrhythmias SMQ, Cardiomyopathy SMQ, 

and Ischemic heart disease SMQ
Thromboembolic events Embolic and thrombotic events SMQ



El
ag

ol
ix

 (A
B

T-
62

0)
M

12
-8

16
 –

St
at

ist
ic

al
 A

na
ly

sis
 P

la
n

V
er

si
on

 2
.0

 –
24

 M
ay

 2
01

8

90

A
pp

en
di

x
N

.
E

xc
ep

tio
ns

 to
 S

ta
nd

ar
d 

C
T

C
A

E
 L

ab
 G

ra
di

ng
 C

ri
te

ri
a 

fo
r 

E
la

go
lix

 S
tu

di
es

A
N

A
L

Y
T

E
G

R
A

D
E

 1
 T

O
X

IC
IT

Y
G

R
A

D
E

 2
 T

O
X

IC
IT

Y
G

R
A

D
E

 3
 T

O
X

IC
IT

Y
G

R
A

D
E

 4
 T

O
X

IC
IT

Y
H

E
M

A
T

O
L

O
G

Y
EO

SI
N

O
PH

IL
 C

O
U

N
T 

IN
C

R
EA

SE
D

*
65

0 
–

15
00

 c
el

ls
/m

m
3

15
01

 –
50

00
 c

el
ls/

m
m

3
> 

50
00

 c
el

ls
/m

m
3

N
o 

G
ra

de
 4

H
EM

A
TO

C
R

IT
 D

EC
R

EA
SE

D
**

D
ec

re
as

e 
in

 >
 0

%
 –

5%
 

be
lo

w
 L

LN
 o

r b
el

ow
 B

L 
if 

B
L 

be
lo

w
 L

LN

D
ec

re
as

e 
in

 >
 5

%
 –

10
%

 
be

lo
w

 L
LN

 o
r b

el
ow

 B
L 

if 
BL

 b
el

ow
 L

LN

D
ec

re
as

e 
in

 >
 1

0%
 b

el
ow

 
LL

N
 o

r b
el

ow
 B

L 
if 

B
L 

be
lo

w
 L

LN

N
o 

G
ra

de
 4

W
H

IT
E 

B
LO

O
D

 C
EL

L 
C

O
U

N
T 

IN
C

R
EA

SE
D

*
10

,8
00

 –
15

,0
00

 c
el

ls
/m

m
3

> 
15

,0
00

 –
20

,0
00

 c
el

ls
/m

m
3

> 
20

,0
00

 –
25

,0
00

 c
el

ls
/m

m
3

> 
25

,0
00

 c
el

ls
/m

m
3

C
H

E
M

IS
T

R
IE

S
BU

N
**

1.
25

 –
2.

5 
× 

U
LN

> 
2.

5 
–

5.
0 

× 
U

LN
> 

5 
–

10
.0

 ×
 U

LN
> 

10
 ×

 U
LN

LD
L 

C
H

O
LE

ST
ER

O
L 

H
IG

H
**

*
13

0 
–

15
9 

m
g/

dL
≥ 

16
0 

–
18

9 
m

g/
dL

≥ 
19

0 
m

g/
dL

N
o 

G
ra

de
 4

H
D

L 
C

H
O

LE
ST

ER
O

L 
LO

W
**

*
Lo

w
 a

bn
or

m
al

:  
< 

40
 m

g/
dL

**
*

PR
O

TE
IN

, S
ER

U
M

, L
O

W
*

5.
5 

–
6.

0 
g/

dL
5.

0 
–

< 
5.

5 
g/

dL
< 

5.
0 

g/
dL

N
o 

G
ra

de
 4

*
U

S
D

ep
ar

tm
en

t o
f H

ea
lth

 a
nd

 H
um

an
 S

er
vi

ce
s F

oo
d 

an
d 

D
ru

g 
A

dm
in

ist
ra

tio
n 

C
en

te
r f

or
 B

io
lo

gi
cs

 E
va

lu
at

io
n 

an
d 

R
es

ea
rc

h.
  S

ep
te

m
be

r2
7.

  G
ui

da
nc

e 
fo

r I
nd

us
try

 T
ox

ic
ity

 
G

ra
di

ng
 S

ca
le

 fo
r H

ea
lth

y 
A

du
lt 

an
d 

A
do

le
sc

en
t V

ol
un

te
er

s E
nr

ol
le

d 
in

 P
re

ve
nt

at
iv

e 
V

ac
ci

ne
 C

lin
ic

al
 T

ria
ls.

**
El

ag
ol

ix
 p

ro
gr

am
 c

rit
er

ia
 b

as
ed

 o
n 

pa
tie

nt
 p

op
ul

at
io

n,
 th

e 
di

se
as

e 
sta

te
s u

nd
er

 st
ud

y,
 a

nd
 p

re
vi

ou
s c

lin
ic

al
 tr

ia
l e

xp
er

ie
nc

e.
**

*
N

at
io

na
l I

ns
tit

ut
es

 o
f H

ea
lth

 N
at

io
na

l C
ho

le
ste

ro
l E

du
ca

tio
n 

Pr
og

ra
m

; D
et

ec
tio

n 
Ev

al
ua

tio
n 

an
d 

Tr
ea

tm
en

t o
fH

ig
h 

B
lo

od
 C

ho
le

ste
ro

l i
n 

A
du

lts
 (A

du
lt 

tre
at

m
en

t P
an

el
 II

I) 
Fi

na
l R

ep
or

t N
IH

 P
ub

lic
at

io
n 

N
o.

 0
2-

52
15

 S
ep

te
m

be
r 2

00
2.

N
at

io
na

l C
an

ce
r I

ns
tit

ut
e's

 C
om

m
on

 T
er

m
in

ol
og

y 
C

rit
er

ia
 fo

r A
dv

er
se

 E
ve

nt
s (

C
TC

A
E)

 is
 a

pp
lie

d 
to

 a
ll 

he
m

at
ol

og
y 

an
d 

ch
em

ist
ry

an
al

yt
es

ac
ro

ss
 th

e 
el

ag
ol

ix
 p

ro
gr

am
 w

he
re

 
qu

an
tit

at
iv

e 
cr

ite
ria

 a
re

 a
va

ila
bl

e.
  I

n 
th

e 
C

TC
A

E 
w

he
re

 si
m

ila
r q

ua
nt

ita
tiv

e 
va

lu
es

 a
re

 a
ss

ig
ne

d 
to

 m
ul

tip
le

 g
ra

de
s a

nd
 a

 q
ua

lit
at

iv
e 

cr
ite

rio
n 

di
sti

ng
ui

sh
es

 b
et

w
ee

n 
th

e 
gr

ad
es

, t
he

 
m

or
e 

co
ns

er
va

tiv
e 

qu
an

tit
at

iv
e 

gr
ad

e 
is 

ap
pl

ie
d.

 
Th

e 
ta

bl
e 

ab
ov

e 
in

cl
ud

es
 th

os
e 

in
sta

nc
es

 w
he

re
 C

TA
E 

cr
ite

ria
 a

re
 n

ot
 p

ro
vi

de
d 

fo
r a

pp
lic

ab
le

 la
b 

pa
ra

m
et

er
s a

nd
 a

lte
rn

at
iv

e 
re

fe
re

nc
es

 a
re

 a
pp

lie
d.


