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3.0 Introduction

This statistical analysis plan (SAP) describes the planned statistical analyses for elagolix
(ABT-620) Study M12-815 titled "A Phase 3 Study to Evaluate the Efficacy and Safety of
Elagolix in Combination with Estradiol/Norethindrone Acetate for the Management of
Heavy Menstrual Bleeding Associated with Uterine Fibroids in Premenopausal Women."
The analysis plan was created based on the Study Protocol M12-815 Amendment 3 dated
25 September 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. All
statistical tests will be two-sided and a significance level of 0.05 will be used unless

otherwise specified.

4.0 Study Objectives, Design and Procedures

4.1 Objectives
The objectives of this study are to:

e Assess the efficacy, safety and tolerability of elagolix 300 mg BID in
combination with E2/NETA (estradiol 1 mg/norethindrone acetate 0.5 mg QD),
versus placebo to reduce heavy menstrual bleeding (HMB) associated with
uterine fibroids in premenopausal women 18 to 51 years of age.

e The study will also characterize the impact of E2/NETA on the
safety/tolerability (including bone mineral density [BMD] and other
hypoestrogenic side effects) and efficacy of elagolix.

4.2 Study Design

This Phase 3, randomized, double-blind, multicenter, placebo-controlled study is designed

to evaluate the efficacy, safety and tolerability of elagolix alone and in combination with
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E2/NETA in the management of premenopausal women with HMB associated with
uterine fibroids. Approximately 400 subjects will be randomized in a 1:1:2 ratio to 1 of

the following 3 treatment groups:

e placebo (n=100)
e clagolix 300 mg BID (n = 100)

e clagolix 300 mg BID plus E2/NETA (estradiol 1 mg/norethindrone acetate
0.5 mg) QD (n=200)

This study is designed to enroll approximately 400 subjects across approximately
125 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 4 periods as follows:

1. Washout Period prior to Screening (if applicable)

2. Screening Period of approximately 2.5 to 3.5 months prior to first dose of study
drug

3. 6-month Treatment Period

4.  12-month Post-Treatment Follow-up Period (OR Subjects may enter an extension
study [Study M12-816] if they are willing and qualify, based on safety parameters,
to receive an additional 6 months of treatment, followed by 12 months of

follow-up).

Subjects will visit the site for assessments and testing during the Washout Period, if
applicable, during the Screening Period (Initial Screening Visit, Screening Product
Collection Visits [PCVs] for assessment of menstrual blood loss) and Treatment Period
(Day 1 [Randomization] and monthly during Month 1 through Month 6). Following the
6-month Treatment Period, subjects will enter into a 12-month Post-Treatment Follow-up

Period or an extension study. The Study Periods are illustrated in Figure 1.
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Figure 1. Study Schematic
Screening Period Treatment Period - 6 months Post-Treatment Follow-up Period - 12 months
2.5 - 3.5 months OR

Enter Extension Study

Placebo (n=100)

2.3 Screening Elagolix 300 mg BID alone (n=100)

Washout Menstrual
(if applicable) Cycles
Elagolix 300 mg BID + E2/NETA (n=200)

I;:; — ;{I;:{:{I{:I,
- Day:4 M3 M6 M3 Me M9 m12
Screening (Day 1-10
Visit of menses)

4.3 Sample Size

Approximately 400 subjects will be randomized in a 1:1:2 ratio to placebo (N = 100),
elagolix 300 mg BID (N = 100), or elagolix 300 mg BID plus E2/NETA (N = 200). The
sample size will provide at least 90% power to detect a difference between the elagolix
300 mg BID plus E2/NETA group and the placebo group in the percentage of subjects
with menstrual blood loss (MBL) volume < 80 mL during the Final Month (as defined in
Section 7.2) and 50% or greater reduction in MBL volume from Baseline to the Final
Month under the assumption of responder rates being 60% and 30% for elagolix 300 mg
BID plus E2/NETA and placebo, respectively. The sample size determination is primarily
driven by the need for a sufficient number of patients for the safety database. The above

sample size was calculated using nQuery advisor 7.0.

4.4 End-of-Treatment Period Analysis

An end-of-treatment period analysis of the primary and secondary efficacy variables along
with demographic and safety variables will be performed after the last subject completes
the 6-Month Treatment Period of Study M12-815. This end-of-treatment period analysis
will include all treatment period data from all patients randomized into the study. The
data base will be versioned and any discrepant data will be clarified before the lock.

Analyses will be performed by an external Independent Data Analysis Center (IDAC).
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Subjects completing Study M12-815 are eligible to be enrolled in the double-blind
extension study. The blinding at the subject level for the extension study will be
maintained as the efficacy data analyses will only present overall treatment group results
to the sponsor. The sponsor will have access to the unblinded results at the treatment
group level. However, the blinded data at the subject level will not be included in the
results of the demographic, efficacy, or safety endpoints provided to the sponsor. The
randomization schedule for Study M12-815 will be provided to the IDAC by someone
other than the project statistician, who is otherwise not involved with this study. All
AbbVie study personnel will remain blinded until the blind is broken for the double-blind
extension study. The end-of-treatment period analysis will only include data collected
during the 6-month treatment period of the study and will not include data collected

during the Post-Treatment Follow-up Period.

Since this end-of-treatment period analysis is the only and final analysis of the primary

and ranked secondary endpoints of Study M12-815, no adjustment of alpha-level is

necessary.
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

10
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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 Used for Stratification of Randomization

There is no variable used for stratification of randomization.

6.0 Protocol Deviation and Enrollment into Extension
Study

Protocol deviations will be summarized and listed by treatment group. The number and
percentage of subjects not enrolling into the extension study, and the reason for not

enrolling into the extension study will be summarized by treatment group.

7.0 Analysis Conventions

71 Definition of Baseline

Unless otherwise specified below, Baseline for a variable will be defined as the last non-

missing value obtained prior to or on Study Day 1.

MBL Volume Baseline

Baseline MBL volume will be defined as the mean of total MBL volume from all the
qualified menstrual cycles during the Screening Period, in which the total MBL volume is
from all validated and non-validated sanitary products that subjects returned and where
the MBL volume of validated sanitary products only (excluding non-validated sanitary
products) is greater than 80 mL. All menstrual cycles during the Screening Period in
which the total MBL of all validated products is less than or equal to 80 mL will not be
included in the Baseline MBL volume calculation. Ifthe gap between two consecutive
Screening menstrual cycles 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 Screening menstrual cycles will be combined as one Screening menstrual cycle for

the calculation of Baseline.

11
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Bleeding Days Baseline

Baseline for bleeding days (as defined in Section 7.6) will be the mean of total number of
bleeding days over all the qualified Screening menstrual cycles that are used to calculate

Baseline MBL volume.

Fibroid and Uterine Volume Baseline

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 during the Screening Period. If there is no
measurement collected on or prior to Study Day 1, the first measurement collected prior to

Study Day 8 (Study Day 8 is not included) will be used as Baseline.

Adenomyosis Baseline

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. If there is no measurement
collected on or prior to Study Day 1, the first measurement collected prior to Study

Day 15 (Study Day 15 is not included) will be used as Baseline.

Quality of Life Questionnaires Baseline

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. For UFS-QoL, EQ-5D-5L and HCRU, if there is no measurement collected on or
before Study Day 1, the first measurement collected prior to Study Day 8 (Study Day 8 is

not included) will be used as Baseline.

12



Obb\Vie Elagolix (ABT-620)
M12-815 — Statistical Analysis Plan

Version 2.0 — 02 Feb 2018

7.2 Definitions of Final Month and Final Visit

Final Month is defined as the last 28 days prior to and including the Reference Day, which
is defined as the last visit date in the treatment period (last treatment visit date) or the last
dose date if there is evaluable Alkaline Hematin (AH) data after the last treatment visit

date and prior to or on the last dose date.
Final Visit is defined as the last non-missing assessment during the Treatment Period.

Post-Treatment Final Visit is defined as the last non-missing assessment during the

Post-Treatment Follow-up Period.

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, the study day is
defined as the number of days since (positive values) or prior to (negative values) the

first study drug dose. The day of the first study drug dose 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 study drug. The first day following the last dose of study drug 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
Study M12-815 will be excluded for all assessments performed at periodic intervals
(monthly, every 3 months, or every 6 months) in the Treatment Period with the following

exceptions:

13
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1.  For BMD, TVU/TAU, MRI, and endometrial biopsy assessments, data obtained
more than 28 days after the last dose of study drug in Study M12-815 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
Study M12-815 will be excluded from the summaries/analyses in the Treatment

Period.

7.4.2 Post-Treatment Follow-Up Period

For subjects who are not rolled over into the Extension Study M12-816 and continue to
the 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 for all assessments performed at periodic intervals (monthly, every 3 months, or

every 6 months), with the following exceptions:

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

Treatment Follow-up Period.

2. For AH data, data obtained after the last dose of study drug in Study M12-815 will

be included in the summaries during the Post-Treatment Follow-up Period.

743 Details Regarding Visit Windows

For analyses in the Treatment Period, time points and corresponding time windows are

defined based on the time of exposure to study drug starting from Study Day 1.

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

14
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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

and Post-Treatment Follow-up Period.

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-<98
Month 4 112 >98 -<126
Month 5 140 >126-<154
Month 6 168 >154-<196
Nominal Day (Study End Time Window
Day) (Study End Days)
Post-Treatment Month 1 28 >3-<42
Post-Treatment Month 2 56 >42-<70
Post-Treatment Month 3 84 >70-<98
Post-Treatment Month 4 112 >98 -<126
Post-Treatment Month 5 140 >126-<154
Post-Treatment Month 6 168 >154 - <182
Post-Treatment Month 7 196 >182-<210
Post-Treatment Month 8 224 >210-<238
Post-Treatment Month 9 252 > 238 —<266
Post-Treatment Month 10 280 >266-<29%
Post-Treatment Month 11 308 >204 - <322
Post-Treatment Month 12 336 > 322 -<366

Table 2 will be used for analyses of endpoints collected every 3 months in the Treatment
Period. If there is a scheduled Month 1 visit for the endpoint (e.g., PGIC-MB and

15
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PGIC-NBUEFS), the first subtable will be used. If there is no scheduled Month 1 visit for
the endpoint (e.g., TAU/TVU, creatinine phosphokinase, urinalysis, apolipoprotein A
and B, UFS-QoL), the second subtable will be used.

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-<112
Month 6 168 >112-<196

Nominal Day Time Window (Study
Visit (Study Day) Days)
Month 3 84 >1-<112
Month 6 168 >112-<196

Table 3 and Table 4 will be used for analyses of endpoints collected at Month 6 (biopsy,
MRI, BMD) in the Treatment Period.

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

Nominal Day Time Window
Visit (Study Day) (Study Days)
Prior to Month 3 >1-<84
Between Month 3 and Month 6 84 >84-<140
Month 6 168 >140-<196
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Table 4. Analysis Time Windows for Non-Bleeding Measurements Collected
Every 6 Months in the Treatment Period (MRI and Biopsy)

Nominal Day Time Window
Visit (Study Day) (Study Days)
Prior to Month 6 70 >1-<140
Month 6 168 >140-<196

Table 5 will be used for analyses of endpoints collected at Post-Treatment Month 1, 3, 6,
9, and 12 (e.g., vital signs, clinical safety labs including chemistry, hematology, lipid
panel and urinalysis, apolipoprotein A and B). Table 6 will be used for analysis of
endpoints collected at Post-Treatment Month 3 and 6 (e.g., TAU/TVU). Table 7 will be
used for analysis of endpoints collected at Post-Treatment Month 3 (e.g., MRI). Table 8
will be used for analysis of endpoints collected at Post-Treatment Month 6 and 12

(e.g., BMD).

Table S. 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 6. 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 >210
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Table 7. 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 > 126
Table 8. 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 >28 —<140
Post-Treatment Month 6 168 >140-<196
Post-Treatment Months 7 — 11 >196 —<308
Post-Treatment Month 12 336 >308
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:

1. For parameters other than BMD, TVU/TAU, MRI, and WPAI data, 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.

2. For BMD, TVU/TAU, and MRI data, if multiple assessments exist in a specific
time window, analyses of data will be based on the most conservative (worst)

assessment.
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3. 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.

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).

Baseline MBL volume is based on observed AH data only. No imputation will be made

for Baseline MBL volume.

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.
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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 used.

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 2 — 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:

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:

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

e [fasubject is missing AH data or all AH data are unevaluable in the window
and the UBQ is completed with no bleeding or spotting or "Subject only had
spotting that did not require the use of sanitary products" or "There was no
visible blood on the sanitary products" indicated but UBQ does not cover the
full window, then:

A value of 0 will be assigned to the MBL volume over this window if the
days not covered by UBQ response as described above have AH imputed
MBL volume (see first paragraph in Section 7.6.1.1) being 0 for those days.
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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.
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 treatment group.

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 treatment group and
overall and also be compared among treatment groups using one-way analysis of variance

(ANOVA). Number and percentage will be computed by treatment group and overall for
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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/n?’, 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). Categorical variables will be compared among

treatment groups using a Fisher's exact test.

The number and percentage of subjects with Baseline presence of adenomyosis (as
defined in Section 11.3.5.3) will be summarized by treatment group and overall. No
statistical tests will be performed.

Physician Surgery Questionnaire (PSQ)

For each of the PSQ questions (Appendix G), the number and percentage of subjects in
each response category will be summarized at Baseline by treatment group and overall.

No statistical tests will be performed.

Reason for Study Participation Questionnaire

Descriptive statistics will be presented for reasons for study participation for each
treatment group. No statistical tests will be performed.

8.1.2 Baseline Characteristics

Menstrual Blood Loss (MBL)

Baseline MBL measured by AH method as defined in Section 7.1 will be summarized for
each treatment group and overall with mean, SD, median, minimum, and maximum
values. The baseline MBL values will be compared among treatment groups using
one-way ANOVA.
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Bleeding Days

Baseline for bleeding days will be based on the observed daily AH data in Screening 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 for each treatment group and overall.

Hemoglobin Concentration

Baseline hemoglobin concentration will be summarized for each treatment group and
overall 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 for each treatment group and overall: <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 for each treatment group and overall with
mean, SD, median, minimum, and maximum values and will be compared between each

elagolix dose group and placebo using one-way ANOVA.

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. 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. No statistical tests will be performed on medical history.
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8.3 Prior, Concomitant, and Post-Treatment Medications

Medications with a start date prior to the first study drug dose date will be counted as

prior medication.

Concomitant medications are those medications, other than study drugs, taken during the
treatment period with an end date after the first dose of study drug or ongoing at the end
of study, and a start date prior to 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 not missing and the end date is missing; (3) both the start date and the

end date are missing.
No statistical tests will be performed on prior medications and concomitant medications.

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 treatment group and overall using ATC Classification and preferred terms from the
World Health Organization (WHO) Drug Dictionary.

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

treatment group and overall.

Other medications taken during the Post-Treatment Follow-up Period, which includes all
medications with an end date after the last dose of study drug or ongoing at the end of
study for subjects who did not enroll in the extension study, will be summarized by ATC
Classification and WHO preferred term with number and percentage for each treatment

group and overall.
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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

treatment group and overall:

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 enrolled in the extension study

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 treatment group and overall, with number and percentage overall
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 during the Post-Treatment Follow-up Period by primary reason
and by any reason will be summarized for each treatment group and overall, with number
and percentage overall 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

Exposure to study drug will be summarized for the safety analysis set. The duration
(days) of study drug treatment will be summarized with the mean, SD, median, minimum,
and maximum for each treatment group and overall. The duration of treatment is defined
as the difference between the dates of the first and last doses of the treatment plus 1 day.
The duration (days) of study drug treatment will also be summarized by treatment group
and overall with number and percentage for the following categories: 1 — 28 days, > 28 —
56 days, > 56 — 84 days, > 84 — 112 days, > 112 — 140 days, > 140 — 168 days, > 168 —
196 days, and > 196 days.

11.0 Efficacy Analysis

11.1 General Considerations

Unless otherwise stated, all statistical tests will be conducted at an alpha level of

0.05 (two-sided). A test will be deemed significant if the P value rounded to

three decimal places is less than or equal to 0.05, unless otherwise specified. For
analyzing efficacy variables, each elagolix dose group will be compared with placebo.
The elagolix dose groups will not be compared against each other unless otherwise
specified. The primary efficacy comparison will be between the elagolix 300 mg BID
plus E2/NETA group and the placebo group. The comparison between the elagolix
300 mg BID alone group and the placebo group will be used as a reference and to

examine the validity of the study design.

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 by treatment group with the mean, SD, and 95%

Confidence Intervals (CIs). The between-group differences will be summarized with the
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mean, SE, 95% ClIs, 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 treatment group.

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

sections.

Unless otherwise specified, there will be no hypotheses testing for efficacy endpoints in

the Post-Treatment Follow-up Period.
11.2 Primary Efficacy Analysis
11.2.1 Primary Efficacy Endpoint

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

the following two conditions:

e MBL volume < 80 mL at the Final Month (the last 28 days prior to and
including the Reference Day), and

e 50% or greater reduction in MBL volume from Baseline to the Final Month
(the last 28 days prior to and including the Reference Day)

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. 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 prior to and including the Reference Day, then the Final Month will be the
interval between Day 2 to the Reference Day. The AH data on Day 1 will be included in
the Baseline MBL volume calculation (provided it is part of a qualifying menstrual cycle)

and will not be included in post-baseline MBL volume calculation.
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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).

If a subject has missing observed Final Month MBL volume (Section 7.6), the Final
Month MBL volume will be imputed using multiple imputation as described in
Section 11.2.2.1.

A flow-chart showing how Final Month MBL volume will be derived is presented in

Figure 2.
Figure 2. Flow-Chart for Deriving Final Month MBL Volume
AH Data Available during Final VMonth?
[
| |
Yes No
Final Month UBQ Filed?
MBL Volume
l
Yes No
: v
UBQ Infllc:;tes | Maultiple
Bleeding? Imputation
l |
Yes No
i V
Multiple 0
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11.2.21 Multiple Imputation
Missing Final Month MBL volume will be imputed using multiple imputation.

First, M "semi-complete" datasets of monthly MBL volume (Month 1 [Day 2 — Day 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 [Day 141 — Day 168]) with monotone
missing data pattern will be generated via MCMC option using SAS PROC ML.' Then,
for each of the M "semi-complete" dataset with monotone missing data, "complete"
dataset of monthly MBL volume from Month 1 to Month 6 will be generated via
MONOTONE REG option using SAS PROC MI. M represents the number of
imputations and we set M = 20. The random seed 12345 will be used.

The primary analysis with multiple imputation is carried out in the following steps:

1. Multiple Imputation: M "complete" datasets of monthly MBL volume from
Month 1 to Month 6 will be generated using SAS PROC MI as described above.

The following covariates will be included in the imputation model:
1) Baseline MBL volume

2) Randomized treatment group

3) Baseline Hemoglobin

4) MBL volume in prior months

5) Age of the subject at Baseline

2.  Impute Final Month MBL Volume: In each of the M generated datasets,
subject's missing Final Month MBL volume will be imputed using the MBL
volume from the 'complete’ dataset with Month 1 —6 MBL volume by looking at
the corresponding month of the Reference Day using analysis time window in
Table 1. For example, if the Reference Day of a subject is > Day 154, then the
Month 6 MBL volume from 'complete' dataset will be used to impute Final Month
MBL volume; if the Reference Day is > Day 126 and < Day 154, then the Month 5

29



Obb\Vie Elagolix (ABT-620)
M12-815 — Statistical Analysis Plan

Version 2.0 — 02 Feb 2018

MBL volume will be used to impute Final Month MBL volume and so on.
Subjects whose Reference Day is the same as Study Day 1 will have their Final
Month MBL volume imputed using their Month 1 MBL volume.

3. Impute Responder Status: The responder status (yes/no) will be derived from
"complete" Final Month MBL volume, using the criteria as described in
Section 11.2.1. If a subject's Final Month MBL volume is non-missing, then the
observed Final Month MBL volume will be used in the analysis. If the subject

nn

prematurely discontinued due to "lack of efficacy," "requires surgery or invasive
intervention for treatment of uterine fibroids," or adverse event, the subject will be
considered a non-responder, regardless if the Final Month MBL is observed or

missing.

4. Analysis: each of the M imputed datasets is analyzed separately using a logistic
regression model including treatment as the main effect and Baseline MBL volume

as a covariate to compare each elagolix dose group to placebo.

5.  Pooling: estimates of the proportions of responders in each treatment group and
the difference between the proportions from the M imputed datasets obtained from
step 2 are combined into one overall result using PROC MIANALYZE in SAS.*”

11.2.3 Sensitivity Analyses of the Primary Efficacy Endpoint

The sensitivity analyses for the primary endpoint will use different approaches to handle

prematurely discontinued subjects and missing Final Month MBL volume.

Unless otherwise specified, the analysis dataset used for sensitivity analysis is the full
analysis set. Each of the following sensitivity analyses for the primary endpoint will be
performed using a logistic regression model including treatment as the main effect and

Baseline MBL volume as a covariate to compare each elagolix dose group to placebo.
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Unless otherwise specified, 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.

1.

The primary analysis will be repeated with all subjects categorized as
responders/non-responders based on observed or imputed MBL volume data only
(without taking into account their reasons for premature discontinuation of study
drug). Multiple imputation will be performed the same way as in the primary

analysis.

Last observation carried forward (LOCF): The primary analysis will be repeated
with missing Final Month MBL volume imputed using LOCF (instead of multiple

imputation) as described in Section 11.2.3.1.

Non-responder imputation (NRI): All subjects who have missing Final Month
MBL volume will be considered as non-responders. No multiple imputation will

be performed.

Observed cases: The primary analysis will be repeated with the observed Final
Month MBL volume as defined in Section 7.6. Subjects who have missing Final

Month MBL volume will be excluded from this analysis.

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., using the
multiple imputation described in Section 11.2.2) with exception that all AH data
(including that for Baseline MBL volume) are based on the total MBL volume

collected from validated products only.

11.2.31 Using Last Observation Carried Forward (LOCF) Imputation

For subjects who have missing Final Month MBL volume and are on study drug at least

56 days prior to and including the Reference Day, their second to last 28 days (the

preceding 28-day window prior to the Final Month) of observed MBL volume will be
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carried forward to the Final Month. If the second to last 28 days of MBL volume is also
missing and the subject has at least 84 days prior to and including the Reference Day, her
third to last 28 days of observed MBL volume will be carried forward to the Final Month,

and so on.

Subjects who have missing Final Month MBL volume and don't have a 28-day observed
MBL volume to be carried forward will be excluded from the sensitivity analysis using
the LOCF imputation.

11.24 Adenomyosis Subset

The proportion of responders and difference in proportions between each elagolix
treatment group and placebo will be summarized as in the primary analysis 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). No
statistical tests will be performed. This will be calculated using the same imputed datasets
as in the primary analysis, subset for the subjects identified in the adenomyosis subset of

interest.

For each of the adenomyosis subsets defined in Section 11.3.5.3, the statistical
comparison between each elagolix dose group and placebo for subjects with Baseline
adenomyosis present will be made using a logistic regression model including treatment
as the main effect and Baseline MBL volume as a covariate in the integrated summary of
efficacy (ISE) setting together data from Studies M12-815 and M12-817. The proportion
of responders, difference in proportions between each elagolix treatment group and
placebo and odds ratio with corresponding 95% CI, and p-values will be calculated. This
will be calculated using the same imputed datasets as in the primary analysis for each

respective study, subset for the subjects identified in the adenomyosis subset of interest.

11.3 Ranked Secondary and Other Efficacy Analyses

Ranked secondary efficacy endpoints during the Treatment Period include the following

in the order specified below:
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1.  Change from Baseline in MBL volume to the Final Month;

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

3. Change from Baseline in MBL volume to Month 6;

4.  Change from Baseline in MBL volume to Month 3;

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

6.  Change from Baseline in MBL volume to Month 1.

Other efficacy endpoints during the Treatment Period include the following:

Change and percent change from baseline in MBL volume;

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

Percentage of subjects with amenorrhea;

Percentage of subjects with control of bleeding;

The number of bleeding days;

Change and percent change from baseline in hemoglobin concentration;

Patient Global Impression of Change (PGIC) questionnaire for Menstrual
Bleeding and Non-Bleeding Uterine Fibroid Symptoms;

Change and percent change from baseline in fibroid and uterine volume;
Change from baseline for the UFS-QoL;

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

The Health Care Resource Utilization (HCRU) questionnaire;

Change from baseline for the WPALI
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11.3.1 Reduction of Bleeding

The change and percent change from Baseline to the Final Month in MBL volume
obtained from the primary analysis after multiple imputation will be summarized by
treatment group and compared between each elagolix dose group and placebo, using
one-way ANCOVA with treatment as the main effect and Baseline MBL volume as a
covariate. Baseline and Final Month MBL volumes obtained for the primary analysis will
be used. This analysis will be used for the first ranked secondary efficacy endpoint:

change from Baseline in MBL volume to Final Month.

The change and percent change from Baseline to each 28-day window starting at Study
Day 2 up to Study Day 168 in the Treatment Period (i.e., Month 1 (Study Days 2 — 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)) in observed
MBL volume will be summarized by treatment group and compared between each
elagolix dose group and placebo, using one-way ANCOVA with treatment as the main
effect and Baseline MBL volume as a covariate. The change and percent change from

Baseline to Final Month in observed MBL volume will be performed similarly.

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.

The comparison of change or percent change from Baseline in MBL volume to each
month between each of the elagolix dose groups and placebo will be performed using a
Mixed Model Repeated Measures (MMRM) model with observed MBL volume. The
MMRM analysis will include the fixed categorical effects of treatment, month and
treatment-by-month interaction, and the continuous fixed covariate of Baseline MBL
volume. The REPEATED statement will be used for month in PROC MIXED with
blocks in the covariance matrix identified by subject nested within treatment group. The
following covariance structures will be used model the variance-covariance matrix:

Spatial Power, Compound Symmetry, and Unstructured. For each efficacy parameter
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(change or percent change from Baseline), the covariance structure converging to the best
fit, as determined by the smallest value for the Akaike Information Criterion (AIC), will
be used as the covariance structure in the MMRM analysis for that efficacy parameter.
This analysis will be used for the ranked secondary efficacy endpoints: change from
Baseline in MBL volume to Month 6, Month 3, and Month 1.

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 analyzed separately in the same
way as for the primary analysis. Baseline and Final Month MBL volumes obtained for
the primary analysis will be used. The number and percentage of subjects meeting each
criteria at the Final Month will be summarized by treatment group. The comparison
between each elagolix dose group and placebo will be made using a logistic regression

model including treatment as the main effect and Baseline MBL volume as a covariate.

Besides the method in the primary analysis, 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.

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 treatment group based on observed MBL volume.

Plots will be provided by treatment group using the MBL volume data for the primary

analysis (multiple imputation):

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

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

e Cumulative distribution function for change from baseline in MBL volume to
Month 1, 3, and 6;

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 treatment group. All amenorrhea analysis, including cumulative amenorrhea
analysis, will include subjects on study drug for at least 38 days prior to and including the
Reference Day. For each subject, amenorrhea is defined as having 0 days of bleeding or
spotting during the last 28 days prior to and including the Reference Day 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.

The number and percentage of subjects with amenorrhea will be summarized by treatment
group and compared between each of the elagolix dose groups and placebo using a
Pearson's chi-square test or Fisher's exact test (if > 20% of the cells have expected counts
less than 5).

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 last bleeding/spotting
day during the Treatment Period. The median, Q1, and Q3 of time to amenorrhea will be

calculated using Kaplan-Meier method.
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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 is the number of subjects on drug for the
full window. For the final visit, the denominator is the number of subjects with at least

38 days on study drug prior to and including the Reference Day.

Table 9. Monthly Analysis of Bleeding for Amenorrhea
Time Interval Amenorrheic Status
Month 1 Subject did not bleed during Study Days 2 — 28 (Truncated, 27 day
(Days 2 — 28) window)
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 prior to and including the
(last 28 days prior to and Reference Day

including the Reference Day)

Incidence and cumulative incidence of amenorrhea at each month will be reported using

the categories specified in in Table 10.

The summary will be provided in the following 2 ways: (1) including only subjects who
have at least 155 days (lower bound of Month 6 visit window as in Table 1) on study drug
prior to and including the Reference Day. The denominator is the number of subjects who
have at least 155 days on study drug prior to and including the Reference Day. (2) LOCF:
including all subjects who have at least 38 days on study drug prior to and including the
Reference Day. Ifa subject meets the criteria for amenorrhea but discontinues, this

subject's amenorrheic status was carried forward to the time points after the subject has
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discontinued study drug. The denominator is the number of subjects who have at least

38 days on study drug prior to and including the Reference Day.

Plots will be provided by treatment group for percentage of subjects with incidence and

cumulative incidence of amenorrhea during the Treatment Period, respectively.
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Table 10. Categorical Summary of Incidence and Cumulative Incidence of
Amenorrhea
Analysis Time Interval Numerator Calculation
Incidence Month 2 Last bleeding/spotting day occurred during Study Days 1 — 28
(< Study Day 56) and continued not bleeding/spotting every day thereafter until

and including the Reference Day

Month 3 Last bleeding/spotting day occurred during Study Days 29 —
(Study Day 57 — 84) 56 and continued not bleeding/spotting every day thereafter
until and including the Reference Day

Month 4 Last bleeding/spotting day occurred during Study Days 57 —
(Study Day 85 — 112) 84 and continued not bleeding/spotting every day thereafter
until and including the Reference Day

Month 5 Last bleeding/spotting day occurred during Study Days 85 —
(Study Day 113 — 140) 112 and continued not bleeding/spotting every day thereafter
until and including the Reference Day

Month 6 Last bleeding/spotting day occurred during Study Days 113 —
(Study Day 141 — 168) 140 and continued not bleeding/spotting every day thereafter
until and including the Reference Day

Cumulative Month 2 Last bleeding/spotting day occurred before Study Day 29 and
(< Study Day 56) continued not bleeding/spotting every day thereafter until and
including the Reference Day

Month 3 Last bleeding/spotting day occurred before Study Day 57 and
(Study Day 57 — 84) continued not bleeding/spotting every day thereafter until and
including the Reference Day

Month 4 Last bleeding/spotting day occurred before Study Day 85 and
(Study Day 85 — 112) continued not bleeding/spotting every day thereafter until and
including the Reference Day

Month 5 Last bleeding/spotting day occurred before Study Day 113
(Study Day 113 — 140)  and continued not bleeding/spotting every day thereafter until
and including the Reference Day

Month 6 Last bleeding/spotting day occurred before Study Day 141
(Study Day 141 — 168)  and continued not bleeding/spotting every day thereafter until
and including the Reference Day

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 prior to and including the Reference
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Day with the interval starting from Study Day 11. The suppression of bleeding analysis
will include subjects with at least 38 days prior to and including the Reference Day. If a
subject did not have evaluable AH data during the last 28 days and no bleeding was
indicated on UBQ ("Subject only has spotting that did not require the use of sanitary
products" or "There was no visible blood on the sanitary products" was allowed), then the

subject is considered having achieved suppression of bleeding.

The number and percentage of subjects achieving suppression of bleeding will be
summarized by treatment group and will be compared between each of the elagolix dose
groups and placebo using a Pearson's chi-square test or Fisher's exact test (if > 20% of the

cells have expected counts less than 5).

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, QI,

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 will be provided in the same way as was done for
amenorrhea in Table 9 and Table 10. Plots will be provided by treatment 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 prior to and including the Reference
Day with the interval starting from Study Day 11. The control of bleeding analysis will
include subjects with at least 38 days prior to and including the Reference Day. Ifa

subject did not have evaluable AH data during the last 28 days and no bleeding or spotting
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or "There was no visible blood on the sanitary products" was indicated on UBQ, then the
subject is considered having achieved 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 treatment group and will be compared between each of the elagolix dose groups and
placebo using a Pearson's chi-square test or Fisher's exact test (if > 20% of the cells have

expected counts less than 5).

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 2 up to Study Day 168 in the Treatment Period
(i.e., Study Days 2 — 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 treatment 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. For Final Month analysis, it
includes subjects who were on treatment for at least 38 days prior to and including the
Reference Day. The summary of average number of bleeding days in a 28 day window
during the Treatment Period will be provided for each treatment group by intensity

categories. No statistical tests will be performed.

A summary of average number of days by bleeding intensity categories in each 28-day
interval during the treatment period will be provided for the following four populations,
respectively: 1) the subjects with > 0 bleeding days in Month 1 (Study Days 2 — 28);
2) the subjects who did not bleed (0 bleeding days) in Month 1 (Study Days 2 — 28) ;

3) the subjects with > 0 bleeding/spotting days in Month 1 (Study Days 2 — 28); 4) the
subjects with 0 bleeding/spotting days in Month 1 (Study Days 2 — 28).
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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
treatment 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 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 treatment group,
respectively. The comparison between each elagolix dose group and placebo will be
performed using a one-way ANCOVA method with treatment as the main effect and
Baseline as a covariate for the Treatment Period only. The same analysis will be

performed for bleeding days as well.

11.3.4 Hemoglobin Concentration

Hemoglobin (Hgb) concentration data will be summarized as observed; missing data will
not be imputed.

Baseline Hgb concentration is defined as the last measurement prior to or on the first dose
date of study drug. The change and percent change from Baseline in Hgb concentration to
Months 1 — 6 during the Treatment Period will be analyzed with one-way ANCOVA with

treatment group as the main effect and Baseline as a covariate.

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 treatment group and compared between each elagolix dose group and
placebo, using a Pearson's chi-square test or Fisher's exact test (if > 20% of the cells have

expected counts less than 5).

e (Change from Baseline in Hgb <—-1.0 g/dL
e 1.0 g/dL < Change from Baseline in Hgb <—0.5 g/dL
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e 0.5 g/dL < Change from Baseline in Hgb < 0.5 g/dL
e (.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 treatment group and compared between each elagolix dose group and placebo, using a
Pearson's chi-square test or Fisher's exact test (if > 20% of the cells have expected counts
less than 5). 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 treatment group and compared between each elagolix dose group and
placebo, using a Pearson's chi-square test or Fisher's exact test (if > 20% of the cells have

expected counts less than 5).

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 treatment
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
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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; missing data will not be
imputed. Analyses will be conducted separately for results obtained from TAU/TVU and
MRI.

The change and percent change in the volume of the largest (primary) fibroid, the total
fibroid volume (3 largest fibroids), and the uterine volume from Baseline to Month 3 (if
applicable) and Month 6 during the Treatment Period will be summarized for each
treatment group and compared between each elagolix dose group and placebo using an
ANCOVA model with treatment as the main effect and Baseline as a covariate. 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

treatment 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 treatment group and analyzed using a logistic regression
model, including treatment group as the main effect and Baseline volume as a covariate to
compare each elagolix dose group to placebo. The same analysis will be performed 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 treatment group at Baseline, Month 3 (if
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. No

statistical test will be performed.
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11.3.5.3 Adenomyosis

The number and percentage of subjects with presence of adenomyosis will be summarized
for each treatment 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

Baseline presence of adenomyosis is defined by considering available TAU/TVU or MRI
results at Baseline (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 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, 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 based on observed AH data. Menses are defined as
having at least 1 day when uterine bleeding categories of bleeding and/or spotting were
reported. 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
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menstrual cycle and the next post-treament 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.

Volume of bleeding in a subject's first post-treatment menses will be calculated and

summarized.

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:

1. All subjects who entered the Post-Treatment Follow-up Period

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

3. Subjects who entered the Post-Treatment Follow-up Period and achieved
suppression of bleeding at the Final Month in the Treatment Period. Suppression
of bleeding is defined as in Section 11.3.3.

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
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Treatment Period will be calculated and summarized by treatment group for each of the
UFS-QoL subscales (symptom severity, concern, activities, energy/mood, control, self-
conscious, and sexual function) and the HRQL total. The change from Baseline in the
Treatment Period will be analyzed using ANCOVA with treatment as the main effect and
corresponding Baseline UFS-QoL as a covariate to compare each elagolix dose group to
placebo. 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 treatment 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
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.

The change from Baseline to each planned assessment during the Treatment Period for
health utility index score and EQ VAS will be analyzed using ANCOVA with treatment
as the main effect and Baseline as a covariate to compare each elagolix dose group to

placebo.

47



Obb\Vie Elagolix (ABT-620)
M12-815 — Statistical Analysis Plan

Version 2.0 — 02 Feb 2018

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 treatment group. No statistical tests will be performed.

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 treatment group.
Comparisons will be made using a Pearson's chi-square test or Fisher's exact test (if

> 20% of the cells have expected counts less than 5) for Month 1, Month 3, Month 6, and

Final Visit assessments in the Treatment Period.

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 treatment group.

No statistical comparison will be performed.

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 treatment group. Comparisons will be made using a Pearson's chi-square
test or Fisher's exact test (if > 20% of the cells have expected counts less than 5) for
Month 1, Month 3, Month 6, and Final Visit assessments in the Treatment Period.
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11.3.6.4 Work Productivity and Activity Questionnaire: Uterine
Fibroids (WPAI:UF)

For each of the measures as presented in the scoring guide Appendix K 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 treatment group. Comparisons between each
elagolix dose group and placebo for each of these specific measures will be performed
using one-way ANCOVA with treatment as the main effect and the corresponding score at
Baseline as a covariate. The WPAI:UF is presented in Appendix J, and the WPAIL:UF

scoring guide is presented in Appendix K.

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 treatment group at Months 1 — 6 and Final Visit. Version 1
and Version 2 of HCRU will be summarized separately. 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. No statistical tests will be performed.

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 treatment 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 treatment group. If a subject was hospitalized or
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had prolonged hospitalization multiple times during the Treatment Period, she will be

counted only once.

The number of hospitalizations will be summarized by treatment group. The number of
days in hospital (i.e., discharge date — admission date + 1) will be summarized by
treatment 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. No statistical tests will be performed.

11.4 Handling of Multiplicity

The primary comparison for all analyses will be made between elagolix 300 mg BID in
combination with E2/NETA and placebo. The elagolix 300 mg BID alone group serves as

a reference arm.

Therefore, no adjustment of the type I error rate (alpha) for primary analysis of the
primary endpoint is needed. Ranked secondary endpoints will follow a fixed-sequence

testing procedure. "’

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.
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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 treatment group with the mean, SD, and 95%
Cls. The between-group differences 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 treatment group.

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 treatment group.
Pregnancies and outcomes will also be summarized by treatment group.

Statistical comparisons will be performed between each elagolix dose group and placebo
in the Treatment Period only, unless otherwise specified. 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

Adverse events (AEs) 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.

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.
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Treatment-emergent AEs are defined as AEs with a start date on or after the first dose of
study drug. AEs starting more than 30 days following discontinuation of study drug will
not be included in summaries of treatment-emergent 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 one of the two most extreme relationship categories (i.e., "probably related" or
"possibly related"). 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 treatment group as follows:

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

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

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

e Any AEs by maximum severity

e Any AEs by maximum relationship

e Any AEs reasonably possibly related to study drug
e Any AEs leading to study drug discontinuation

e Any serious AEs (SAEs)

e Any SAEs reasonably possibly related to study drug
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e Any SAEs leading to study drug discontinuation
e Any AEs of special interest as specified in Appendix Q
e Any AEs leading to death

A listing by treatment group 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
e Any SAEs.

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), hemoglobin, hematocrit, platelet count, and Red Blood Cell (RBC) count.

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

53



Obb\Vie Elagolix (ABT-620)
M12-815 — Statistical Analysis Plan

Version 2.0 — 02 Feb 2018

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 treatment group.

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 performed. The mean change from Baseline to each
relevant visit in the Treatment Period will be compared between each of the elagolix dose
groups and placebo using one-way ANOVA with treatment group as the main effect,

unless otherwise specified.

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 mentioned above. 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
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
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Elagolix Studies will be used as specified in Appendix R. The final value in the
Treatment Period is as defined above. The number and percentage of subjects meeting the
CTCAE will be summarized for hemoglobin and hemocrit by treatment group in the

Treatment Period.

The number and percentage of subjects meeting the following criteria will be summarized

at Baseline and each relevant visit by treatment group in the Treatment Period:

e Total cholesterol: <300,> 300 —<400,>400 - <500, and > 500 mg/dL

e HDL-C: <40 and > 40 mg/dL

e [DL-C: <130,>130—-<160,> 160 —< 190, and > 190 mg/dL

e TG: <150,>150-<300,>300—-<500,>500—-<1000, and > 1000 mg/dL
e L[LDL-C/HDL-C ratio: <3, and >3

e 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 treatment group:

e Total cholesterol > 200 mg/dL
e LDL-C> 130 mg/dL

e LDL-C> 160 mg/dL

e HDL-C <40 mg/dL

e TG> 150 mg/dL

e TG/HDL-C ratio > 3.5

e LDL-C/HDL-C ratio > 4.

Plots will be provided by treatment group for HDL-C, LDL-C, triglycerides, and

hemoglobin during the Treatment Period:

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

Plots will be provided by treatment group 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

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 by

treatment group:

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.

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
based on the CTCAE grades for LDL-C, HDL-C, TG, and total cholesterol.

e 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 treatment group with descriptive statistics.
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12.3.2 Assessment of Hepatotoxicity

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

hepatotoxicity.

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

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
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segment within an analysis window, the worse (the lower value) of the multiple

measurements were used for analysis for each anatomical segment.
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 treatment 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.

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 each
elagolix dose group and placebo, as well as between elagolix 300 mg BID group and
elagolix 300 mg BID + E2/NETA group, 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.

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 treatment group and comparison
between each elagolix dose group and placebo, as well as between elagolix 300 mg BID

group and elagolix 300 mg BID + E2/NETA group, will be made using Fisher's exact test.
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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 will be provided by treatment 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 treatment 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 treatment group. A categorical summary of
T-score will be summarized at Baseline, Between Month 3 and Month 6, Month 6, and
Final Visit for the following categories: <-2.5,>-2.5to <-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 T-score at any time in

the Treatment Period will be produced by treatment group for each anatomical region.

Plots will be provided by treatment group for:

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

e Percent change from Baseline to Month 6 in BMD vs. Baseline BMD values
for subjects with greater than 3% BMD decrease;

e Percent change from Baseline in BMD at Month 6 vs. Baseline Z-score;

e Maximum percent change from Baseline to Post-Baseline in BMD vs.
Baseline Z-score;

e (Categorical summary of lumbar spine BMD percent change from Baseline to
Month 6.
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A plot by treatment group 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 treatment group. This will be repeated for
T-scores.

Listings of subjects meeting the following thresholds during the treatment period will be
provided:

e Listing of subjects with bone decrease > 8%

e Listing of subjects with Z-score <—1.5

e Listing of subjects with T-score <—1.5

e Listing of subjects with Z-score <—1.5 and bone decrease > 8% in the same
region

e Listing of subjects with T-score <—1.5 and bone decrease > 8% in the same
region.

12.4.2 BMD in the Post-Treatment Follow-Up Period

For subjects who do not enter the extension study, 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 treatment 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 treatment group with frequencies and percentage for categories of
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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.

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.

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 treatment group.
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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. The mean change from Baseline to
each relevant visit in the Treatment Period will be compared between each elagolix dose

group and placebo using one-way ANOVA with treatment as the main effect.

The number and percentage of subjects who have PCS vital sign and weight values
meeting the following criteria will be summarized by treatment group. 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
o <50 mmHg and > 15 mmHg decrease
o >90 mmHg and > 15 mmHg increase
o >100 mmHg

e Systolic blood pressure
0 <90 mmHg and > 20 mmHg decrease
o >140 mmHg and > 20 mmHg increase
o >160 mmHg

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

e 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 treatment group 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, Between Month 3 and Month 6, and Month 6 for each

treatment group.

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

treatment group 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 treatment 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

subjects in the relevant category of significant ovarian findings. A listing will include all
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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. The mean change from Baseline to Month 3
(TAU/TVU only) and Month 6 will be compared between each elagolix dose group and

placebo using one-way ANOVA with treatment as the main effect.

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 treatment group at each relevant
visit in the Treatment Period. No comparison will be made for the Post-Treatment
Follow-up Period.

Change in endometrial thickness from Baseline to relevant Post-Treatment Follow-up

visit(s) will be summarized by treatment group with descriptive statistics.

12.8 Columbia Suicide Severity Rating Scale (C-SSRS)

The C-SSRS data will be summarized as observed by treatment group. The C-SSRS —
Baseline/Screening and C-SSRS — Since Last Visit questionnaires and corresponding

scoring rules are presented in Appendix L, Appendix M and Appendix N.

The C-SSRS — Baseline/Screening measured at Day 1 will be considered as Baseline
C-SSRS. Baseline C-SSRS will be summarized by treatment group. Other analysis of
C-SSRS will only include subjects who have at least 1 post-baseline C-SSRS
measurement, regardless of whether they had a baseline C-SSRS measurement. The
number of subjects with suicidal ideation, suicidal behavior, and self-injurious behavior
without suicidal intent at each scheduled assessment during Treatment Period will be

summarized. In addition, this table will be repeated for providing a summary of lifetime
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outcomes and past year outcomes at screening and Day 1. No statistical test will be

performed.

The number of subjects with suicide-related treatment-emergent events based on the
C-SSRS during Treatment Period will be summarized. No statistical test will be

performed.

A listing of subjects with suicidal ideation, suicidal behavior, or self-injurious behavior
without suicidal intent based on the C-SSRS during treatment period will be provided.

12.9 Pregnancy Results

Pregnancies and outcomes will be summarized by treatment group. 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. Spelled out abbreviations through the document for better clarity. Fixed grammer

errors through the document.

2. Added definition of study end days; updated text and added more details in the

definition of visit windows for non-bleeding endpoints for better clarity.

3. Updated the definition of Baseline for WPAI to consider only measurements
collected on or before Study Day 1; updated the convention for handling multiple

assessments in a specific time window for WPAL.
4. Added details on handling of AH data with character values.

5. Moved analysis for physician surgery questionnaire (PSQ) and reason for study
participation questionnaire from Section 11.0 to Section 8.0 since the
two questionnaires were only collected at baseline. Removed the summary for

overall subjects for reason for study partipation questionnaire.
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10.

1.

12.

13.

14.
15.
16.

Clarified the primary endpoint is the percentage of responders meeting

two conditions, instead of a "composite" endpoint.

Clarified the steps in multiple imputation. Added details on pre-specified random

seed for multiple imputation.
Added references for the multiple imputation procedures.

Updated the text on Mixed Model Repeated Measures (MMRM) for analysis of
change or percent change from Baseline in MBL volume to each month for better

clarity.

Added the summary of average number of days by bleeding intensity categories for
two additional population: the subjects with > 0 bleeding/spotting days in
Month 1; the subjects with 0 bleeding/spotting days in Month 1.

Updated the analysis for presence of adenomyosis in the Treatment and Post-
Treatment Follow-up Period; defined Baseline presence of adenomyosis and the
subset of subjects with adenomyosis identified at any point during the Baseline or
Treatment Period; added summary of Baseline presence of adenomyosis; added

efficacy analysis for subjects identified in the adenomyosis subset of interest.

Added details on analysis of post-treatment menses for better clarity. Added an
additional population for analysis of time to first post-treatment menses and

volume of bleeding in first post-treatment menses.

Added summary of any treatment-emergent AEs occurring in > 5% of subjects by

system organ class (SOC) and preferred term (PT).
Updated the list of AEs of special interest in main text and in Appendix Q.
Added summary and listing for subjects with sustained PCS vital sign value.

Added plots for both efficacy and safety analyses.
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Appendix A. UFS-QoL

Pt Initlals: 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 cycle. 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 (v') 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 AVYeryY
were you by... all bit what  deal %"“"
(3

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

a4
-0 i
5l

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

-OFS -0 O Sl -0 56
Ol -O &Sl O 8
-CIEEl -0l -0 RSk -0 Sl
O el -OI sl O s

8. Feeling fatigued

' 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 instrulment using
phase 2a trial data. Your use of the questionnaire conslitutes your agreement to release SIR Foundation
from any responsibility for Abbott's changes to the document.

© Copyright 2001 Society of Interventional R:nboiog) Foundation. All rights reserved 1
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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 hife?

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 A little

the
time

0 00 0 0O 0000

08 -0

00

Some Most Allof
of the of the of the the
time time time time
O 0 O O
0 0O 0O O
0 0 0 O
0 0O 0O O
[ [
0 0O 0O O
0 0 0O O
0 0 0 0
O 0 0 g
O 0O 0 O
O 0 0 o
0 0O 0O O
0 O 0 O
0 0O 0O 0

© Copyright 2001 Society of Interventional Radiology Foundation. All rights reserved
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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 C EE)
-0 e -0 s
sl 0] e -0 s

27. Caused you to plan activities more carefully?

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 gl -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 B0 gEl-OEi-0 2g8-0 -0 gl
O -0 el -0 S -0
O Ea -0 gEl -0 Jsl -0

O g

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

36. Diminished your sexual desire?

cigml o Rmi | Emi o EE) 0 Cmi c REE R

el -0 g8
400
i) -() sl
4O 040

37. Caused you to avoid sexual relations?

This questionnaire is being used al Abbolt's independent election pursuant to a license from the SIR
Foundation. Abbolt is solely responsible for the adminisiration 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 Interventional 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).

72



Obb\Vie Elagolix (ABT-620)
M12-815 — Statistical Analysis Plan

Version 2.0 — 02 Feb 2018

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:

1. 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.

2. 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:

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

Very much improved
Much improved
Minimally improved
Not changed
Minimally worse

Much worse

Ooogdodgano

Very much worse
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2. Since I started taking study medication, my abdominal or pelvic pressure has/is

Very much improved
Much improved
Minimally improved
Not changed
Minimally worse

Much worse

Ooogdodgano

Very much worse

3. 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

4.  Since I 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
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5. Since I started taking study medication, my abdominal bloating has/is

Very much improved
Much improved
Minimally improved
Not changed
Minimally worse

Much worse

Ooogdodgano

Very much worse

6.  Since I 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

7. 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.S0-5L (UK English sample version)

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

MOBILITY

| have na problems in walking about

| hawe slight problems in walking about

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

| am unablie 1o walk about

[ i iy iy ]

SELF-CARE

| hiiv i problems washing o dressing mysell

| hava slight problems washing or drassing mysell

| have moderale problems washing or dressing mysel
| havve severe problems washing or dressing myself

| aam unable lo wash or dress mysell

Coooao

USUAL ACTIVITIES (e.g. work, study, housework, family or laisure aclivilies)
| hivve no problems deing my usual activities

| have slight problems doing my usual activities

| have moderale problems doing my useal activities

| have severe problems doing my usual activities

| am unable o do my usual activities

CoooDo

PAIN | DISCOMFORT

| have no pain or discomilor

| havwe slight pain or discomiarn

| have moderala pain or discomiont
| have severe pain or discomdon

| hava gxirermie pain o discomfion

[ iy

ANXIETY [ DEPRESSION

| am nol anxiows or depressed

| am slightly anxious or depressed

| am moderately ardous 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 numbsened 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 Bealh & TODAY.

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

YOUR HEALTH TODAY=

Thex kst haalth
¥OU AN imagine

The woral hisalth
you can imagine

75
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Appendix F. Reason for Study Participation

We would like to ask you why you have agreed to participate in this clinical research

study. I am participating in this research study because (Please check one):

O

O

O

o o o o

I would like to avoid surgery (hysterectomy)
I would like to delay surgery (hysterectomy)

I would like to avoid other surgeries or procedures (such as myomectomy or

uterine artery embolization)

I would like to delay other surgeries or procedures (such as myomectomy or

uterine artery embolization)

I prefer taking medication rather than surgery or procedures until I enter
menopause when my symptoms, such as heavy menstrual bleeding, should

improve and gradually go away

I would like to get pregnant after participating in the study
I don't know why

I don't want to answer

Other:
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Appendix G. Physician Surgery Questionnaire Version 1.0 - SAMPLE

Based on this subject's current presentation/profile as it relates to uterine fibroids, is

surgery or surgical procedure one of the potential treatment options you would consider?

] Yes
] No

If yes, which surgery or surgical procedure would you consider? Check all that apply.

[] Hysterectomy

[] Myomectomy

[] Uterine Artery Embolization
[1 Other
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Appendix H. 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.

1.  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™®

O Ood

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

[

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

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 L. 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.

1. Did the subject have any bleeding or spotting since her last study visit (Site

visit or phone visit)?

0 No 0O 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™®

O Ood

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

[

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

1 Other

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

1. 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.

2. 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

3. 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

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

5. 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.

84



Obb\Vie Elagolix (ABT-620)
M12-815 — Statistical Analysis Plan

Version 2.0 — 02 Feb 2018

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

6.  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 2 3 4 5 6 7 8 9 10  prevented me from
doing my daily
activities

CIRCLE A NUMBER
WPAIL:UF V2.0 (US English)
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Appendix K.  WPAI:UF Scoring Rules
The WPALI yields four types of scores:

1.  Absenteeism (work time missed)
2. Presenteesism (impairment at work/reduced on-the-job effectiveness)
3. Work productivity loss (overall work impairment/absenteeism plus presenteeism)

4. 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)
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Percent impairment while working due to problem: Q5/10
Percent overall work impairment due to problem:

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

Percent activity impairment due to problem: Q6/10

http://www.reillyassociates.net/ WPAI Scoring.html
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Appendix L. Columbia-Suicide Severity Rating Scale (C-SSRS) —
Baseline/Screening - SAMPLE

COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Baseline/Screening Version

Version 1/14/09

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

Disclaimer:

This scale is intended to be used by individuals who have received training in its administration. The questions contained in
the Columbia-Suicide Severity Rating Scale are suggested probes. Ulimately, the determination of the presence of suicidal
ideation or behavior depends on the judgment of the individual administering 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 Maria Oquendo, MD, Conte Center for the Neuroscience of Mental Disorders
{CCNMD), New York State Psychiatric Institute, 1051 Riverside Drive, New York, NY, [0032. (Oquendo M. A,
Halberstam B. & Mann |. |, Risk factors for suicidal 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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SUICIDALIDEATION
Ask questions I and 2. If both are negative, proceed to “Suicidal Behavior” section If the answer fo Lifetime: Time | 5.
question 2 it “yes ", ask questions 3, 4 and 3. Ifthe answer fo question 1 andlor 2 & “yes ", complete HeSheFelt | 4o o=
“Intensity of Ideation” section below. Most Suiddal
1. Wish to be Dead 3 3 )
Subjact sndorsas thoughts shout a wish tobs dead ornot slive smymess, or wish to fall aslesp and not waks up. Yes  Noe | Yes DNo
Haveyou wished you were dead or wished you conld go to slep and not wale up?

O ] o O
If wos, describa:
2. Non-Specific Active Suicidal Thoughts ) . .
Geners] non-spacific thoughts of wanting to end one's lifs'commit suicida (2.5, "I thoughr abour K ingwze)f™ without thoughts Yes No | Yes Do
of ways to kill onesslfizssocistad mathods, intant, of plan during the aszsszment pariod. O o o o
Huaveyou actually had any though w of killing yourssl
If ez, doseribe:
3. Active Suicidal Ideation with Any Methods (Not Plan) without Intent to Act ) . .
Subject endorsas thoughts of swicide and has thought of at laast one method during the assessment period. Thisis different than a Yes No Yeu NNo
spacific plan with tima, place or method datails wodked out (2.2, thoughtof mathod tolkill 2alfbut not a spacific plan). Includss peson o o o o
who would say, "Ithought about faking an overdoese but Inever mads a specific plan as to when, whers or how Deowld actually do
it amd Neowid never go through wih it
Haveyou been thinkingabour how you mighs do thiv?
If ez, describe:
4. Aective Swicidal Ideation with Some Intent to Act, without Specific Plan ) . )
Active suicidal thoughts of killing onesalf and subject reports having some intent to act on swch thoushts a: oppozad to "1 have the Yes Mo Yer No
thoughes bur T dafinitelywill nordo aqrhing abour tham * o O o o

Haoveyou had there thoughtrand kod some ingnton of acting on them?

If ez, describe:

5. Active Suicidal Ideation with Specific Plan and Intent ) ) .
Thoughts of killing onesalf with datsils of plan fally or partially worked out and subject has soma inent to camy it out. Ye Mo Yer NNo
Haveyou started fo work ontor worked our the details af fow to Killyourself? Do you irtendto carry ont thisplan?

If wos, describa:

INTENSITY OF IDEATION

The following features shouldbe ratedwith respect to the most severs Lps of ideation (Le., 1-X from above, with T bang
the least severs and § being the most severs). Ask abouw time he'the was fesling the most suisidal.

Lifetime - Most Severs Ideadon: Most Most
Type # (-3 Deseripdon of Ideadon Severs Severs

Past X Months - Mast Severs Ideation:

Type & (1-3) Deseripion qf Jdradon

Frequency
How many omes have you had thess thoughes?
{1) Lazs than onceawesk  {2) Onceawesk (3) 2-5 times inwask  {4) Daily of slmost daily  {3) Many timses sach day —_ —

Duration

When you have the thoughts how long do they last?
(1) Flasting - fow saconds of minutes {41 4-8 bour='mostof day - -
{2) Leazz tham 1 hour'somea of the time {¥) More than B hours/perzizent or continuous
{3) 14 hours/a lot of time

Controllability

Could/zan vou wop thinking abour killing vowrself or wannng to die if you want to?
{1) Easily sbla to control thoughts {#) Can comtrol thoughts with alot of difficulty N N
{2) Can control thoushts with litfe difficulty {¥) Unabla to control thoughts
{3) Can control thoushts with some difficulty {00 Do=s not attempt tocontrol thoushts

Deterrents

Ars there things - anyons or anything (e.g., family, religion, pain of death) - thar stopped you from wanOHg o
dis or acong on thoughty of commimng suicids?

{1) Distomants defindtaly stoppad you fiom atempling suicida {4) Datorrants most liksly did not stop you
{2) Datam=nts probably stoppad you {¥) Detorrants dafinitaly did not stop you
{3) Uncertsin that datsmrents stoppad you {0) Do2z mot apply

Reasons for Ideation
Whar sort of reasony did you have for dunking abourwannng to dis or killing yowsslf? Waritto end the pain
or stop the way you wers feeling (in other words you couldn’t go on bving with dhis pain or how you were
Fesling) or was it to get attention, revenge or a reacton from others? Or both?

{1) Compl=tsly to gat attantion, f=vengs= of a reaction fom others (4) Moty to end or stop the pain (vou couldn't 20 on

{2) Moztly to =t sttention, 1=vengs of 3 r2action fom othars living with the pain or how you ware f2sling)
{3) Equally to get sttention, 1=vengs of a r2action from othars {3) Complstsly to end or stop the pain {vou couldn’t g0 on
and to end/stop the pain living withthe pain or how you ware fasling)
{0) Does not spply
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SUICIDAL BEHAVIOR Past __
(Check all that apply, so long as these are separate events; musi ask about all Hipes) Lifetime Years
Actual Attempt: Yes DNo | Yes No
A potentially salf-injurious act commitied with at least some wish to dia, a5 g resuit gfact. Behavior was in part thoughtof as mathod to kill o o o o

onazslf Intent does not have tobe 100%.  Ifthers iz any intent/dazire to die associsted with the act, then itcan be considersd an actual suicids
attempt. There doss nor have to be any tnjury or harm, just the potantisl for injury orhem. Ifperson pulls triggerwhils um izin
mouth but gun is broken 20 no injury result, this isconsidered an attempt.
Inferring Intant: Even if an individual denies intent/wish to dia, it may be inferrad clinically from the behavior or dircemstances. Forexampla a
highly 1=ttala:tﬂ:at|=daaﬂ1. 1ot an accident 0 oo other intant it swicids can be inferred { {2.£., sunshot to head, jurping fom window ofa
high floor'story). Also, if somesna dendes inbent to die, but they thought that what they uc\.oﬂ.c b lathal, intent may ba inforred.
Haveyou madsa suicide ansmpr?
Haveyou done anything to harm yourself? Total % of | Tota 5 of
Haveyou dons anything dangerous where you could have died? Attempts Aftempts
Whar did you do?
Did you axa way o snd your lifs? —_—
Dhid pou wane to diz (even a limls) when you ?
Were you trying to end your life when you ?
Or Did you think it was possible you could have died from ?
Or did you do it purely forother reasons S withows ANY tntention of killing vouwrsslf (liks to relicvs stress, feel better,
get sympathy, or get somsthing slve to happen)? (SelfInjurious Bshavior without suicidal inent)

I yes, describe: Yes No | Yes No
Has subject engaged in Non-Suicidal Self-Injurions Behavior” o o|o o
Interrupted Attempt: Yes No | Ye Do
Whan the person iz interruptad (b an outsida ciscumstancs) from starting the potantislly salf-injuriousact e for tha, acrual arempr wow'd o o o o
e occurred).

Creardoea; Pierzon has pill: in hand but iz stopped fom ingasting Onca they ingast any pills, thiz become: an attempt rather than an intermuptad
attempt. Shooting: Perzon ha: gun pointed towsard salf gunis taksn sway by somseons alzs, or iz somshow preveantad from pulling trigger. Once
they pull the trigger, aven if the gun fails to fir, it is an attempt. Temping: Perzon i= podsed to jemp, iz grabbed and tsken down from ledge.
Hanging: Parzon has noose around neck but ks not vt started to hang - iz stopped fiom doing 0. Totdl = of Totdl # of
Has there beena tome when vou started 5 do something to end your life bur someons or something stopped vou befors intamupted | imtemupted
you actually did anypehing ?
If vas, describe:

Aborted Attempt: Yes No| Ye Do
Whan parzon bagins to take staps toward making 3 suicida sttsmpt, but staps themeslves bafors they actually have sngased in any =alf- o o o o
destroctive bahavior. Examplas are similar to intsmuped attempts, sxospt that the individes] stops him/herzslf instead of being stopped by

something slza.

Has there beena tims when you started to do something to try to end your life but you stapped yoursslf before you Total % of | Tota # of
actually did anything? sbortad aborted

If vas, describe:

Preparatory Acts or Behavior:

Atz of preparation towards imminently making a suicide attempt This can include anyithing bevond a verbalization or thought, suwch as
assembling a specific mathod {2.g., buying pills, purchasing 3 gum) or preparing for one’s death by suicide (2. g, giving things sway, writing a Yes No | Yes No
suicide pots). o o o o
Haveyou taken any steps towards making o suicids anempr or preparing oo kill yowssIlf (such as collecong pills,
gemng o gun, giving valuabler away or writhg a sutcide nots) ?

If yas, describe:

Suicidal Behavior: Yes Mo | Yeu No
Suicidal behavior was pressnt during the aszsszment pariod? o o o o
Answer for Actual 4&8""!_-,3 On Ifozt Rocont  [Wlost Lathal — [Initial First
f 'Ey |Attempt Attsmpt |Attempt
[Data: Diata: [Diata:
Actual Lethality/ Medical Damage: Enter Code Enter Cods | Enter Code
0. No physical damase or very minor physical damas (2.2, surface sorafches). e e i
1. Minor physical demama (2.2 lethargic speach; first-dagres bems; mild bleading; sprains).
2. Moderate physical damass; medical attention neadad (2.2, conscious but sleapy, somewhat responsive; sacond-dagres

bums; blaading of major veszal).
. Mpderataly severs phyvzical damama; medical hoepitlization and likely inteneiva care raquirsd {a. 5., comatoss with refloss
intact; tl'_iﬂ‘_-{i=g;(e=_- s lazs tham 20% of body; extensive bloodloss b‘Lhar_ F_‘CB"\'EF: mjof fracteres).
4. Baves p]'_\. zical damazs; medical ta;pnaltzanm:mﬂ: inEnzive care equirad (2.2, comatoss withowt r=flawss; thisd-degrms
bums ovar 20% of body; sxtensiva blood loss withunstabls wital 2izme; majm éaﬂaga to avital arsg).
5. Dioath

[

Potenfial Lethality: Only Answer if ActualLl ethality=l) " . "

Liksly lathality of actos] attempt if o madicsl damag the following examples, whils baving no sctusl madical demaza had | 2o Cod¢ | Fnter Code | Enter Code
potential for very serious lethality: put gun inmouth and pulled the trigearbut gun fails to fire 50 po medicsl damase; layng
on train tracks with oncoming teain but pullad away bafors mm over).

0=Bshaviornot likaly to reeult in injury

1 =EBshaviorliksly to rasult in injury butnot lil=ly to causs death

2= Bshavior likaly to result in daath despite available madicsl cars

© 2008 Rmssarch Foundasion for Mestal Hygiesa, Tnc C-BERE—Baseline Srreesing (Varsion 1/14.09) Page 1ofl
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Appendix M.  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 Seventy Rating Scale are suggested probes. Ultimately, the determination of the presence of
suiadal ideation or behavior depends on the judgment of the indiidual administening the scale.

Definitions of behavioral suicidal events in this scale are based on those usedin The Columbia Suicide History
Form, developed by fohn Mann, MD and Marna Oquendo, MD, Conte Center for the Neurosdence 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 suicidal 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 columbiaedu

© 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 guestion 2 iz "ves ™, Since Last
ask guestions 3, 4 and 5. [fthe answser to guestion ] and'or 2 is “ves ", complete "Intenzity of Ideation ™ section below. nil-:]-em“
1. Wish to be Dead i

Znbject endorses thonshts honta wish o be dead or notalive anymars, or wish to 511 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 Thoushts .
(Geners], non-specific thoughs of wantinzto end one's 1ife'commit swicids (e 2, "T've thougaradour kTmEg mysef” ) witontthonshs of ways ta kil Yes No
oneself zssociated methods, inwent, or plan dorins the ssseszmentperiod O O
Have you actually had any thoughss of iing vowrse]?

If yes, describe:

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

Subject endorses toushs of sicids and hes thousht of at lezst ons method dusig the 2ssessment period. Thisis differsm than 2 Yes No

place or method dewils worked ow (2 2. thought of mefod ta kil self butnata specifi plan). Includes person who would say
averdase fut I never mdm,,mﬂﬂc;una: ta when, where ar how wowd acrwrly do 11 and Twowd never go Sraugh wirh i~
Have you been thinking aborws how you mighs do fis?

Ao abour SRHED o o

Ifyes, describe:

4. Active Suicidal Ideation with Some Intent to Act, without Specific Plan
Active suicidsl thoushts of killinz ones a]fd.d:lﬂgé.‘fj"]]ﬂﬂ:h\-m’ sone ineEntta act onsuch thoushts, 25 opposad @ "7 Adve fthe fougis Jur T Yes No
definitely willnat do anything abowr siem o o
Have you had rhese thorghs and had somes infendon of acing on them?

If yes, describe:

5. Active Suicidal Ideation with Specific Plan and Intent .
Thounghts of killing onesslf with deiks of plan fully or parizlly wored ontand subject has some infent t carry it om Yes No
Have vou searted fo workous or worked ot the desaile of how so kill vouwrself? Do you intend\to carry out thisplan? 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 severe
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?
(1yLessthamonczawesk (1) Onceawesk (3) 2-5dmesinwesk (4) Daily oralmostdaily (3) Many tmes sach day

Duration

When you have the thoughes, how long do they Lost?
(1) Flesting - fow seconds or minutes {47 4-B houss ‘most of day
{2) Lass than 1 how'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 able to contral thanshs {4} Can contral thoushts with a 1ot of difficnly
{2) Can comtrol thonshis with little diffi coliy {5) Unable to contral thoushis -
{3) Can control thoushts with some & ffionlny {0 Diaes mot attempt 1 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 stopped you from attempting suicide {4} Deterrants mostlely did notstop you —_—
{2) Dieterrents probably stapped you {3) Deterrents definiely didnot sop you
(3} Uncertzin tht detment stapped you 'II Diass nat apply

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

(1) Completely © 2=t atention, revens= or a reaction fromothers  {4) Mostlytoend orstop the pain (you conldn't 20 an

{23 Mlostly to 2=t amention revenss of 3 reaction from athers living with ths pzinas how vouwere fasling)
{33 Equally m ==t atEnton, r2venss of 2 reaction fom oters {5) Complatzly w0 end or s1p the pain (vou o wdn’ t20 on
and to end'stap the pain living withthe painor how you were fesling)

{07 Doss not apply

© 1008 Rasrarch Foundation for Meaial Frgieos, Inc (C-SERE—Eince Lamt Visit (Wersion 1/14/09) Page lofl
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SUICIDAL EEHAVTOR
{Check all that apply, 5o long asthes are separate svents; mustask abow ol gpes)

Since Last
Vit

Actual Attempt:
A potestially seH-dnfarions act commitied with at least some wikh o die, 2¢ 2 relt ofzes Bebavior was in pan thonght of a5 method to kil cnegedf Tmea
doms ot have o he 1002 If these & QM) fteat dasios 4o dis associated with the act, then i casn he considered an actmal suicide atempt There does ot
Raveto be ary irjury or karm, jost fhe posssial for infery or barm If persce palls trigges while gon is i mosth bt gon & broken 50 00 ey ressls,
ihis s considensd an atempt
Infessing Ineat Eves if as iodividual desies tnteaiwish 1o die, it may be sofeoned choically from the bebavior or circamsiances. For example, a highty
Jedhal act dhat i cleashy oot as acciden 50 0o ofher dment bt soicide can be dnferred (o3, Tooshot 10 bead, fumping from window of a high foc sory)
Also, if someone denies iment o die, ot they thought at what they did coudd be Jedinl, dmea may be dafenned
Huove pen made a suicide attemps?
Haveyou dore arything to karm yourmal?
Huveyou dore anything darngerouswhere you conld have died?

What did you do?

Didyon ag @ way o end penr Le?

Didyon ware to die (rver o linde) when vor ?

Werepou oying to end your Ijfewhen you ?

Or did pou think it was posible you conld hove disd from 2
O did pou do i purely for other reasons, with eur AN intentivn of killing yorrself(like o relisve stress, feol betrer, gor
.Ivf}mh:?ir gat somethimg aloe o happer)? SeH-Tojorions Bebavicr withost soicidal imesrd)

vex, desc

Has subject engaged in Non-Suicidal Self-Injuriows Behavior?

Yes DNe
o O

Total 2af
Asemps

Yes Ne

Interrupfed Atftempt:
Whean fhe person & imennspied (by 20 ostide circomstancs) from stanting the poseatiathy seH-inparions a0t (3 me Br skt st sudmat modld v
airndd).
Crverdome: Person bns pills i band bot s siopped from ingesting. Coce they ingest any pilks, s becomes 20 asempl rather thasn ag isterropied atempt

g Persom bas o poimed sowand seif. g & taben away by somenoes ale, of & somebow pravested from pulling srigger Cnce fhey poll de srigger,
el.'e:.'lf‘_"-e o fadls do fare_ i1 & an atemnt Femping: Pesson & podsed fo joeme, & grabhed and taken down from ladge. Hanging: Parcon bas noose aromnd
oeck bt has not vat sharied 1o hang - umdﬁmdba.so
Hag thers been a time when you staried to do semething to end your I but someon e or something siopped you bgforayon
aorually did arything?
If vex, describe:

TomalZaof
imermopied

Aborted Attempt:

Whea parson beging 10 take sieps towasd making a seicide atemot, bt siops temsatves hafore they actmally bave snzaged in aoy sef-dastructive belavior
Fxamplas are similar io imenngpied atiemnts, axcapt fat the indhvidea] siops timberse i, drciead of bedng siopped by somadhing aloe

Hag there beem g time when you started to do something fo oy to end your Ljfe bustyon stopped pourself before you
acrually did anyciing?

If vex, describe:

Yez Neo
o O

Total £of
abomied

Preparatory Acts or Behavior:

Act or pregasation towasds immineodly making a meicide atiemot Thix cas inclsde amything hevond 2 verbalzation or thought, woch as amembling 2
spacific ﬂz"_"-o-d{e = boying pitk, perchasing 3 o) oe_-se\e-;-a'ﬂ,ﬁeoae sdea‘_"'.‘:l?:.ocide (=g giving things away, Wi 2 suicide 0ode)

Hveyou taker any stgps towards making a suicide atempr or preparing to kill yeurself (ruch as collecting pille, getting o gumn,
giving valuabler away or writing o suiide nocg)?

If vex, describe:

Yes DNe

Suicidal Behavior:

Soicidal bebavior was present doring fhe assesemant pariod?

Tez TBe

Suicide:

Te: Ne

Ansswer for Actual Attempts Only

Actual Lethality/ Medical Damage:

0. Mo physical damage or very minor phrysical damage {2z, surface sormches)

Mliinor phrysical damage (=g, ledhargic spreck; firs-degres bunos; mild bleeding; sprains)

Moderate phrvsical dumage; medical aneation neaded (2.3, comscious but seepy, somewhat respoasive; second-dagree borns; bleeding of major vesse])

Moderately severs physical damage; madic ! hospialization and Hoely inteasive cans requinsd (2.5, comatoss with reflaxes intacey; thind-degres boes
Jess dhan 200 of body; exieasive blood Joss bt cas recoves; major fractanes)

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

exiemsive biood Joss with mosiable vial sigos; major damage o a vial ansa)
J. Death

Totential Lethality: Only Amwer if Actoal Lethaliy=0
Lty Jathality of actsal atemet if o0 madical damage (e follomring sxamples, while having 0o actsa] medical damage, had potesial for vary sasions
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 smn over])

0 = Belavicr not Hiedy to nexall i dnfary

= Behavicr liahy 1o resaltin #njory bot oot Hoaly to canse death

= Behavior Hosty 30 rasaltin deash degoite avaiiable madical case

E 3 Eocech Foundation for Mol Bygoc, b C-55RI—3mes Lot Vo (W

T
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Appendix N. 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 O. 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
Complete Version 2.0 for Subject's who randomize under Amendment 2

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.

1. 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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Qbb\/ie Elagolix (ABT-620)
M12-815 — Statistical Analysis Plan
Version 2.0 — 02 Feb 2018

Appendix P. Health Care Resource Utilization Questionnaire (HCRU)
Version 1.0 - SAMPLE

(To be completed by Site Staff)
Non-Study Visits for Routine/General Health Care
Complete Version 1.0 for Subjects who randomized under Amendment 1

Instructions to Site Staff: At each scheduled monthly visit 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.

1. 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?

[ No O Yes

If Yes, please completequestions 2 and 3 below to indicate the type(s) of Non-Study

Physician(s) seen and the number of times each Non-Study Physician was seen.

103



OOV Elagolix (ABT-620)
M12-815 — Statistical Analysis Plan

Version 2.0 — 02 Feb 2018

2. What type(s) of Non-Study Physician Specialty was 3. How many times was the subject
the Subject seen by? (Check all that apply) seen by each Non-Study HCP

AUDIOLOGIST 0102030405
ALLERGIST 0102030405
CARDIOLOGIST 0102030405
DENTIST 0102030405
DERMATOLOGIST 0102030405
ENDOCRINOLOGIST 0102030405
ENT 0102030405
FAMILY PRACTITIONER 0102030405
GASTROENTEROLOGIST 0102030405
GYNECOLOGIST 0102030405
HEMATOLOGIST 0102030405
HEPATOLOGIST 0102030405
IMMUNOLOGIST 0102030405

01020304 05
01020304 05

INFECTIOUS DISEASE SPECIALIST
INTERNAL MEDICINE SPECIALIST

INTERNIST 0102030405
MEDICAL GENETICIST 0102030405
NEPHROLOGIST 0102030405
NEUROSURGEON 0102030405
OPTHAMOLOGIST 0102030405
ORTHOPEDIC SURGEON 0102030405
PHYSIATRIST 0102030405
PLASTIC SURGEON 0102030405
PODIATRIST 0102030405
PSYCHIATRIST 0102030405
PSYCHOLOGIST 0102030405
PULMONOLOGIST 0102030405
RHEUMATOLOGIST 0102030405
SURGEON 0102030405
UROLOGIST 0102030405

ogojgojgjojgojgo|jgojgojgojgjojgojgjojg g o|jg b

OTHER PHYSICIAN (specify type: 0102030405
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Appendix Q.

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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