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Appendix 2. LIBERTY long-term extension study design.

LIBERTY 1 AND 2 (Phase 3)

LONG-TERM EXTENSION

Relugolix Combination Therapy

Placebo
Screening:
Uterine fibroids

and heavy n Relugolix Combination Therapy
menstrual

bleeding 1:1:1

; Relugolix
Relugolix Combination Therapy

| N =770 (L1:388/L2:382) |

N =476

| 24 Weeks |
Double-Blind Treatment

28 Weeks
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Appendix 3. Supplemental Methods

Methodology:

This was a multinational phase 3, open-label, single-arm, long-term efficacy and safety extension study that
enrolled eligible patients who completed participation in one of the phase 3, randomized, placebo-controlled
parent studies (MVT-601-3001 or MVT-601-3002). All patients received oral relugolix 40 mg once a day
co-administered with estradiol (E2) 1 mg and norethindrone acetate (NETA) 0.5 mg for up to 28 weeks.

The objectives of the study were to evaluate long-term efficacy and safety through up to 52 weeks of treatment
(including the 24 weeks of treatment during the parent study) with relugolix + E2/NETA. Eligible patients
completed participation in one of the parent studies and consented to participate in this extension study.
Screening and baseline procedures were performed at the same visit for this extension study (referred to as the
Week 24/Baseline visit in this study), which coincided with the Week 24 visit of the parent study. The

Week 24/Baseline visit included vital signs, physical examination, laboratory assessments, a 12-lead
electrocardiogram (ECG), dual-energy x-ray absorptiometry (DXA), patient-reported outcome assessments,
transvaginal ultrasound, and endometrial biopsy (if required). When Week 24 procedures in the parent study
were completed, the investigator assessed patient eligibility for participation in the open-label extension study.
The eligibility assessment was based on data available at the Week 24/Baseline visit. No MVT-601-3003 study
procedures were performed until the informed consent form (ICF) for this extension study was signed.

Patients received their last dose of study drug in the parent study on the day prior to the Week 24/Baseline visit
and received their first dose of study drug for this extension study in the clinic after being deemed eligible for and
providing informed consent to participate in this extension study. The administration of the first dose of study
drug for MVT-601-3003 defined enrollment in this study. Patients then took the open-label study treatment
(relugolix 40 mg co-administered with E2 1 mg and NETA 0.5 mg) orally once a day for up to 28 weeks.

At the Week 36 visit and Week 52/Early Termination visit, each patient had an assessment of bone mineral
density (BMD) by DXA. Quality-of-life questionnaires were also completed.

Safety was assessed throughout the study by the monitoring of adverse events, vital signs and weight, physical
examinations, clinical laboratory tests, 12-lead ECGs, BMD by DXA, and transvaginal ultrasound.

Patients with a BMD loss > 3% at the lumbar spine (L1 — L4) or total hip at their Week 52/Early Termination
visit relative to the parent study baseline measurement underwent a follow-up bone densitometry scan at

6 (= 1) months. If these follow-up scans showed bone loss of > 1.5% at the lumbar spine and/or > 2.5% at total
hip compared with pretreatment baseline, a second follow-up DXA scan was scheduled at 12 months, and any
patients who had > 3% bone loss at any site were referred to a bone specialist.

The status of menstruation recovery was documented at the Follow-up visit. Patients whose menses had not
returned as of the Follow-up visit for whom there was no explanation for the lack of resumption (eg, medical
procedure or medications) were contacted by telephone 3 (+ 0.5) months after the Follow-up visit to determine if
menses had resumed and were asked about factors that may have affected the resumption of menses.

If the patient enrolled directly into another relugolix clinical study upon completion of the Week 52 visit, then the
Follow-up visit and the follow-up procedures performed under this protocol, including the follow-up bone
densitometry scan at 6 (+ 1) months and status of menstruation recovery could have been waived.

Number of Participants (planned and analyzed):

It was estimated that approximately 600 patients (75% of the total of 780 patients who were randomized into the
parent studies) would participate in this study.

A total of 477 patients were enrolled to receive open-label relugolix + E2/NETA, which represents approximately
60% of patients randomized in the parent studies and > 75% of patients who completed those studies. One patient
(Patient 116301) was enrolled in error and did not receive treatment.

Diagnosis and Main Criteria for Inclusion and Exclusion:
Inclusion Criteria:
Completed 24 weeks of study drug treatment and study participation in either MVT-601-3001 or MVT-601-3002;
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Voluntarily signed and dated the ICF prior to initiation of any screening or study-specific procedures for MVT-
601-3003;

Note: Procedures conducted as part of the parent study that also served as baseline procedures for this study
could have been performed under the ICF for the parent study.

Was not expected to undergo gynecological surgery or ablation procedures for uterine fibroids within the study
period, including during the Safety Follow-up period;
Had a negative urine pregnancy test at the Week 24/Baseline visit;

Agreed to continue to use acceptable nonhormonal contraceptive methods consistently during the Open-Label
Treatment period and for at least 30 days after the last dose of study drug. However, the patient was not
required to use the specified nonhormonal contraceptive methods if any of the following applied:

e Had a sexual partner(s) who was vasectomized at least 6 months prior to the Week 24/Baseline visit;

e Had a bilateral tubal occlusion (including ligation and blockage methods, such as Essure™), at least 4 months
prior to the Week 24/Baseline visit (patients with Essure had to have prior confirmation of tubal occlusion
by hysterosalpingogram) and there had to be no evidence of post-Essure syndrome;

e Had a non-hormonal intrauterine device (eg, Paragard®) placed in the uterus;

e Was not sexually active with men; periodic sexual relationships with men required the use of nonhormonal
contraception, as noted above;

¢ Practiced total abstinence from sexual intercourse, as her preferred lifestyle; periodic abstinence was not
acceptable.

Exclusion Criteria:

Had undergone myomectomy, ultrasound-guided laparoscopic radiofrequency ablation, or any other surgical
procedure for fibroids, uterine artery embolization, magnetic resonance-guided focused ultrasound for fibroids,
or endometrial ablation for abnormal uterine bleeding at any time during the parent study (MVT-601-3001 or
MVT-601-3002);

Had a weight that exceeded the weight limit of the DXA scanner or had a condition that precluded an adequate
DXA measurement at the lumbar spine and proximal femur (eg, bilateral hip replacement, spinal hardware in
the lumbar spine);

Had a Z-score < 02.0 or had a > 7% decrease in BMD from the parent study baseline at lumbar spine, total hip, or
femoral neck, based on the parent study Week 24 DXA assessment of BMD;

Had any contraindication to treatment with E2/NETA, including the following:

e Known, suspected, or history of breast cancer;

e Known or suspected estrogen-dependent neoplasia;

¢ Active deep vein thrombosis or pulmonary embolism, or history of these conditions prior to the Week
24/Baseline visit;

¢ History of or active arterial thromboembolic disease, including stroke and myocardial infarction;

e Known anaphylactic reaction or angioedema or hypersensitivity to E2 or NETA;

e Known protein C, protein S, or antithrombin deficiency, or other known thrombophilia disorder, including
Factor V Leiden;

e Migraine with aura;

e History of porphyria;

Was inappropriate for participation in this study because of conditions that may have interfered with interpretation

of study results or prevent the patient from complying with study requirements, as determined by the
investigator, subinvestigator, or medical monitor;

Met a withdrawal criterion in the parent study (MVT-601-3001 or MVT-601-3002).
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Study Interventions, Dose, Mode of Administration, and Batch Numbers:
Open-label relugolix 40-mg tablet plus an E2/NETA 1 mg/0.5 mg over-encapsulated tablet administered orally.

Duration of Study Intervention: Study treatment was administered once a day for 28 weeks.

Objectives and Endpoints:

Objectives

Endpoints

Primary

Efficacy

® To evaluate the long-term efficacy of relugolix
40 mg once a day co-administered with low-dose E2
and NETA for up to 52 wees, among patients who
previously completed a 24-week treatment period in
one of the parent studies (MVT-601-3001 or
MVT-601-3002), on heavy menstrual bleeding
associated with uterine fibroids.

® Proportion of women who achieved or maintained
an MBL < 80 mL and at least a 50% reduction from
parent study baseline to the last 35 days of
treatment, as measured by the alkaline hematin
method.

Secondary Efficacy

To evaluate the long-term efficacy of relugolix

40 mg once a day co-administered with low-dose E2
and NETA for up to 52 weeks, among patients who
previously completed on of the parent studies
(MVT-601-3001 or MVT-601-3002), on the
following:

o Achievement/maintenance of amenorrhea;

o Hemoglobin;

o Changes in symptom severity and quality-of-life
related to uterine fibroids, as measured by the
UFS-QoL;

Impact of heavy menstrual bleeding on social,
leisure, and physical activities, as measured by

the MIQ;
o Uterine volume;

o Uterine fibroid volume.

e Change from parent study baseline to Week 52 in
MBL volume;

Proportion of women who achieved or maintained
amenorrhea over the last 35 days of treatment;

Proportion of women with a hemoglobin
concentration below the lower limit of normal at
parent study baseline who achieved an increase of
> 1 g/dL from parent study baseline at Week 52;

Proportion of women with a hemoglobin
concentration < 10.5 g/dL at parent study Baseline
who achieve an increase of > 2 g/dL from parent
study Baseline at Week 52;

Change from parent study baseline to Week 52 in
hemoglobin concentration;

Change from parent study baseline to Week 52 in
UFS-QoL symptom severity scale;

Change from parent study baseline to Week 52 in
UFS-QoL subscales and total score;

Change from parent study baseline to Week 52 in
uterine volume;

Change from parent study baseline to Week 52 in
uterine fibroid volume.

Safety

To evaluate the safety of relugolix 40 mg once a day
co-administered with E2/NETA for up to 52 weeks,
among patients who previously completed a
24-week treatment period in one of the parent

Incidence of adverse events;

Percent change from parent study baseline to Week 52
in BMD at the lumbar spine (L1 - L4), femoral
neck, and total hip, as assessed by DXA.
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studies (MVT-601-3001 or MVT-601-3002),
including the following:

e Adverse events;

e Changes in BMD.

Pharmacodynamic

To evaluate the pharmacodynamic effects of relugolix | Change from parent study baseline to Week 52 in
40 mg once a day co-administered with low-dose E2 | predose concentrations of serum estradiol.
and NETA for up to 52 weeks, among patients who
previously completed a 24-week treatment period in
one of the parent studies (MVT-601-3001 or MVT-
601-3002), on estradiol concentration.

Statistical Methods:

Descriptive assessments of efficacy and safety were made between the parent study baseline and the end of the
open-label extension study (Week 52) on the extension study population, defined as patients who enrolled in
MVT-601-3003 (ie, who received at least one dose of study drug in the open-label extension study), separately
for the following treatment groups originally randomized in the parent studies:

Relugolix + E2/NETA: Randomized to 24 weeks of oral relugolix 40 mg once daily co-administered with 1 mg
E2 and 0.5 mg NETA in the parent study;

Relugolix + delayed E2/NETA: Randomized to 12 weeks of oral relugolix 40 mg once daily followed by 12
weeks of oral relugolix 40 mg once daily co-administered with 1 mg E2 and 0.5 mg NETA in the parent
study;

Placebo: Randomized to placebo in the parent study.

The parent study baseline was, in general, used as the reference point for the extension study for all change from
baseline-related endpoints, unless otherwise specified.

No formal treatment comparisons were performed for this extension study.

Sample Size:

Because this was an extension study, the sample size was determined by the numbers of patients who completed
either parent study (MVT-601-3001 or MVT-601-3002) and who were eligible and willing to participate in this
study. It was estimated that approximately 600 patients (75% of 780 patients who were randomized into the
parent studies) would participate in this extension study.

Efficacy
Efficacy assessments included MBL volume assessed by the alkaline hematin method, quality of life
questionnaires (UFS-QoL, MIQ, and EQ-5D-5L), and uterine and uterine fibroid volume.

Safety:
Safety data included adverse events, vital signs, clinical laboratory tests, 12-lead ECGs, endometrial biopsies, and
assessments of BMD. Safety data were analyzed using descriptive statistics, unless otherwise specified.

The severity of all adverse events was evaluated by the investigator based on Common Terminology Criteria for
Adverse Events (CTCAE) and were coded to preferred term and system organ class using MedDRA (version 22.0
or higher). Adverse events were classified as “related” to study treatment if the relationship was rated by the
investigator as possibly related or probably related. Adverse events related to any study drug component
(relugolix or placebo and E2/NETA or placebo) were considered as related to study drug.

Laboratory values were also classified by toxicity grade based on the CTCAE. Shift tables summarizing baseline
toxicity grade versus worst post-baseline toxicity grade throughout the parent and open-label extension studies
were provided.
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Corrected BMD data (corrected to account for changes in scanner calibration) were used for analysis, as
determined by the central radiology laboratory in the three pre-specified anatomical locations: lumbar spine

(L1 - L4), total hip, and femoral neck. Bone mineral density (measured at the Baseline, Week 12, and Week 24
visits in the parent studies and at the Week 36 and Week 52 visits in the extension study) was summarized
descriptively by parent study treatment group and each measure anatomical location for all patients in the
extension safety population. Percentage changes from baseline along with 95% ClIs for mean percentage changes
from baseline were also summarized by parent study treatment group and anatomical location. Mean percentage
change from baseline with corresponding 95% CI was plotted by visit, parent study treatment group, and
anatomical location. A mixed-effects model with repeated measures was used to assess BMD at 12, 24, 36, and
52 weeks. Categorical representation of percentage change from baseline to 12, 24, 36, and 52 weeks of
treatment were presented by the number and proportion of patients who had BMD declines of < 2%, > 2% to 3%,
> 3% to 5%, > 5% to 8%, and > 8% by parent study treatment group and anatomical location. Z-scores were
summarized by parent study treatment group, visit, and anatomical location with descriptive statistics, including
95% Cls, and the number and percentage of patients with a Z-score < -2.0 were presented by parent study
treatment group, visit, and anatomical location. Percentage changes from baseline in BMD were also summarized
by intrinsic factors (eg, age, race, body mass index [BMI]) and extrinsic factors (eg, geographic region).
Subgroups included but were not limited to geographic region (North America versus Rest of World), age
category (< 40 versus > 40), Race (Black or African America versus Not Black or African American), ethnicity
(Hispanic or Latino versus Not Hispanic or Latino), and BMI at baseline (< 30 versus > 30 kg/m?).

The protocol-specified endometrial biopsy procedure was performed at the Week 52/Early Termination visit in
the extension study. All endometrial biopsy results available at the time of the analysis were summarized.
Primary diagnosis from pathologist evaluation were categorized by medical monitor’s review for biopsies
performed in the parent studies. Extension study biopsies were summarized according to primary diagnosis
categories provided by the pathologist evaluation. Endometrial biopsies performed in the parent studies and the
extension study at Week 52 or at the time of early termination were summarized in separate tables, as different
pathology laboratories were used for the parent and extension studies. All endometrial biopsy data were also
provided in a by-patient listing, including visits in both the parent study and extension study.
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Appendix 4. Patient disposition. *One patient randomized but not dosed. tOne patient enrolled, but
not treated (ie, 149 patients treated). LTE, long-term extension. Additional information on the
patient disposition for LIBERTY 1 and LIBERTY 2 studies has been previously published (Al-
Hendy A, et al. N Engl J Med. 2021;384:630-642).

Randomized LIBERTY 1 Randomized LIBERTY 2
(n=388)" (n=382)"
| |
Completed LIBERTY 1 Completed LIBERTY 2
(n=308) (n=302)
I |
Enrolled in LTE Enrolled in LTE
(n=244) (n=233)

Enrolled in LTE

(n=477)
|
| | |
Placebo—>Relugolix CT Continuous Relugolix CT Relugolix—=>*Relugolix CT
(n=164) (N=163) (n=150) 1
Treated 164 (100%) Treated 163 (100%) Treated 149 (99.3%)
— Completed 122 (74.4%) . Completed 133 (81.6%) = Completed 108 (72.0%)
Discontinued 42 (25.6%) Discontinued 30 (18.4%) Discontinued 41 (27.3%)
+ Adverse event 9 (5.5%) + Adverse event 5(3.1%) + Adverse event 5(3.3%)
+ Protocol deviation 2 (1.2%) * Protocol deviation 2(1.2%) + Protocol deviation 1(0.7%)
+ Lost to follow-up 10 (6.1%) + Lost to follow-up 7 (4.3%) | | + Lostto follow-up 10 (6.7%)
— | + Withdrawal by patient 11 (6.7%) ~| + Withdrawal by patient 9 (5.5%) « Withdrawal by patient 12 (8.0%)
« Lack of efficacy 5 (3.0%) + Lack of efficacy 2(1.2%) + Lack of efficacy 7 (4.7%)
+ Pregnancy 0 + Pregnancy 0 + Pregnancy 0
+ Other 5 (3.0%) + Other 5(3.1%) + Other 6 (4.0%)
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Appendix 5. LIBERTY Long-term Extension Principal Investigators and Study Sites

Investigator Name

Facility Name

Samuel Alexander, MD

Southern Clinical Research Associates

Mark Firestone, MD

South Florida Medical Research

Dana Shipp, MD

Medical Center for Clinical Research

Andrea Lukes, MD

Carolina Women’s Research and Wellness Center

R Garn Mabey, MD

Rex Garn Mabey, Jr, MD Chartered

Steven Sussman, MD

Lawrence OB/GYN Clinical Research, LLC

Stephen Gene Swanson, MD

Women'’s Clinic of Lincoln, PC

Arthur Waldbaum, MD

Downton Women’s Health Care

Ronald Ackerman, MD

Comprehensive Clinical Trials, LLC

Robert E Deck Jr., MD

Clinical Trials Management, LLC

Robert Smith Jr., MD

Suncoast Clinical Research

Cynthia Goldberg, MD

Visions Clinical Research - Tucson

Ernesto Gomez, MD

Mesa Obstetricians and Gynecologists

Debra Walland, MD

Fellows Research Alliance, Inc.

Gwang-Yi Hwang, MD

Physicians' Research Options, Red Rocks Ob/Gyn

Edmond Pack, MD

Office of Edmond E. Pack

Khadra Osman, MD

KO Clinical Research, LLC

Michael Swor, MD

Physician Care Clinical Research, LLC

Alfred Poindexter, Ill, MD

Advances in Health

Samuel Simha, MD

Research Memphis Associates, LLC

Pouru Bhiwandi, MD

Wake Research Associates, LLC

Sandra Hurtado, MD

The Woman’s Hospital of Texas Clinical Research Center

Stuart Weprin, MD

HWC Women's Research Center, LLC

Albert Tydings, MD

Clinical Trials Management, LLC

Edward Zbella, MD

Women's Medical Research Group, LLC

Kevin Fleishman, MD

Clinical Physiology Associates

Patricia Thompson, MD

Fellows Research Alliance, INC

Ivonne Reynolds, DO

South Florida Clinical Research Institute

Charles Newlin, MD

DCOL Center for Clinical Research

Ronald Surowitz, DO

Health Awareness, Inc.

James Simon, MD

James A. Simon, MD, PC
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Investigator Name

Facility Name

Andrew Kaunitz, MD

UF College of Medicine-Jacksonville, Dept. of Obstetrics and Gynecology

Guillermo Lievano, DO

Genoma Research Group

Kathryn Moore, MD

Vista Clinical Research

Nasiruddin Rana, MD

Affinity Clinical Research Institute

Sharifa Fazili, MD

Upstate Clinical Research Associates, LLC

Winifred Soufi, MD

Agile Clinical Research Trials

Vaughn Whittaker, MD

New York Clinical Trials - Manhattan (NYCT, A Member of the Alliance, Inc.)

Juana Cuevas, MD

New York Clinical Trials- Brooklyn (NYCT, A Member of the Alliance, Inc.)

Brian MacGillivray, MD

Stone Oak, LLC dba Discovery Clinical Trials

Charles E Miller, MD

The Advanced Gynecologic Surgery Institute

Andrew Wagner, MD

Saginaw Valley Medical Research Group, LLC

Danilo Herrera, MD

Coastal Clinical Research

Sandra Nieto, MD

Futura Research Inc.

Rovena Reagan, MD

Women's Health Care Research Corp.

John Whitfield, MD

Signature Gyn Services

Lydie L. Hazan, MD

Axis Clinical Trials (ACTCA, A Member of the Alliance, Inc.)

Jody Jones, MD

ClinSite, LLC

Clifton Nicholson-Uhl, MD

Praetorian Pharmaceutical Research, LLC

Dominique Smith, MD

Soapstone Center for Clinical Research

Franklin Morgan, Jr., MD

Tidewater Physicians for Women

Ronald Hardy, MD

North Spokane Women's Health Research

James Roth, MD

Advanced Clinical Research/Old Farm Obstetrics& Gynecology

David F. Archer, MD

Eastern Virginia Medical School

Ladynez Espinal, MD

Clinovation Research, LLC

Antoinette Pragalos, MD
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Appendix 6. Summary of Patients Who Met the Bone Mineral Density Decrease Exclusion Criteria for LIBERTY Extension Study

LIBERTY 1 LIBERTY 2
> 7 change Z-score > 7 change Z-score Total
BMD <-2.0 BMD <-2.0
Lumber Spine 0 0 1 2
Relugolix CT Total Hip 0 0 0 0 11
Femoral Neck 3 0 4 1
: Lumber Spine 3 0 6 1
Fi"l'&g%‘fi')'(xa Total Hip 0 0 0 0 21
Femoral Neck 7 1 3 0
Lumber Spine 1 0 0 0
RZ'li‘;i*ﬁng Total Hip 0 0 0 0 8
Femoral Neck 4 0 3 0
Total 18 1 17 4 40

Abbreviations: BMD = bone mineral density; CT = combination therapy; NETA = norethindrone acetate.

2 if the same subject were excluded due to meeting both BMD and Z-score criteria, only the BMD criterion was included in the total to avoid double-counting.
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Appendix 7. Baseline Characteristics for the Pivotal LIBERTY Studies, the Long-term Extension,
and the Long-term Extension Study Completers

Pooled Pivotal Long-Term Long-Term
Baseline Characteristic LIBERTY Studies Extension Study Extension Study
(N =768) (N = 476) Completers
(N =363)

Age, Mean years (SD) 421 (5.3) 42.2 (5.4) 42.3 (5.3)
Race n (%) Black 393 (51.2) 238 (50.0) 178 (49.0)

White 330 (43.0) 207 (43.5) 162 (44.6)

Other* 45 (5.9) 31 (6.5) 23 (6.3)

H 0,
Region n (%) Eorth. 580 (75.5) 334 (70.2) 245 (67.5)
merica

Rest of

Worldt 188 (24.5) 142 (29.8) 118 (32.5)
Body Mass Index, Mean
kg/m? (SD) 31.5 (7.1) 31.7 (7.0) 31.2 (6.8)
?g%'; Volume, Mean mlL 228.8 (1543) 2343  (161.8) 2277  (1483)

i 3

t’gg’)'"e VI, MEETR O e g (367.3) 4092  (347.6) 4016  (326.0)
Volume of largest fibroid,
Mean cm® (SD) 77.45 (134.3) 81.6 (137.0) 84.8 (143.3)
:"Se[';')‘°9'°b'"’ iieem @l 112 (1.5) 112 (15) 113 (1.6)
<10.5, n (%) 240 (31.3) 145 (30.5) 108 (29.8)
UFS-QoL Symptom
Severity Scale, 59.4 (20.8) 60.1 (19.8) 59.7 (19.8)
Mean Score (SD)
Dl B e, 69.9 21.7) 708 (20.1) 69.9 (19.9)

Mean Score (SD)

UFS-QoL Total HRQoL

Scale, 36.8 (21.4) 35.9 (20.6) 374 (21.1)
Mean Score (SD)

Data shown by randomization treatment assignment. *Other includes American Indian or Alaska Native, Asian,
other, multiple, and not reported. TRest of World includes Africa, Europe and South America. CT = Combination
Therapy; MBL = menstrual blood loss; SD = standard deviation.
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Appendix 8. Subgroup Analysis for Primary Endpoint

Responder Responder rate
Subgroups Category Treatment n
n (%) (95% CI)
Geographic region NORTH Relugolix CT 113 97 (85.8 %) (78.03%, 91.68%)
AMERICA
Relugolix->Relugolix CT 104 85 (81.7 %) (72.95%, 88.63%)
Placebo~>Relugolix CT 117 86 (73.5 %) (64.55%, 81.23%)
REST OF Relugolix CT 50 46 (92.0 %) (80.77%, 97.78%)
WORLD
Relugolix->Relugolix CT 45 37 (82.2 %) (67.95%, 92.00%)
Placebo~>Relugolix CT 47 40 (85.1 %) (71.69%, 93.80%)
MBL volume at <225 mL Relugolix CT 107 98 (91.6 %) (84.63%, 96.08%)
baseline
Relugolix->Relugolix CT 88 76 (86.4 %) (77.39%, 92.75%)
Placebo->Relugolix CT 109 86 (78.9 %) (70.04%, 86.13%)
>225mL Relugolix CT 56 45 (80.4 %) (67.57%, 89.77%)
Relugolix->Relugolix CT 61 46 (75.4 %) (62.71%, 85.54%)
Placebo~>Relugolix CT 55 40 (72.7 %) (59.04%, 83.86%)
Age < 40 years Relugolix CT 38 31(81.6 %) (65.67%, 92.26%)
Relugolix>Relugolix CT 47 39 (83.0 %) (69.19%, 92.35%)
Placebo->Relugolix CT 48 35 (72.9 %) (58.15%, 84.72%)
> 40 years Relugolix CT 125 112 (89.6 %) (82.87%, 94.35%)
Relugolix->Relugolix CT 102 83 (81.4 %) (72.45%, 88.40%)
Placebo->Relugolix CT 116 91 (78.4 %) (69.85%, 85.54%)
Race Black Relugolix CT 70 58 (82.9 %) (71.97%, 90.82%)
Relugolix->Relugolix CT 82 67 (81.7 %) (71.63%, 89.38%)
Placebo~>Relugolix CT 89 65 (73.0 %) (62.58%, 81.90%)
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Subgroups

Largest fibroid
volume at baseline

Uterine volume at
baseline

Category

White

Asian

Others

<25cm3

225 cm3

< 300 cm3

=300 cm3

Treatment

Relugolix CT
Relugolix>Relugolix CT

Placebo->Relugolix CT

Relugolix CT
Relugolix->Relugolix CT

Placebo->Relugolix CT

Relugolix CT
Relugolix>Relugolix CT

Placebo->Relugolix CT

Relugolix CT

Relugolix>Relugolix CT

Placebo->Relugolix CT

Relugolix CT
Relugolix->Relugolix CT

Placebo->Relugolix CT

Relugolix CT

Relugolix>Relugolix CT

Placebo->Relugolix CT

Relugolix CT
Relugolix->Relugolix CT

Placebo->Relugolix CT

85

52

71

10

81

58

73

81

90

91

96

69

82

67

80

82

Responder

n (%)

78 (91.8 %)
43 (82.7 %)

57 (80.3 %)

1(100.0 %)
2(66.7 %)

0 (0.0%)

3(75.0 %)
8 (80.0 %)

3(100.0 %)

74 (91.4 %)

51 (87.9 %)

55 (75.3 %)

69 (85.2 %)
70 (77.8 %)

71 (78.0 %)

89 (92.7 %)

58 (84.1 %)

61 (74.4 %)

54 (80.6 %)
64 (80.0 %)

65 (79.3 %)

Responder rate

(95% Cl)

(83.77%, 96.62%)
(69.67%, 91.77%)

(69.14%, 88.78%)

(2.50%, 100.00%)

(9.43%, 99.16%)

(19.41%, 99.37%)
(44.39%, 97.48%)

(29.24%, 100.00%)

(83.00%, 96.45%)

(76.70%, 95.01%)

(63.86%, 84.68%)

(75.55%, 92.10%)
(67.79%, 85.87%)

(68.12%, 86.03%)

(85.55%, 97.02%)

(73.26%, 91.76%)

(63.56%, 83.40%)

(69.11%, 89.24%)
(69.56%, 88.11%)

(68.89%, 87.43%)
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Responder Responder rate

Subgroups Category Treatment n
n (%) (95% ClI)
BMI at baseline < 30 kg/m? Relugolix CT 70 64 (91.4 %) (82.27%, 96.79%)
Relugolix->Relugolix CT 70 59 (84.3 %) (73.62%, 91.89%)
Placebo—>Relugolix CT 71 54 (76.1 %) (64.46%, 85.39%)
> 30 kg/m? Relugolix CT 92 78 (84.8 %) (75.79%, 91.42%)
Relugolix->Relugolix CT 79 63 (79.7 %) (69.20%, 87.96%)
Placebo->Relugolix CT 93 72 (77.4 %) (67.58%, 85.45%)
Maximum NRS <4 Relugolix CT 49 43 (87.8 %) (75.23%, 95.37%)
pain score at
baseline
Relugolix->Relugolix CT 42 32 (76.2 %) (60.55%, 87.95%)
Placebo->Relugolix CT 32 23 (71.9 %) (53.25%, 86.25%)
>4 Relugolix CT 113 99 (87.6 %) (80.09%, 93.06%)
Relugolix->Relugolix CT 107 90 (84.1 %) (75.79%, 90.46%)
Placebo—>Relugolix CT 130 102 (78.5 %) (70.40%, 85.19%)
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Appendix 9. Proportion of patients who achieved amenorrhea at week 52 (last 35 days of
treatment). Error bars show upper 95% Cls.

Proportion of Patients Who Achieved Amenorrhea at Week 52

100.0 - (Last 35 Days of Treatment)

80.0 -

60.0 -

40.0 -
68.5

of Treatment (%)

20.0 -

Proportion of Patients who Achieved
Amenorrhea Over the Last 35 Days

0.0 -

N = 164 N =163 N = 149
B Placebo > Relugolix Combination Therapy (N=164)
B Relugolix Combination Therapy (N=163)
[] Relugolix &> Relugolix Combination Therapy (N = 149)
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Appendix 10. Change from Baseline in Bleeding and Pelvic Discomfort (BPD) scale score at week
24 and week 52. Error bars show lower 95% confidence interval. CT, combination therapy; LS,

least squares.

WEEK 24

-53.2

LS Mean Change from Baseline
in BPD Scale Score
W
o
1

WEEK 52

-51.6

B placebo > Relugolix Combination Therapy (N=164)

B Relugolix Combination Therapy (N=163)

[J Relugolix > Relugolix Combination Therapy (N = 149)
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Appendix 11. Change in symptom severity at week 24 and week 52. Error bars show lower 95% CI.
CT, combination therapy; LS, least squares; SS, Symptom Severity; UFS-QoL SS, Uterine Fibroid
Symptom-Quality of Life Symptom Severity.

WEEK 24 WEEK 52

[}
£
b s
B o
£ § -38.7 -38.2
°Sa
o A
o0 -
S o
59

wn
=5 [ |
Lc
n -50 A
-

60 -

M Placebo > Relugolix Combination Therapy (N=164)
B Relugolix Combination Therapy (N=163)
0 Relugolix = Relugolix Combination Therapy (N = 149)
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Appendix 12. Lumbar Spine and Total Hip Bone Mineral Density Results Over 52 Weeks

Placebo>Relugolix CT Relugolix CT Relugolix>Relugolix CT
(N =164) (N =163) (N =149)
Lumbar spine (L1 - L4)
Week 12
n 146 145 137
LS mean percent change 0.40 -0.37 -2.27

(95% Cl)

Week 24
n
LS mean percent change
(95% Cl)

Week 36
n
LS mean percent change
(95% Cl)

Week 52
n
LS mean percent change
(95% ClI)

Total hip
Week 12
n
LS mean percent change
(95% ClI)

Week 24
n
LS mean percent change
(95% Cl)

Week 36
n
LS mean percent change
(95% ClI)

Week 52
n
LS mean percent change
(95% ClI)

(-0.081, 0.887)

156
0.24
(-0.234, 0.716)

138
-0.25
(-0.791, 0.298)

120
-0.78
(-1.325, -0.226)

145
0.47
(0.092, 0.838)

156
0.61
(0.204, 1.015)

137
0.19
(-0.202, 0.576)

121
-0.07
(-0.477, 0.347)

(-0.812, 0.076)

153
-0.23
(-0.693, 0.236)

145
-0.73
(-1.233,-0.219)

132
-0.80
(-1.358, -0.250)

146
0.07
(-0.335, 0.466)

155
0.03
(-0.361, 0.423)

147
-0.22
(-0.612, 0.169)

129
-0.15
(-0.615, 0.309)

(-2.728, -1.819)

144
2.18
(-2.631, -1.727)

120
211
(-2.623, -1.589)

108
-2.05
(-2.575, -1.516)

131
-0.95
(-1.315, -0.585)

142
-1.01
(-1.366, -0.655)

122
-0.99
(-1.396, -0.575)

105
-0.84
(-1.298, -0.386)

Abbreviations: CI = confidence interval; E2 = estradiol; LS = least squares; n = number of patients in subset;
N = number of patients; CT = combination therapy.
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