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Purpose: To evaluate pharmacokinetics (PK) and safety of fezolinetant after single-dose and multiple-dose administration of 15, 30,
and 60 mg in healthy Chinese women.

Patients and Methods: This was a fixed-sequence crossover study in 16 healthy Chinese female subjects, 18—45 years old. All
received single doses of fezolinetant 15 mg, 30 mg or 60 mg with a 3-day washout. From Day 10, subjects received multiple doses of
30 mg fezolinetant once-daily for 7 days. PK parameters were obtained during the single- and multiple-dose periods. Safety
assessments were based on adverse events, vital signs, and laboratory tests.

Results: Fezolinetant exhibited rapid absorption, with median time of the maximum concentration (t,a) 1.50 to 1.75 hours after single-
dose administration of fezolinetant tablets in the fasted state, followed by a decline in plasma levels, with a mean t;, of 6.12—7.69 hours at
dose levels of 15, 30 and 60 mg. There was a dose-proportional increase in maximum concentration and total exposure for fezolinetant
across the doses studied. Mean peak concentration (C,,,) values were 221, 439 and 834 ng/mL, for the 15, 30, and 60 mg doses,
respectively. The drug exposure parameters had a low-to-moderate variability (21.1-39.7%). Minimum accumulation was observed after
multiple doses. Metabolite ES259564 showed rapid formation following a single dose of fezolinetant, with a median t,,,,, 0of 1.50-2.00 hours.
Plasma levels then declined, with mean t;/, ranging from 5.72—6.31 hours. Dose-proportional increases in Cy,,x and AUC;,s were observed
following single-doses of fezolinetant. Steady state was achieved on the second day after starting multiple-dose administration. In total, 3
(18.8%) subjects experienced 4 drug-related treatment-emergent adverse events; all mild in severity.

Conclusion: Linear PK was confirmed within the dose range of 15 to 60 mg in healthy Chinese women.
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Introduction
Vasomotor symptoms (VMS), also known as hot flashes and night sweats, are a major reason for menopausal women to
seek medical attention and have been associated with reduced quality of life via affects on mood, sleep, and cognitive
functioning and by contributing to anxiety, fatigue, and work-related difficulties.'® VMS are caused by disproportionate
activity of neurons in the hypothalamic thermoregulatory center.” The median duration of VMS is 7.4 years,® however,
moderate-to-severe symptoms may continue for more than 10 years in one-third of women.” In the Study of Women’s
Health Across the Nation (SWAN), up to 80% of Chinese women experienced VMS.'°

The commonly used effective treatment for VMS is hormone therapy (HT),"' ' but this may not be appropriate for
everyone, depending on risk factors, concomitant medical conditions, time since menopause, and age.!' Further, some
women make a conscious choice not to take HT. Nonhormonal treatments available to manage menopause-associated
symptoms include selective serotonin reuptake inhibitors, serotonin noradrenaline reuptake inhibitors, gabapentin, herbal
remedies, and cognitive behavioral therapy. However, they may be associated with adverse effects such as sedation and
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nausea, and their clinical effectiveness is limited.'* Perceived HT limitations, together with the adverse effects and
limited efficacy seen with nonhormonal therapies, have prompted the search for other treatment options. A growing body
of evidence has implicated neurokinin B (NKB)/neurokinin 3 receptor (NK3R) signaling in menopausal VMS etiology."

Fezolinetant is an oral, nonhormonal, NK3R antagonist treatment option for moderate-to-severe VMS, and is
approved in many countries, including the US, in Europe and in Asia at a dose of 45 mg once daily.'®>!

It moderates neuronal activity in the thermoregulatory center by blocking NKB binding on the kisspeptin/neurokinin
B/dynorphin neurons in the hypothalamus.'>-*2*

Fezolinetant is well absorbed and extensively metabolized, primarily to the oxidated metabolite ES259564. In clinical
studies conducted in the USA and Europe, the observed overall exposure (AUC) and maximum concentration (Cpyax)
increased dose proportionally when once-daily doses ranging from 20 to 60 mg were administered, which covered the
recommended therapeutic dose.'® While mean C,,,, was lower and median t,,,,, was delayed about 30 min compared with
under fasted conditions, food does not affect fezolinetant AUC, and it can therefore be taken without regard to meals.'®

As part of the fezolinetant clinical development program in Asia, the MOONLIGHT 1 pivotal Phase 3, double-blind
study compared fezolinetant 30 mg once-daily dose over 12 weeks versus placebo, followed by an open-label extension
phase with fezolinetant 30 mg/day for 12 weeks in an East Asian population.”> MOONLIGHT 3 was a phase 3, open-
label, long-term safety study investigating 52 weeks of treatment with once-daily fezolinetant 30 mg in women in
mainland China, and found that fezolinetant at a dose of 30 mg was generally safe and well tolerated in this population.?®
To support the development of fezolinetant in China, an open-label study was conducted to evaluate the pharmacoki-
netics (PK) and safety of fezolinetant after single-dose and multiple-dose administration of 15, 30, and 60 mg, in healthy
Chinese women. The study was designed to cover the expected therapeutic dose.

Materials and Methods

The study was conducted in compliance with ethical principles originating from the Declaration of Helsinki, Good
Clinical Practice (GCP), International Council for Harmonization (ICH) guidelines, Council for Organizations of Medical
Sciences (CIOMS) International Ethical Guidelines and applicable laws and regulations. An independent ethics commit-
tee approved the study (the Institutional Review Board of Beijing Hospital), and prior to initiation of any study-related
procedures, all subjects provided written informed consent.

Study Design
The study was conducted from March to May 2021 in China and registered at ClinicalTrials.gov (NCT04793204). Subjects
enrolled in the study were healthy Chinese women with BMI (range, >19 kg/m? to <24.9 kg/m?) and weight (>45.0 kg), aged
between 18 and 45 years. Women who had been pregnant in the past 6 months or breastfed in the past 3 months were excluded
from participation. Figure 1 shows the study design. The number of subjects was based on the National Medical Products
Administration (NMPA)’s guideline for Pharmacokinetic Study, which recommends 8 to 12 subjects per dose group.
Subjects were screened for eligibility during the 21-day period prior to study enrollment, and subsequently admitted to the
clinical unit the day prior to administration (Day —1). Study participants then stayed in the clinical unit up until 48 hours after last
dose administration (Day 18). The single-dose period constituted Days 1 to 7. At the start of the investigational period (Day 1),
subjects were given a single dose of 15 mg fezolinetant. After a 3-day washout period, subjects were given a single dose of 30 mg
fezolinetant (Day 4) followed by another 3-day washout period. On Day 7, subjects were given a single dose of 60 mg
fezolinetant. Blood sampling for PK analyses for fezolinetant and its major metabolite, ES259564, was performed pre-dose, and
at0.5,1,1.5,2,3,4,6,8, 12, 24 and 48 hours after administration of each dose during this single-dose period (Days 1, 4 and 7).
Starting on Day 10, subjects received multiple doses of 30 mg fezolinetant once-daily for 7 consecutive days. Blood samples
were collected pre-dose on Days 10, 11, 12, 13, 14 and 15. On Day 16, subjects received the final dose of fezolinetant while
fasting and blood samples were collected pre-dose, and at 0.5, 1, 1.5, 2, 3, 4, 6, 8.12, 24 and 48 hours post-dose. Fezolinetant
administration on Days 1, 4, 7 and 16 took place in the morning after an approximate 10-hour fast and approximately 4 hours
before the following meal. Dose administration on Days 10 through 15 took place after breakfast. Each dose administration was
given with 150 mL of water. The end-of-study visit was 19 to 23 days after the last PK sample was collected or at the time the
subject withdrew (ie, early discontinuation from the clinical study).
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Figure | Study Design. (a). The ESV took place 19 to 23 days after the last PK sample was collected (or at early discontinuation from the study). (b). Dose administration
on Days |, 4, 7 and 16 took place in the morning after an approximate |0-hour fast and approximately 4 hours before the following meal. Dose administration on Days 10
through 15 took place after breakfast. Each dose administration was given with 150 mL of water.

Abbreviations: ESV, end-of-study visit; PK, pharmacokinetic(s).

Bioanalytical Analysis

Blood samples for analysis were collected in tubes containing lithium heparin. Plasma was separated and shipped to
Wuxi AppTec Co., Ltd. (Shanghai, China), where concentrations of fezolinetant and ES259564, the major metabolite of
fezolinetant, were measured using liquid chromatography-tandem mass spectrometry (LC-MS/MS); a method that was
validated. In brief, solid-phase extraction was used to extract fezolinetant, ES259564 and the internal standard from
50 pL of plasma, and separation was by reversed-phase liquid chromatography on a Phenomenex Kinetex C18 column.
This used a gradient mobile phase consisting of methanol/acetonitrile/water/formic acid. Detection was via an API 6500
(AB/MDS Sciex, Nieuwerkerk a/d Ijssel, The Netherlands) using positive atmospheric pressure chemical ionization.
Validation of the method for both fezolinetant and ES259564 was over a range of 1 to 1000 ng/mL, and inter-run
accuracy and precision were within acceptance criteria.

Study Endpoints

PK Assessments

Phoenix WinNonlin software (version 8.0, Certara L.P., Princeton, NJ, USA) was used to calculate descriptive pharma-
cokinetic parameters from noncompartmental analysis. Following single-dose administration, the following PK para-
meters were obtained for fezolinetant and the metabolite ES259564: maximum concentration (C,.y), time of the
maximum concentration (ty.x), AUC from the time of dosing to time 24 hours (AUC,4), AUC from the time of dosing
to the last measurable concentration (AUC,s), AUC from the time of dosing extrapolated to time infinity (AUC;,y),
apparent total clearance after extra-vascular dosing (CL/F), apparent volume of distribution during the terminal elimina-
tion phase after extra-vascular dosing (Vz/F), terminal elimination half-life (t;;). During the multiple-dose period,
concentration immediately before dosing at multiple dosing (trough concentration) (Cgougn) Was assessed on Days 11 to
Day 16. Day 16 PK parameters assessed were Cpax, tmax, AUC from the time of dosing to the start of the next dosing
interval (AUCy,,), CL/F, VZ/F, t,,,, accumulation ratio calculated using AUC (R,.[AUC]), and metabolite-to-parent ratio
(MPR). Temporal change of Ciougn Was plotted and a visual evaluation of steady state was conducted.

Safety
Safety was assessed based on the nature, frequency, and severity of adverse events (AEs), vital signs (blood pressure, pulse and
ear temperature), routine 12-lead ECGs, and clinical laboratory tests (hematology, biochemistry, and urinalysis).

Results

Demographic Characteristics
In total,16 women were enrolled and received fezolinetant at dosage of 15 mg, 30 mg (single and multiple doses), and
60 mg. All subjects were female and of Asian race (Chinese), with a mean (SD) age of 33.1 (5.8) years.
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Figure 2 Mean plasma concentration—time profiles of fezolinetant following single-dose administration of 15 mg, 30 mg and 60 mg; linear scale.

PK Characteristics

Figure 2 shows concentration—time profiles of fezolinetant following single-dose administration of 15 mg, 30 mg, and 60 mg.
Plasma PK parameters of fezolinetant at 15 mg, 30 mg and 50 mg on Days 1, 4 and 7 following single-dose administration are
summarized by dose in Table 1. Fezolinetant exhibited rapid absorption, with median t,,,, 1.50 hours after single-dose
administration of fezolinetant tablets in the fasted state, followed by a decline in plasma levels, with mean t;,, of 6.12 to
7.69 hours at 15, 30 and 60 mg doses levels (Table 1). C,,,.x and AUC;,,r showed a dose-proportional increase for fezolinetant
across the 15, 30 and 60 mg doses studied. Mean C,,x values were 221, 439 and 834 ng/mL, respectively, for the 15, 30 and
60 mg single doses. The drug exposure parameters had a low to moderate variability (21.1% to 39.7%) at the dose levels

Table | Plasma PK Parameters of Fezolinetant After Single- and Multiple-Dose Administration of
Fezolinetant (Pharmacokinetic Analysis Set)

Single Dose Multiple Dose

Parameter Fezolinetant Fezolinetant Fezolinetant Fezolinetant
Statistics 15 mg 30 mg 60 mg After 7 days dosing

(N=16) (N=16) (N=16) 30 mg QD (N=16)
Crax (ng/mL) 221 +87.9 (39.7) | 439 £92.9 (21.1) | 834 £ 268 (32.1) 481 + 104 (21.7)
tmax (h) 1.5 (0.500—4.00) 1.5 (0.500-3.00) 1.5 (1.00-4.00) 1.25 (0.500—4.00)
AUC,4 (h/mL) 1240 + 362 (29.3) | 2330 £ 659 (28.3) | 4520 + 1240 (27.4) 2690 * 839 (31.2)
AUC;¢ (ng*h/mL) 1330 + 441 (33.2) | 2530 794 (31.3) | 4930 + 1470 (29.8) N/A
ti (h) 6.12£1.72(28.0) | 7.69 +0.71 (9.2) | 7.44 £0.707 (9.5) 9.74 £ 1.320 (13.6)
CL/F (L/h) 12.6 + 4.84 (38.3) | 12.9+3.95(30.6) | 13.2 +3.82 (28.9) 12.2 + 3.89 (31.8)
Vz/F (L) 104 + 27.1 (26.0) | 142 £ 40.8 (28.8) | 139 + 32.5 (23.4) 171 + 56.3 (32.9)
R..(AUC) N/A N/A N/A 1.15 +0.132 (11.4)

Notes: Values are expressed as mean * standard deviation (%CV) except for tm., and t.g, Which are expressed as median (range).
Abbreviations: AUC,,, area under the curve from the time of dosing to time 24 hours; AUC;,; AUC from the time of dosing
extrapolated to time infinity; R,.(AUC), accumulation ratio calculated using AUC; CL/F, AUC from the time of dosing to the last
measurable concentration; C,,,, maximum concentration; N/A, not applicable; t;,;, terminal elimination half-life; t.,,., time of the
maximum concentration; Vz/F, apparent volume of distribution during the terminal elimination phase after extra-vascular dosing.
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Figure 3 Mean plasma concentration—time profiles of fezolinetant following multiple-dose administration of 30 mg (Day 16); linear scale.

tested. Mean AUC;,s values were 1330, 2530 and 4930, respectively. Mean AUC,, values were 1240 h*ng/mL for 15 mg,
2330 h*ng/mL for 30 mg and 4520 for 60 mg, with a CV% ranging from 27.4% to 29.3% across the doses tested (Table 1). The
mean Vz/F values for single dose were 104, 142 and 139 L in the 15, 30 and 60 mg dose groups, respectively.

Concentration—time profiles after 7 days administration are shown in Figure 3, and mean Cy;ouen 0f fezolinetant on the
first day of multiple dosing through 7 days multiple administrations is shown in Figure 4. Steady state was achieved after
first dose with once daily dosing (Figure 4). At steady-state, on Day 7, median t,,,, was 1.25 hours (Table 1). Mean C,.«
was 481 ng/mL and the mean AUC,, value was 2690 h*ng/mL Mean t;,, was 9.74 hours, which was slightly longer than
observed for single-dose administration of 15 to 60 mg (6.12 to 7.69 hours) (Table 1). The mean CL/F was comparable
across single and multiple-dose administration. Fezolinetant had minimal accumulation after 7 days of once daily dosing
of 30 mg with accumulation ratios (R,.[AUC] of 1.15, respectively.

Figure 5 shows concentration—time profiles of ES259564 following single- and multiple-dose administration. Metabolite
ES259564 showed rapid formation following a single-dose of fezolinetant, with a median t,,,, of 1.50 to 2.00 hours (Table 2).
Plasma levels then declined, with mean t,,, ranging from 5.72 to 6.31 hours across the doses tested (this parameter showed

Multiple-dose period, 30 mg dose group
80+

70
60-
50-
40-
30-
20

10

Plasma fezolinetant concentration (ng/mL)

T T T T T T 1

10 11 12 13 14 15 16
Day

—* Mean

Figure 4 Individual and mean trough concentration—time profiles of fezolinetant following multiple-dose oral administration of 30 mg on Day 10 through Day 6.
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Figure 5 Mean plasma concentration—time profiles of ES259564 following (A). single- dose administration of 15 mg, 30 mg, and 60 mg and (B). multiple-dose administration
of fezolinetant 30 mg (Day 16); linear scale.

moderate variability; CV% ranged from 23.5% to 30.5%). Only minor metabolite levels were detected beyond 24 hours post-
dose. A dose-proportional increase in C,,,,x and AUC;, s were observed for ES259564 following single-dose administration of
15, 30 and 60 mg fezolinetant (Table 2). Mean ES259564 C,,,.x values were 88.2, 190 and 389 ng/mL, following 15, 30 and
60 mg doses of fezolinetant, respectively, with a moderate variability (CV% range: 26.3% to 29.4%) (Table 2). After multiple
administration of 30 mg fezolinetant once daily for 7 days (from Day 10 to Day 16), there was a marginal accumulation of
ES259564 (R,.[AUC] was 1.17). ES259564 systemic exposure was less than 70% of the parent AUC. The MPR ranged from
0.652 to 0.696 following single and multiple-dose administration of fezolinetant.

Safety

In total, 6 (37.5%) subjects experienced 12 treatment-emergent adverse events (TEAEs) (Table 3). TEAEs by preferred
term were diarrhea, increased blood cholesterol and decreased hemoglobin (each event was reported by 2 [12.5%]
subjects). Of the TEAESs, 3 (18.8%) subjects experienced 4 drug-related TEAE. All TEAEs were of mild severity; over
the entire study period, there were no deaths, SAEs, TEAEs leading to discontinuation of study drug, or AEs of special
interest. Overall, there were no clinically meaningful findings related to fezolinetant in vital signs and 12-lead ECG.
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Table 2 Plasma PK Parameters of Fezolinetant Metabolite ES259564 After Single- and Multiple-Dose
Administration of Fezolinetant (Pharmacokinetic Analysis Set)

Single Dose

Multiple Dose

Parameter
Statistics

Fezolinetant
15 mg
(N=16)

Fezolinetant
30 mg
(N=16)

Fezolinetant
60 mg
(N=16)

Fezolinetant
After 7 Days

Dosing 30 mg
QD (N=16)

Crnax (ng/mL)

88.2 + 252 (28.5)

190 + 55.9 (29.4)

389 + 102 (26.3)

214 + 42,0 (19.6)

tmax (h) 2,0 (0.500-6.00) 1.5 (1.00—4.00) 2.0 (1.00-6.00) 1.5 (0.500—4.00)
tiag (h) 0 (0-0) 0 (0-0) 0 (0-0) 0 (0-0)
AUCy4 (h/mL) 755 + 823 (10.9) | 1470 148 (10.1) | 3060 + 324 (10.6) | 1720 + 218 (12.6)
AUC,,.. (ng*h/mL) 769 +92.1 (120) | 1520 % 152 (10.0) | 3260 + 358 (11.0) NA
AUC, ¢ (ng*h/mL) 815+ 91.1 (112) I570 146 (9.3) | 3300 + 344 (10.4) NA

t12 (h) 597 + 182 (30.5) | 572+ 1.60 (28.1) | 631+ 148 (235) | 594+ 1.68 (28.3)
MPR 0.652 + 0.277 (42.6) | 0.658 + 0.221 (33.7) | 0.696 + 0.204 (29.3) | 0.668 + 0.211 (31.6)
Ruc(AUC) N/A N/A N/A 117 £ 0.249 (21.2)

Notes: Values are expressed as mean + standard deviation (%CV) except for tm., and ty,g, which are expressed as median (range).

Abbreviations: AUC,,, area under the curve from the time of dosing to time 24 hours; AUC,,,,, AUC from the time of dosing to the last
measurable concentration; AUC;,, AUC from the time of dosing extrapolated to time infinity; C,,,x, maximum concentration; N/A, not
applicable; R,(AUC), accumulation ratio calculated using AUG; ti,g, time-lag; t;/,, terminal elimination half-life; tm,y, time of the maximum
concentration; MPR, metabolite to parent ratio.

Table 3 Summary of Treatment-Emergent Adverse Events (Safety Analysis Set)

Preferred Term#* Single Dose Multiple Dose Total
N=16
Fezolinetant | Fezolinetant | Fezolinetant Fezolinetant ( )
15 mg 30 mg 60 mg After 7 Days
(N=16) (N=16) (N=16) Dosing 30 mg
QD (N=16)
Overall 1 (6.3) 2 (12.5) 2 (12.5) 3(18.8) 6 (37.5)
Gastrointestinal disorders 0 2 (12.5) 0 I (6.3) 2 (12.5)
Diarrhea 0 2 (12.5) 0 0 2 (12.5)
Abdominal pain 0 0 0 1 (6.3) I (6.3)
Nausea 0 0 I (6.3) I (6.3)
Investigations 1 (6.3) 0 2 (12.5) 2 (12.5) 5@313)
Blood cholesterol increased 1 (6.3) 0 0 1 (6.3) 2 (12.5)
Hemoglobin decreased 0 0 2 (12.5) 0 2 (12.5)
Blood creatine phosphokinase 0 0 0 1 (6.3) I (6.3)
increased
White blood cell count 0 0 0 I (6.3) I (6.3)
decreased
(Continued)
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Table 3 (Continued).

Preferred Term* Single Dose Multiple Dose Total
N=16
Fezolinetant | Fezolinetant | Fezolinetant Fezolinetant ( )

15 mg 30 mg 60 mg After 7 Days

(N=16) (N=16) (N=16) Dosing 30 mg

QD (N=16)

Nervous system disorders 0 0 1 (6.3) 1 (6.3) 2 (12.5)
Dizziness 0 0 0 1 (6.3) I (6.3)
Lethargy 0 0 1 (6.3) 0 I (6.3)

Notes: Values are expressed as n (%). *Medical Dictionary for Regulatory Activities version 23.0 system organ class.

Discussion

This clinical study was the first study to assess the PK and safety profile of fezolinetant in a Chinese population.
Fezolinetant’s PK profile has been previously evaluated in White and Japanese individuals. The PK profile and safety and
tolerability data for fezolinetant for doses up to 180 mg from the Japanese study were used to support initiation of the
Eastern Asian Phase 3 study (MOONLIGHT studies). Based on Phase 2 studies, the therapeutic dose of fezolinetant was
expected to be between 30 and 45 mg. As a result, we investigated the PK profile of fezolinetant in the expected
therapeutic range (15 to 60 mg). Given that the target population of fezolinetant is limited to women, the study was
conducted in Chinese female subjects to support the development further directly in China.

In this study, rapid absorption of fezolinetant with a short half-life (6 to 8 h) and linear PK exposure was observed relative to
dose following oral administration to healthy Chinese women. A similar PK profile was also observed for its metabolite
ES259564. These findings are similar to results from other Phase 1 studies of fezolinetant in healthy women. While comparison
between these studies is limited by the different dose ranges, the observed fezolinetant exposure (AUC and C,,,,) normalized by
dose level is generally comparable to that in Japanese women. Further investigation requires a more integrated evaluation.

Over the course of this study, oral administration of fezolinetant was safe and well tolerated after administration of
single-doses (15 to 60 mg) and 7-day multiple-doses (30 mg once daily) in healthy Chinese female subjects. No new
safety findings were identified during the study, and although fezolinetant’s safety profile was favorable, few conclusions
can be drawn from these short-term safety data. However, these results mirror those of studies conducted in other
countries in healthy white women, which showed that fezolinetant was well tolerated during single- and multiple-dose
escalation. Furthermore, the longer-term safety for fezolinetant in Chinese women has also been demonstrated in the
MOONLIGHT study, at a dose of 30 mg.%® There were no clinically significant changes over the dose groups in any
laboratory parameters, vital signs, or electrocardiographic measurements.”*

Conclusion

In summary, this was the first study to assess PK in a Chinese population. Oral administration of fezolinetant was safe
and well tolerated after administration of single-doses (15 to 60 mg) and 7-day multiple-doses (30 mg once daily) in
healthy Chinese female subjects. A linear PK was confirmed within the tested dose range of 15 to 60 mg, and the
reported PK was similar to those reported for White and Japanese women. These findings support fezolinetant’s
continued development as a novel nonhormonal treatment option for VMS associated with menopause.

Abbreviations

AEs, Adverse Events; AUC, Area Under the Concentration—Time Curve; AUC,4, Area Under the Concentration—Time
Curve from the time of dosing to 24 hours; AUC;,;, Area Under the Concentration—Time Curve extrapolated to infinity;
AUC,,s, Area Under the Concentration—Time Curve from the time of dosing to the last measurable concentration;
AUC,,,, Area Under the Concentration—Time Curve over the dosing interval (time between doses); BMI, Body Mass
Index; CIOMS, Council for International Organizations of Medical Sciences; CL/F, Apparent Total Clearance after
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extravascular dosing; Cyay, Maximum Concentration; Cyougn, Trough Concentration (concentration immediately prior to
the next dose); CV%, Coefficient of Variation Percentage; ECG, Electrocardiogram; ES259564, Metabolite of fezoline-
tant; GCP, Good Clinical Practice; HT, Hormone Therapy; ICH, International Council for Harmonisation of Technical
Requirements for Pharmaceuticals for Human Use; LC-MS/MS, Liquid Chromatography-Tandem Mass Spectrometry;
MOONLIGHT, Name of the clinical studies mentioned; MPR, Metabolite-to-Parent Ratio; NCT, National Clinical Trial
number (identifier for clinical trial registration); NKB, Neurokinin B; NK3R, Neurokinin 3 Receptor; NMPA, National
Medical Products Administration; PK, Pharmacokinetics; R,.[AUC], Accumulation Ratio calculated using Area Under
the Curve; SAEs, Serious Adverse Events; SWAN, Study of Women’s Health Across the Nation; t;,, Terminal
Elimination Half-Life; TEAE, Treatment emergent adverse event; t,.., Time of Maximum Concentration; VMS,
Vasomotor Symptoms; Vz/F, Apparent Volume of Distribution during the terminal elimination phase after extravascular
dosing.
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