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Introduction: LIBERTY Program

e Relugolix Combination Therapy (Relugolix CT; relugolix 40 mg, estradiol 1 mg
and norethindrone acetate 0.5 mq) is being developed for the management of
heavy menstrual bleeding (HMB) associated with uterine fibroids (UF)

* In the Phase 3, 24-week LIBERTY 1 and 2 studies, Relugolix CT:

« significantly improved HMB compared with placebo
« significantly reduced UF-associated pain compared with placebo

« was generally well tolerated, with an overall incidence of adverse events
similar to that observed with placebo

The Long-term Extension (LTE) study was conducted to assess the efficacy
and safety of Relugolix Combination Therapy over 52 weeks of treatment in
women with HMB associated with UF (NCT03412890)

CT = Combination Therapy; HMB = heavy menstrual bleeding; UF = uterine fibroids. 3
1. Al-Hendy A et al. Fertil Steril. 2019;112(3):e434. Oral abstract O-265 presented at ASRM 2019, Philadelphia, PA USA.



Study Design: LIBERTY 1 & 2 and Extension Study

Study Population: Pivotal Studies

* Premenopausal women 18 to 50 years of age

* Menstrual blood loss (MBL) = 80 mL per cycle for
2 cycles or 2 160 mL during 1 cycle

e Ultrasound confirmation of uterine fibroids

Long-term Extension

Patients who completed 24 weeks of treatment in
LIBERTY 1 or 2

Patients with a decrease of bone mineral density
(BMD) Z-score = 7% from pivotal study baseline to
Week 24 at lumbar spine, total hip or femoral neck
were excluded

WEEK 52

Extension
Results

WEEK 24

Primary
Endpoint

Relugolix CT QD

%_

and
Heavy Menstrual
Bleeding = Relugolix CT QD
Randomization Relugolix QD Relugolix CTQ
1:1:1 12 weeks 12 weeks
N ~ 390* each: _Rli :
LIBERTY 1 & 2 Double-Blind Treatment: 24 weeks

Extension Study
(N=477)

Relugolix CT = relugolix 40 mg + estradiol 1 mg and norethindrone acetate 0.5 mg

CT = Combination Therapy; QD = once daily.
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*388 and 382 women were randomized in LIBERTY 1 (NCT03049735) and LIBERTY 2 (NCT03103087).



Long-term Extension Study: Endpoints and Analyses

Primary Efficacy Endpoint Selected Secondary Endpoints

Treatment responders: Mean percentage change in menstrual
Proportion of women who achieved or blood volume
maintained Amenorrhea rate

« MBL volume <80 mL and a

e = 50% reduction from parent study baseline
to the last 35 days of treatment in MBL Adverse events
volume, as measured by the alkaline hematin
method

Improvements in anemia

Change from baseline BMD assessed by
dual-energy x-ray absorptiometry

« Outcomes were analyzed by baseline treatment assignment in the 24-week LIBERTY studies
using descriptive statistics without statistical comparisons between groups*:

* Placebo = Relugolix CT
* Relugolix CT
* Delayed Relugolix CT

*Mixed-effect model was used with visit, region, baseline MBL volume (<225 mL, 2225 mL), age/BMI/BMD at baseline, and race included as fixed effects. S
BMI = body mass index; BMD = bone mineral density; CT = Combination Therapy; MBL = menstrual blood loss.



Patient Flow

Early
termination:
79 (20.4%)

LIBERTY 1

Randomized: 388*

v

Completed: 308

A\ 4

Entered LTE: 244

~78% of patients who
completed rolled into LTE

LIBERTY 2

Randomized: 382*

A 4

Completed: 302

A 4

Entered LTE: 233

A

y

Enrolled in

LTE: 4771

Completed LTE: 363

Early termination:

113 (23.7%)

Early
termination:
79 (20.7%)

*One patient randomized but not dosed. TOne patient was enrolled into the LTE study in error and did not receive treatment. LTE = Long-term Extension.



Baseline Demographics in the Extension Safety
Population Were Balanced Between Treatment Groups

: . Placebo Relugo Relugo Delayed Relugolix CT
Baseline Characteristic y - (N = 149)
Age, Mean years (SD) 419  (5.43) 426  (5.08) 42.1  (5.58)
Black or African American 88 (53.7%) 69 (42.3%) 81 (54.4%)
Race n (%) | White 71 (43.3%) 85 (52.1%) 51 (34.2%)
Other* 5 (3.0%) 9 (5.5%) 17 (11.4%)
Region North America 117 (71.3%) 113 (69.3%) 104  (69.8%)
n (%) Rest of World! 47 (28.7%) 50 (30.7%) 45 (30.2%)
Data shown by randomization treatment assignment. *Other includes American Indian or Alaska Native, Asian, other, multiple, and not reported. 7

TRest of World includes Africa, Europe and South America. CT = Combination Therapy; SD = standard deviation.



Baseline Clinical Characteristics in the Extension Safety
Population Were Balanced Between Treatment Groups

Baseline Characteristic ~aceng " ..‘ - ek 5 Delaye((:l\l R;eljg;)lix “!
Body Mass Index, Mean kg/m?2 (SD) 32.6 (7.5) 31.4 (7.0) 31.0 (6.4)
MBL Volume, Mean mL (SD) 216.0 (123.8) 248.7  (196.7) 238.8 (155.3)
Uterine Volume, Mean cm?3 (SD) 401.5 (351.5) 386.7 (320.5) 442.4  (370.9)
Index Fibroid Volume, Mean cm?3 (SD) 74.2 (128.1) 80.0 (145.1) 91.5 (137.8)
Hemoglobin, Mean g/dL (SD) 11.2 (1.5) 11.4 (1.5) 11.0 (1.6)
Data shown by randomization treatment assignment. 8

CT = Combination Therapy; MBL = menstrual blood loss; SD = standard deviation.



Mean MBL Volume was Reduced by 90% from Baseline to
Week 52 in the Relugolix Combination Therapy Group

Percent Change in MBL Volume from Baseline to Week 52
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Error bars show 95% confidence intervals. 9
CT = Combination Therapy; MBL = menstrual blood loss; LS = least squares; W = Week.



Relugolix Combination Therapy Consistently Achieved
and Maintained Improvement in MBL at Week 52

Proportion of Responders* at Week 52
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*Treatment responder (MBL) — proportion of women who achieved or maintained an MBL volume < 80 mL and a = 50%
reduction from pivotal study baseline to the last 35 days of treatment in MBL volume

Error bars show upper 95% confidence intervals. 10
CT = Combination Therapy; MBL = menstrual blood loss.



Most Patients Achieved Amenorrhea at Week 52
In all Treatment Groups

Proportion of Patients Who Achieved Amenorrhea at Week 52

(Last 35 Days of Treatment)
100.0 -
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20.0 A

Proportion of Patients who Achieved
Amenorrhea Over the Last 35 Days
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Error bars show upper 95% confidence intervals.
CT = Combination Therapy.



High Proportion of Patients with Anemia at Baseline
Experienced Anemia Improvement Over 52 Weeks

Proportion of Responders* at Week 52
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Anemia-evaluable population: patients with hemoglobin < 10.5 g/dL at baseline and have a hemoglobin value at Week 24

*Treatment responder (hemoglobin) — proportion of women with hemoglobin < 10.5 g/dL at pivotal study baseline who
achieve an increase of > 2 g/dL at Week 52

Error bars show upper 95% confidence intervals. 12
CT = Combination Therapy.



Clinically Meaningful Increase in Hgb Concentrations
with Relugolix CT in Women with Anemia at Baseline

Percent Change in Hemoglobin from Baseline to Week 52 in
Anemia-Evaluable Population
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Error bars show 95% confidence intervals. 13
CT = Combination Therapy; Hgb = hemoglobin; LS = least squares, W = Week.



Reductions in Uterine and Uterine Fibroid Volume were
Maintained from Week 24 to Week 52 with Relugolix CT

Uterine Fibroid Volume Uterine Volume
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Error bars show upper and lower 95% confidence intervals. 14

CT = Combination Therapy; LS = least squares.



Summary of Adverse Events Reported over 52 Weeks
of Treatment

blaceho = Reluaa Sl
Adverse Events n (%) Ny - Delaye((lj\l Eellig;) xcT
Any 138 (84.1%) 127  (77.9%) 125 (83.9%)
Leading to Discontinuation 9 (5.5%) 5 (3.1%) 5 (3.4%)
Grade 3 or Higher 27 (16.5%) 12 (7.4%) 21 (14.1%)
Serious 15 (9.1%) 6 (3.7%) 8 (5.4%)
Fatal Outcome 0 (0%) 0 (0%) 0 (0%)
Most Common Adverse | Headache 29 (17.7%) 21 (12.9%) 36 (24.2%)
Events (>10%) Hot flush 24 (14.6%) 18  (11.0%)

58  (38.9%)

There were no safety signals reported for Relugolix Combination Therapy over 52 weeks of treatment

Data shown by randomization treatment assignment.

CT = Combination Therapy.
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Lumbar Spine BMD was Maintained with
Relugolix Combination Therapy over 52 Weeks

Percent Change in Lumbar Spine BMD to Week 52
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Error bars show 95% confidence intervals. 16
BMD = bone mineral density; CT = Combination Therapy; LS = least squares; W = Week.



Total Hip BMD was Maintained with
Relugolix Combination Therapy over 52 Weeks

Percent Change in Hip BMD to Week 52
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Error bars show 95% confidence intervals. 17
BMD = bone mineral density; CT = Combination Therapy; LS = least squares; W = Week.



Conclusions

* Relugolix Combination Therapy in women with heavy menstrual
bleeding associated with uterine fibroids led to
* Rapid reduction in menstrual blood loss volume,
e Improvement of anemia, and

 Reduction of uterine volume, which were maintained over 52 weeks of
treatment

* No safety concerns were identified with long-term treatment, and
bone mass was maintained

* Relugolix Combination Therapy represents a potential long-term
treatment for women with heavy menstrual bleeding associated
with uterine fibroids
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