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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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e 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.

e 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.

e Obtain data on endometrial health (TAU, TVU and endometrial biopsy).

e 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
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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.

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

e Subjects randomized to elagolix 300 mg BID alone in the pivotal studies and
continue on the same treatment in the extension study.

10
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e Subjects randomized to placebo in the pivotal studies and randomized to
elagolix 300 mg BID plus E2/NETA in the extension study.

e 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.

e Subjects randomized to placebo in the pivotal studies

e 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

71 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.

11
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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. Ifthere 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

12
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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

13
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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

7.41 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:

e 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.

e 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.

14
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743 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
Nominal Day Time Window
Visit (Study Day) (Study Days)
Month 1 28 >1-<42
Month 2 56 >42-<70
Month 3 84 >70-<098
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. Ifthere 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.

15
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Table 2. Analysis Time Windows for Non-Bleeding Measurements Collected
Every 3 Months in the Treatment Period

Nominal Day Time Window
Visit (Study Day) (Study Days)
Month 1 28 >1-<56
Month 3 84 >56-<140
Month 6 168 > 140 -<196

Nominal Day Time Window
Visit (Study Day) (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

Nominal Day Time Window
Visit (Study Day) (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).

16
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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 Time Window
(Study End Day) (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 S. Analysis Time Windows for Non-Bleeding Measurements Collected

at Post-Treatment Month 3 and 6

Nominal Day Time Window
(Study End Day) (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 Time Window
(Study End Day) (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 Time Window
(Study End Day) (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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744 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:

e For parameters other than BMD and WPALI 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.

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

e 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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e [fa 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.

e [fasubject 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:

o A value of 0 will be assigned to the MBL volume over this window.

e Ifasubject 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:

o 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

e Daily MBL volume of >2 — 10 mL.
e Daily MBL volume of > 10 — 40 mL.
e Daily MBL volume of > 40 — 80 mL.
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e 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/m’, > 18.5 kg/m” — < 25 kg/m’,

25 kg/m® — < 30 kg/n’, 30 kg/m” — < 35 kg/nr’, 35 kg/m” — < 40 kg/m’, > 40 kg/m®), 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.
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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:

e All randomized subjects

e Subjects who took at least one dose of study drug

e Subjects who completed the Treatment Period

e Subjects who discontinued from the Treatment Period

e Subjects who completed the Post-Treatment Follow-Up Period

e 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. Ifa 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

1.1 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
11.21 Primary Efficacy Endpoint

The primary endpoint will be the percentage of responders, defined as subjects meeting

the following two conditions:

e 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)
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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:

e 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).

e 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).

1.3 Secondary and Other Efficacy Analyses
Secondary efficacy endpoints during the Treatment Period include the following:

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

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

e 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:

e 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;

e Percentage of subjects with amenorrhea;

e Percentage of subjects with control of bleeding;

e The number of bleeding days;

e Change and percent change from Baseline in hemoglobin concentration;

e Patient Global Impression of Change (PGIC) questionnaire for Menstrual
Bleeding and Non-Bleeding Uterine Fibroid Symptom:s;
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e (Change and percent change from baseline in fibroid and uterine volume;
e Change from baseline for the UFS-QoL;

e Change from baseline for the EuroQoL-5D (EQ-5D-5L);

e The Health Care Resource Utilization (HCRU) questionnaire;

e (Change from baseline for the WPALI.

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:

e Cumulative distribution function for MBL volume at Final Month;

e Cumulative distribution function for percent change from Baseline to Final
Month in MBL volume;

e Proportion of responders at Final Month,;

e Cumulative distribution function for change from baseline to Final Month in
MBL volume.

e Cumulative distribution function for change from baseline in MBL volume to
each month;

e 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 Subject did not bleed during Study Days 1 — 28
(Days 1 —28)
Month 2 Subject did not bleed during Study Days 29 — 56
(Days 29 — 56)
Month 3 Subject did not bleed during Study Days 57 — 84
(Days 57 — 84)
Month 4 Subject did not bleed during Study Days 85 — 112
(Days 85 - 112)
Month 5 Subject did not bleed during Study Days 113 — 140
(Days 113 — 140)
Month 6 Subject did not bleed during Study Days 141 — 168
(Days 141 — 168)
Final Month Subject did not bleed during the last 28 days of treatment

(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. Ifa 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 Last bleeding/spotting day occurred during Study
(< Study Day 56) Days 1 —28
Month 3 Last bleeding/spotting day occurred during Study
(Study Day 57 — 84) Days 29 — 56
Month 4 Last bleeding/spotting day occurred during Study
(Study Day 85 — 112) Days 57 — 84
Month 5 Last bleeding/spotting day occurred during Study
(Study Day 113 — 140) Days 85 - 112
Month 6 Last bleeding/spotting day occurred during Study
(Study Day 141 — 168) Days 113 — 140
Cumulative Month 2 Last bleeding/spotting day occurred before Study Day 29
(< Study Day 56)
Month 3 Last bleeding/spotting day occurred before Study Day 57
(Study Day 57 — 84)
Month 4 Last bleeding/spotting day occurred before Study Day 85
(Study Day 85 — 112)
Month 5 Last bleeding/spotting day occurred before Study
(Study Day 113 — 140) Day 113
Month 6 Last bleeding/spotting day occurred before Study
(Study Day 141 — 168) 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. Ifa 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. Ifa 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

33



Obb\Vie Elagolix (ABT-620)
M12-816 — Statistical Analysis Plan

Version 2.0 — 24 May 2018

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.

e (Change from Baseline in Hgb <-1.0 g/dL

e 1.0 g/dL < Change from Baseline in Hgb <—0.5 g/dL
e 0.5 g/dL < Change from Baseline in Hgb < 0.5 g/dL
e 0.5 g/dL < Change from Baseline in Hgb < 1.0 g/dL

e 1.0 g/dL < Change from Baseline in Hgb < 1.5 g/dL

e 1.5 g/dL < Change from Baseline in Hgb < 2.0 g/dL

e (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.

e Hgb<10.5g/dL
e 10.5g/dL <Hgb<12g/dL
e Hgb>12g/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.

e Hgb<10.5g/dL
e 10.5g/dL <Hgb<12g/dL
e Hgb>12g/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 MRIL

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 classification’ will be summarized for each analysis group at Baseline, Month 3 (if

36



Obb\Vie Elagolix (ABT-620)
M12-816 — Statistical Analysis Plan

Version 2.0 — 24 May 2018

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 MRIL

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:

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

e 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.

e 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.®’

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.

40



Obb\Vie Elagolix (ABT-620)
M12-816 — Statistical Analysis Plan

Version 2.0 — 24 May 2018

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 WPAIL: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 .

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% ClIs. 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% Cls, 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:

e Any AEs

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

e Any AEs occurring in > 5% of subjects by primary MedDRA system organ
class (SOC) and preferred term (PT)

e Any AEs by PT in descending frequency of 12 month elagolix 300 mg BID
plus E2/NETA treatment group

e Any AEs by maximum severity (by primary MedDRA SOC and PT)
e Any AEs by maximum relationship (by primary MedDRA SOC and PT)

e Any AEs reasonably possibly related to study drug (by primary MedDRA
SOC and PT, by PT)

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

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

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

e Any AEs of special interest as specified in Appendix M

e 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:

e Any AEs by primary MedDRA SOC and PT
e 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 grades” 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 cholestero/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:

e Final post-baseline lab values vs. Baseline lab values;

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

e Maximum post-baseline lab values vs. Baseline lab values;

e 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:

e 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:

e 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.

e 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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12.3.2

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.

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 x ULN and total bilirubin > 2 x ULN

AST >3 x ULN and total bilirubin > 2 x ULN

ALT and AST >3 x ULN and total bilirubin > 2 x ULN
ALT >3 x ULN and total bilirubin <2 x ULN

AST >3 x ULN and total bilirubin <2 x ULN

ALT and AST >3 x ULN and total bilirubin <2 x ULN
ALT >3 x ULN and total bilirubin > 1.5 x ULN

AST >3 x ULN and total bilirubin > 1.5 x ULN

ALT and AST > 3 x ULN and total bilirubin > 1.5 x ULN
ALT >3 x ULN, > 5 x ULN, > 10 x ULN, >20 x ULN
AST >3 x ULN, > 5 x ULN, > 10 x ULN, > 20 x ULN
Total bilirubin > 1.5 x ULN, > 2.0 x 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,>-2.0to<-1.5,>-1.5to <-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:

e Treatment Month 6 to Post-Treatment Follow-up Month 6
e Treatment Month 6 to Post-Treatment Follow-up Month 12
e Final Treatment to Post-Treatment Follow-up Month 6

e Final Treatment to Post-Treatment Follow-up Month 12

e 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:

e Listing of subjects with bone decrease > 3% and T-score < —1.0 in the same
region

e 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 x ((% 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.

e Diastolic blood pressure
0 <50 mmHg and > 15 mmHg decrease
o >90 mmHg and > 15 mmHg increase
o >100 mmHg

e Systolic blood pressure
o <90 mmHg and > 20 mmHg decrease
o >140 mmHg and > 20 mmHg increase
o >160 mmHg

e Pulse rate
0 <45bpm and > 15 bpm decrease
o >100 bpm and > 15 bpm increase
o >120 bpm

o Weight
o >5% decrease

o >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.

12.71 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

Pt. Initials: P ID:

Date:

UTERINE FIBROID SYMPTOM AND HEALTH-RELATED QUALITY OF
LIFE QUESTIONNAIRE (UFS-QOL)

Listed below are symptoms experienced by women who have uterine fibroids. Please consider each
symptom as it relates to your uterine fibroids or menstrual cyele. Each question asks how much distress
you have experienced from cach symptom during the previous 4 weeks.'

There are no right or wrong answers. Please be sure to answer every question by checking (¥) the most
appropriate box. If a question does not apply to you, please mark "not at all” as a response.,

During the previous 4 weeks', how distressed Notat  Alittle  Some- Agreat AYerY
were you by... all bit what  deal 1:-'"'"
(3

1. Heavy bleeding duning your menstrual period
2. Passing blood clots during your menstrual period

00
OO
4

3. Fluctuation in the duration of your menstrual
period compared to your previous cycles

4. Fluctuation in the length of your monthly cycle
compared to your previous cycles

5. Feeling tightness or pressure in your pelvic arca
6. Frequent urination during the daytime hours

7. Frequent nighttime urination

O -0 s - Sl -] HS
O sl -0 el -0 Sl -0

Ol -Opts -0 gl
-Opial-O el 1  §a

$. Fecling fatigucd

' This questionnaire has been modified by Abbott with the permission of the SIR Foundation. Specifically,
rather than asking how much distress you have experienced from various symptoms during the past 3
months, this questionnaires focuses on the past 4 weeks. SIR Foundation has not tested and is not
responsible for the validity of this modification. Abbott plans to tes! the validity of this instrutment using
phase 2a trial data. Your use of the questionnaire constitutes your agreement to release SIR Foundation
from any responsibility for Abbott’'s changes to the document.

© Copyright 2001 Society of Interventional Radiology Foundation. All rights reserved 1
el
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The following questions ask about your feelings and experiences regarding the impact of
uterine fibroid symptoms on your life. Please consider each question as it relates to your

experiences with uterine fibroids during the previous 4 weeks.'

There are no right or wrong answers. Please be sure to answer every question by checking
(¥) the most appropriate box. If the question does not apply to you, please check "none

of the time" as your option.

During the previous 4 weeks', how often have
your symptoms related to uterine fibroids...

9. Made you feel anxious about the
unpredictable onset or duration of your
periods?

10, Made you anxious about traveling?

11. Interfered with your physical activities?

12, Caused you to feel tired or wom out?

13. Made you decrease the amount of time you
spent on exercise or other physical activities?

14. Made you feel as if you are not in control of
your life?

15. Made you concerned about soiling
underclothes?

16. Made you feel less productive?

17. Caused you to feel drowsy or sleepy during
the day?

18. Made you feel self-conscious of weight
gain?

19. Made you feel that it was difficult to camry
oul your usual activities?

20. Interfered with your social activities?

21. Made you feel conscious about the size and
appearance of your stomach?

22, Made you concerned about soiling bed linen?

Noneof Alittle  Some Most Allof
the of the of the of the the
time time time time time
O @ 0 @ O
0O 0O 0O 0O O
I
0O 0O 0O O O
m) el el )
0 0 0 0 0O
0O 0 0O 0O O
O Q@ 0 0 0
0D 0 0 0O O
0O 0 0O QO O
o Qo 0 0 0
0O 0O 0O 0O O
0 @ @ 0 O
0 0 0O 0O 0

© Copyright 2001 Society of Interventional Radiology Foundstion. All rights reserved

Drat LAl CromeAig 1 Poums borforraliralufsong Soc 1V 1D
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During the previous 4 weeks', how often have | Noneof  Alittle  Some of Mostof  All of
your symptoms related to uterine fibroids... the of the the  thetime  the
time time time time

23. Made you feel sad, discouraged, or hopeless?
24. Made you feel down hearted and blue?
25. Made you feel wiped out?

26, Caused you to be concerned or worried about
your health?

Cigmi — EEf o
sl -0 s -0 g
sl 0] e -0 s

27. Caused you to plan activities more carcfully?

28. Made you feel inconvenienced about always
carying extra pads, tampoas, and clothing to
avoid accidents?

29. Caused you embarrassment?

30. Made you feel uncertain about your future?

31. Made you feel irritable?

32. Made you concerned about soiling outer
clothes?

O g -0 gs -0

33. Affected the size of clothing you wear during
your periods?

34. Made you feel that you are not in control of
your health?

O R0 gEl-OEs -0 BSOSl 0SS

O Haae -0 &l -0 5sl -0

35. Made you feel weak as if energy was drained
from your body?

36. Diminished your sexual desire?

Cigmp o Rmi c| Emi o cEE) C Cm CREE R

Cigmp o Emi C| Emim C(Em) C Ll

iall -0 gl
el -0 pisin -] B
4O 040

37. Caused you to avoid sexual relations?

This questionnaire is being used at Abbolt's independent election pursuant to a license from the SIR
Foundation. Abbott is solely responsible for the administration of this questionnaire and any related
findings, conclusions or recommendations arising from such use. SIR Foundation is not responsible for
any such use, findings, conclusions, or recommendations.

© Copyright 2001 Society of Inferventional Radiology Foundation. All rights reserved
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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).

Lowest and Highest Possible Raw Score
Possible Raw Scores Range (Assuming All
(Assuming All Related Related Scale Items are
Scale Sum Item Values Scale Items are Answered) Answered)
Symptom Severity Sum1-8 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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Lowest and Highest  Possible Raw Score

Possible Raw Scores Range (Assuming
(Assuming All All Related Scale
Related Scale Items Items are
Scale Sum Item Values are Answered) 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:

e 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 x (total number of related scale items
answered) and the highest possible raw score = 5 x (total number of related
scale items answered). And the possible raw score range = the highest
possible raw score — the lowest possible raw score.

e 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:

[1 Very much improved
Much improved
Minimally improved
Not changed
Minimally worse

Much worse

Ooogoad

Very much worse
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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:

e Since [ started taking study medication, my abdominal or pelvic pain has/is

[1 Very much improved
Much improved
Minimally improved
Not changed
Minimally worse

Much worse

Ooogoad

Very much worse

e Since [ started taking study medication, my abdominal or pelvic pressure has/is

[

Very much improved
Much improved
Minimally improved
Not changed

Minimally worse

0O oog
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1 Much worse

[1 Very much worse
e 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

Ooogdodgano

Very much worse
e Since [ started taking study medication, my back pain has/is

Very much improved
Much improved
Minimally improved
Not changed
Minimally worse

Much worse

Ooogdodgano

Very much worse
e Since [ started taking study medication, my abdominal bloating has/is

Very much improved
Much improved
Minimally improved
Not changed
Minimally worse

Much worse

Ooodogd

Very much worse
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e Since [ started taking study medication, my urinary problems (urinating too
frequently or feeling a sudden need to urinate) has/is

[1 Very much improved
Much improved
Minimally improved
Not changed
Minimally worse

Much worse

Ooogoad

Very much worse

e 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

Ooogdodgano

Very much worse
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Appendix E. EurolQol (EQ-5D-5L) - SAMPLE

Figure 1: EQ-80-5L (UK English sample version)

Under gach heading, please lick the ONE box that best describes your health TODAY

MOBILITY

| have na problems in walking about

| hawer slight problems in walking about

| have moderale problams in walking about
| have severe problams in walking about

| am unable 1o walk about

[ i iy iy iy ]

SELF-CARE

| hawve na problems washing o dressing mysell

| hava slight problems washing or dressing mysell

| have moderate problams washing or dressing mysell
| kv severe problems washing or dressing mysell

| aam unable lo wash or dress mysell

[ iy i

USUAL ACTIVITIES (e.q. work, study. housework, family or leisure activilies)
| have no problems doing my usual aclivities

| have slight problems doing my usual aclivities

| have moderale problems doing my useal activities

| have severe problems doing my usual activities

| am unalle (o do my usual activities

Coopoo

PAIN | DISCOMFORT

| have na pain or discomior

| haver slight pain or discomfort

| have moderala pain or discomiont
| have severe pain or discomion

| havva excirermie pain of discomfion

[ iy

ANXIETY | DEPRESSION

| am nol anxiows or depressed

| am slightly anxious or depressed

| am moderately arndous or depresaad
| am severely andous or depressed

| am extremely anxious or dapressed

Coooo
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‘Wiz would like to know how good or bad your health is TODAY.
This scale is numisened from 0 1o 100,

100 means the: bagl health you can imagine,
D means the worst bealth you can imagine,

Kark an X on e seale o indicate how your Bealih & TODAY.

Mow, phrase wribe the number you marked on the scale in the box below,

YOUR HEALTH TODAY=

Thex b5t haalth
¥OU CAN imagine

The waral hisalth
you can imagine

75

T

45

40
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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 net 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.

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

[1No [ 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

N I R N N N

Subject collected sanitary products and did not bring them to this visit; will

return sanitary products at a later date

1 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.

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

[1No [ 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™®

N I R N N N

Subject collected sanitary products and did not bring them in yet; will return

sanitary products at a later date

1 Other

*  Subject will be required to collect sanitary products for her next full menses.

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

e 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.

e 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

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

e 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 Uterine fibroid
symptoms had no symptoms completely
effect on my work 1 2 3 4 5 6 7 I 9 10  prevented me from
working
CIRCLE A NUMBER

e 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 Uterine fibroid
symptoms had no symptoms
effect on my daily completely
activities 0 1 ) 3 4 5 6 7 8 9 10  prevented me from
doing my daily
activities
CIRCLE A NUMBER

WPATL:UF V2.0 (US English)
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Appendix L. WPAI:UF Scoring Rules
The WPALI yields four types of scores:

e Absenteeism (work time missed)
e Presenteesism (impairment at work/reduced on-the-job effectiveness)

e Work productivity loss (overall work impairment/absenteeism plus
presenteeism)

e Activity Impairment

WPAI:UF

WPALI 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))) x (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

COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Since Last Visit

WVersion 1/14/09

Posner, K.; Brent, D.; Lucas, C.; Gould, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
Burke, A.; Oguendo, M.; Mann, J.

Disdaimer

This scale is intended to be used by indviduals who have received training in its administration. The questions contained
in the Columbig-5Suiade Severty Rating Scale are suggested probes. Ultimately, the determination of the presence of
suiadal ideation or behavior depends on the judgment of the indridual administening the scale.

Definitions of behavioral suicidal events in this scale are based on those used in The Columbia Suicide History
Form, developed by John Mann, MD and Mara Oquendo, MD, Conte Center for the Neurosaence of Mental Disorders
(CCNMD), New York State Psychiatric Institute, | 051 Riverside Drive, New York, NY, 10032 (Oquende M. A,
Halberstam B. & Mann |. |, Risk factors for suicdal behavior: utility and limitations of research instruments. In M.B. First
[Ed ] Standardized Evaluation in Clinical Practice, pp. 103 -130, 2003.)

For reprints of the C-55RS contact Kelly Posner, Ph.D., New York State Psychiatric Institute, 1051 Riverside Drive, New
York, New York, 10032; inquiries and training requirements contact posnerk@nyspi columbia edu

© 2008 The Research Foundation for Mental Hygiene, Inc.
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SUICIDAL IDEATION

Ask questions 1 and 2. Ifboth are nsgative, procesd to “Suwicidal Behavior” section. [f the answer to gquestion 2 iz "ves ™,

ask guestions 3, 4 and 5. [fthe answser to guestion ] and'or 2 is “ves ", complete "Intenzity of Ideation ™ section below. mni?;s]-j':st
1. Wish to be Dead .

Snbject endorses thonshts shonta wish o be dead or notalive anymars, or wish to f11 aslespand notwake up Yes No
Have you wished you were dead orwished vou conld go to sleep and notwake up? O O
If yes, describe:

2. Non-Specific ActiveSuicidal Thoughts .
(Geners], non-specific thoughs of wantinz to end one's 1ifs'commit swicids (e 2, "T've thougiradour kTmg mysef™ ) withontthonshs of ways ta kil Yes No
oneself zssocizted methods, inent, or plan dorins the sssessmentperiod O O
Have you actually had any thoughss of Mg vowse]?

If yes, describe:

3. Active Suicidal Ideation with Any Methods (Not Plan) without Intent to Act
Enbject endorses tuoushs of suicide and has thousht of 3t lezst one method during the assessment period. This is different then a3 specific plan with rime, Tes No
place ar method dewils worked out (2.2, thousht of method to kil self butnota specific plan). Includes persan who would say, "Trhoughr abouwr erkigan o o
averdase sur I never madk a specific planas fo when, where ar how Twow'd acturly db If_and T wowd never go frougR Wit ™
Have you been thinking abows how you mighs do fis?

Ifyes, describe:

4. Active Suicidal Ideation with Some Intent to Act, without Specific Plan
Auctive suicidal thaushts of killins onesslf and subjectreports having soms ingnt to 30t onsuch thonshts, 35 opposed o T Aave the fougis dur 7 Yes No
dgfTnitefy will nor do axpriing abow fem ™ o o
Have you had rhese thorghs and had somes intendon af acing on them?

If yes, describe:

5. Active Suicidal Ideation with Specific Plan and Intent

Thounghts of killing onesslf with deiks of plan folly or parizlly wored ontand subject has some infent to carry it om Yes No
Have you started to workows or worked ons tie detaily of how to kil yowrself? Do you intend fo carry owf chisplan? o o
If yes, describe:

INTENSITY OF IDEATION

The foilow ing femtures showld be rated with respect to the most severe Dpe of ideation (e, 1-3 from above, with ] being the least seere
and 5 being the most severg).

Most
Most Severe Ideation: Severs

Type#il-3) Description of Ideation

Frequency
Howmany ames have you haod these thoughts?
(1yLessthamomczawesk (2)Onceawesk (3) 2-5dmesinwesk (4) Daily oralmost deily (3) Many times sach day

Duration

When you have the thoughes, how long do they Lost?
{1} Flesting - faw seconds or minutes {47 4-B houss ‘most of day
{2) Lass than 1 howr'some of the time {3) Mog= than B howrs'pessEntor comrmuons -
(3} 12 hours @ latof time

Controllability

Could/can you stop thinking about killing yowrselfor wanang to dietf you want to?
(1) Easily zbls ta cantal thanshts {4)Can contral thanshts with a lot of difficnly
(1) Can control thaushts with Tittls difficulty {53 Unzhl to comtral thanshts —
{3) Can control thoushts with some difficulny {0 Diaes mot attempt 0 contral doushs

Deterrents

Are thers things - anyons or anything (o.g . famaly, religion, pain af death) - that stopped you from wanting to dis or acting on

thoughts of commining suictds?
(1) Deterrents definitaly stwpped you from attempting suicide {4} Deterrants mostlely did notstop you —_—
{2) Deterreants probably stapped vou {3) Detearents definiely didnot siop oo
({3} Uncertzin that detmrents stapped you {07 Dioes nat apply

Reasons for Ideation

What sort af reasons did you have for thinking abowr wanting to diz or killing yoursslf? Wasirto end the pain or stop the way
vouwere feeling (in other wordsyvou couldn’t go on bving with this pain or howyou were feeling) or was it to get agengon,
revenge or a reacton from others? Orboth?

{1} Complately o 2=t atiEnton, sevenss of 3 reactionfrom others  {4) Mostlyto end or stop e pain (youcouldn't 20 on

{23 Mlostly to 2=t amention revenss of 3 reaction from athers living with the pzinar how youwers feeling)
{3) Equally @ gt atentan, revense ar a feaction from othess {3) Completely o end of swp the pain {you couldn't20 an
and to end’stap the pain living withthe painor how you were fesling)

{07 Doss not apply

1S 2008 Rasearch Foundation for Menial Frgiene, Inc. (C-SERE—Eince Lamt Visit (Wersion 1/14/09) Page lofl
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SUICIDAL BEHAVIOR

Since Last

{Check all that apply, 5o long asthes are Separate svents; mustask abow ol gpes) 1;:

Actual Aftempt:

A potestiafly seHf-Sniarions a0t comeminad with at Jaast some wish o die, s 2 eerh of e Bebavicr was in pant thonght of 25 methed 1o Gl omesaf Togaey Yez Ne

doms ot have o he 10025 If these & QM) fteat dasins 4o dis associated with the act, then i casn he comsidered an actmal suicide anempt There doss not O o

Raveto be ary irjury or karm, jost fhe possial for infery or barm If persce polls rigges while gon is i mosth bot gon & broken 50 00 infery resals,

ihis s considened ag atempt.

Infessiog Ineat Eves if as iodividual desies ineatwish 1o die, it may be sofeoned choically from the bebavior or circamsiances. For example, a highty

Jedhal act dhat i cleashy oot as accident 50 0o other dment bt seicide can be dofenred (o3, Tuoshot 1o bead, jumping from window of a kigh Poonmory).

Adso, if someone denies iment o die, ot they thought hat what they did coudd be Jadinl, dmea may be dafenned.

Huve pen made a suicide atempr?

Haveyou dore arything to karm yourmal?

Huaveyou done anything daongerouswhere vou could have died? Tomal2af
Whar did you do? Al
Didyon as @ way o end penr LE?

Didyon ware to die (nver o linds) wher ver ? —
Werepou oying to end your Ijfewhen you ?
Or did you think it wars pemible you conld hove disd from 2

O did pon do it purely for other reasons/ withour ANY inencivn of killing yourselflike to relieve sevess, feel betrer, gor

symipathy, or gar something eloe fo Rappen)? rSeH-Toparions Bebavics withont suicidal fmead)

If yex, describe:

Yes Ne

Has subject engaged in Non-Suicidal SelfInjuriows Behavior? o o

Interrupted Atfempt:

Whea the parson is imernupied (by 20 oviide circmmetance)) from stating the possaiaThy self-infnrions 2ot (e S that, sessl surmpt newld Bave Tes Ne

aceurrad).

Crvendome: Persom b pifls in band bt & siopped from ingesting.  Once they ingest amy pilk, thic becomes an atiempt rather fhan an imesmpied atiemot. O o

Shooting: Person bas gon poimed towand seif. gon & takes away by somecne eloe, or & somehow prevested from palling trigges. Once they pull the trigges,

wvan if the gon fadls to fire, #t i an atemnt Femping: Parson is podoed o jomn, & grabhed and taken down from ledge. Hanging: Parson fos noome asomnd

meck bt bas not yet stanied to hang - & siopped from dodng so. TomalZaf

Hag thers beem a time when you staried to do semething to end your I but someon e or something siopped you baforayon . - 3

acrually did arything?

If vex, describe:

Aborted Atfempt: Ver No

Whean parson beging 10 take sieps iowasd making a swicide atemont, bt siops themsahras bafore they actmalhy bave snzaged i amy sef-demmctive babavicr

Fxamgplas are similar io imenngpied atiemnts, sxcapt fad the indhidm] siops himbersal, drcead of being sioppad by somedhing alos o O

Hag there beem a time when you started to do something fo oy to end your Ljfe butyon stopped pourself bgfore you

aomally .ﬂdaﬂ}.ﬂ!mg’ Toalzaf

If yex, descrite aboari=d

Preparatory Acts or Behavior:

Acts or prepasation towands Emmisasdly making 2 soicids atemnt This cas inclsde asyhing bevond 2 verbalization or thought, soch as assembling a Yez Ne

spacific mathod (=g boving pith, parchasing a gon) of pregasing for one's dsath by seicids (= 2, giving things away, writing a sicide oote). O O

Hiveyou taker any stgps towards making a suicide atempr or preparing to ill yeurself (ruck as collecting pills, getting a gumn,

givirng valuabler away or writing o suiide notg)?

If vex, describe:

Suicddal Behavior: Yz Te

Boicida] bebavior was presem doring the assssomesnd period? O o

Suidde: Yo Fa

O 0O
Ledial

Ansswer for Actual Attempts Only "

[Cate:

Actual Lethality/ Medical Damage: Emter Code

0. Mo physical damage or vary minor phrysical damags (2. g, serface sormches).

]. Mlinor phrysical damage (2.5, ledhargic spreck; firm-degres bonns; mild bleeding, spradng)

1 Moderate phyvsical damage; medical atteation neaded (2.5, comscions but sleepy, somewhat sesponsive; second-degres bunns; blreding of major vessel)

3. Moderately severs physical damage; mdica! hospitalization and Hioely intensive cane requined (2.3, comatose with reflaxes intacy; thind-dagres boes

e dhan 2006 of body; exieasive blood Joss bt cas recoves; major fractanes)

4. Jevere pinsical damage; medica! hogpitalization with imeosive case sequired (=5, comats: withost reflexes; dind-degooe banos over 20% of body;

exiemsive blood Joxs with mosiablde viial sigos; major damage o a vial asea)

3. Deadh

Pmm]Leﬁa.hir Only Amswer if Acual Lethaliy—=0 Evter Do

Likedy Jathality of actml atiemet g0 medical damage (fhe following examples, while kaving no actsal medical damige, bad poteaial for very safions

Jethaliny: oot gon i mowth and pulled de trigger ot gen fadk to fire 5o 0o medical damage; hiving o tradn tracks with cocoming tradn bt pelled away

Thafiore rmn over)

0 = Belavicr not Hiedy to nexsll & dnfary

1 = Babavicr Hialy 1o reselt in dnfery bot oot Hbady to camse death -

| 2 = Behavior Hoahy 1o ressh in death despite avadhbls medical cars

L1008 R Fousdases for Memel By gz, e C-33RE—dames Las Vans (Vemams LL40H) Pagzlcil
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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.

e 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.

e 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.

e 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.

e 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.

e 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).

e 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).

e 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).

e 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

Jorm only. Do not record below.

e 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.
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Version 2.0 — 24 May 2018

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
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