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Objective: To investigate the efficacy of elagolix plus add-back therapy (estradiol [1 mg] and norethindrone acetate [0.5 mg] once
daily) on patient-reported nonbleeding symptoms and menstrual bleeding associated with uterine fibroids (UFs) across different
subpopulations.
Design: Post hoc analysis of two phase 3 clinical trials—Elaris UF-1 and UF-2.
Setting: A total of 76 (UF-1) and 77 (UF-2) US clinical sites.
Patient(s): Women (N ¼ 591) with UFs and heavy menstrual bleeding.
Intervention(s): Elagolix (300 mg) twice daily with add-back therapy (the indicated dose for UF-associated heavy menstrual bleeding)
vs. placebo for 6 months.
Main Outcome Measure(s): ‘‘Very much improved’’ or ‘‘much improved’’ change in nonbleeding symptoms (abdominal/pelvic pain,
abdominal/pelvic pressure/cramping, back pain, and abdominal bloating) and menstrual bleeding measured using a Patient Global
Impression of Change scale. Improvements were assessed in subpopulations stratified using baseline characteristics (age, race [self-
reported], body mass index, and International Federation of Gynecology and Obstetrics fibroid classification).
Result(s): Across subpopulations, differences favored elagolix plus add-back therapy (vs. placebo) for most symptoms at month 1 and
all symptoms at months 3 as well as 6. In patients with characteristics commonly associated with high disease burden (age >40 years,
Black/African American), those treated with elagolix plus add-back therapy reported significantly greater improvements vs. placebo at
months 1–6 (P< .05) for all nonbleeding and bleeding symptoms (P%.05).
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ORIGINAL ARTICLE: GYNECOLOGY
Conclusion(s): Premenopausal women with heavy menstrual bleeding and UFs receiving elagolix plus add-back therapy experienced
significant improvements in nonbleeding as well as bleeding symptoms from months 1–6, regardless of baseline characteristics.
Clinical Trial Registration Number: NCT02654054 and NCT02691494. (F S Rep� 2024;5:285–95. �2024 by American Society for
Reproductive Medicine.)
Key Words: Heavy menstrual bleeding, leiomyomas, oral GnRH antagonists, Patient Global Impression of Change, uterine fibroids
U terine fibroids (UFs), also known as leiomyomas, are
nonmalignant tumors that develop in the smooth
muscle of the uterus (1–3). Many women with UFs

have significant symptoms that negatively impact their
quality of life (1, 4–6). The most common symptom
associated with UFs is prolonged or excessively heavy
menstrual bleeding, which can result in iron-deficiency ane-
mia (2, 3, 7). Other frequently reported symptoms associated
with UFs include pelvic pressure and pain, urinary and gastro-
intestinal symptoms, as well as reproductive dysfunction
(2, 3, 7).

Elagolix is an oral, nonpeptide, gonadotropin-releasing
hormone competitive antagonist that rapidly and reversibly
suppresses ovarian sex hormones in women in a dose-
dependent manner. In two phase 3 double-blind, randomized,
placebo-controlled trials (Elaris UF-1 and UF-2), elagolix
(300 mg) twice daily plus hormonal add-back therapy (estra-
diol [1 mg] and norethindrone acetate [0.5 mg] once daily)
significantly reduced menstrual blood loss compared with
placebo in premenopausal women with UFs and heavy men-
strual bleeding (8). On the basis of the results from these trials,
elagolix was approved for use in combination with add-back
therapy in the United States for the management of heavy
menstrual bleeding associated with UFs in premenopausal
women (9). Secondary analyses of data from the Elaris UF-1
and UF-2 studies have subsequently found that elagolix
plus add-back therapy reduces heavy menstrual bleeding in
women with UFs, regardless of age, body mass index (BMI),
race, ethnicity, baselinemenstrual blood loss, fibroid location,
uterine and primary fibroid volume, as well as in those with
coexisting adenomyosis (10, 11). However, to date, little is
known about the efficacy of elagolix plus add-back therapy
on other nonbleeding symptoms associated with UFs, espe-
cially from a patient’s perspective.

Therefore, in this post hoc analysis of data from the Elaris
UF-1 and UF-2 trials, we investigated the effect of elagolix
(300 mg) twice daily plus add-back therapy (the indicated
dose for uterine-fibroid-associated heavymenstrual bleeding)
(9) compared with placebo on nonbleeding and bleeding
symptoms as reported by patients using the Patient Global
Impression of Change (PGIC) scale throughout the studies.
We also explored whether the baseline demographic and clin-
ical characteristics of the women in the studies had any
impact on their response to treatment.
MATERIALS AND METHODS
Study design, patients, and treatment

Full details of the Elaris UF-1 and UF-2 trials (NCT02654054
and NCT02691494) as well as primary endpoints have been
reported previously (8). Briefly, these studies were identically
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designed, double-blind, randomized, placebo-controlled, 6-
month, phase 3 trials. Elaris UF-1 was conducted at 76 sites
across the United States, including Puerto Rico, between
December 2015 and December 2018; Elaris UF-2 was con-
ducted at 77 sites across the United States and Canada be-
tween February 2016 and January 2019. Patients included
in the studies were premenopausal women, aged 18–51 years,
with an ultrasound-confirmed diagnosis of UFs and heavy
menstrual bleeding (>80 mL blood loss per menstrual cycle
for at least two separate cycles). Patients were excluded at
screening if they were pregnant, had persistent or complex
ovarian cysts, had cancer, had pelvic inflammatory disease,
or had a history of osteoporosis or a bone mineral density T
score of�1.5 or less at the lumbar spine, total hip, or femoral
neck.

Both trials started with a hormonal washout and a
screening period of 2–3 menstrual cycles (equivalent to
approximately 2.5–3.5 months). This was followed by a 6-
month treatment period, during which patients were random-
ized within 10 days of the start of their menses to receive ela-
golix (300 mg) twice daily plus add-back therapy, elagolix
(300 mg) twice daily monotherapy, or placebo
(Supplemental Fig. 1, available online). This post hoc analysis
compared patients receiving elagolix plus add-back therapy
vs. placebo.

Both Elaris trials were conducted in accordance with the
Good Clinical Practice Guidelines as defined by the Interna-
tional Conference on Harmonization, the Declaration of Hel-
sinki, and/or all applicable federal as well as local regulations
and were approved by the institutional review boards of the
investigational centers, as appropriate. All patients provided
written informed consent.
Endpoints and assessments

Responses to the PGIC scale were evaluated to assess the five
nonbleeding symptoms (abdominal or pelvic pain, abdominal
or pelvic pressure, abdominal or pelvic cramping, back pain,
and abdominal bloating) as well as menstrual bleeding. The
7-point PGIC scale is used to depict a patient’s rating of their
symptom improvement from baseline. Patients were asked to
rate their change in symptoms at months 1, 3, and 6 as fol-
lows: ‘‘very much improved’’ ¼ 1, ‘‘much improved’’ ¼ 2,
‘‘minimally improved’’ ¼ 3, ‘‘no change’’ ¼ 4, ‘‘minimally
worse’’ ¼ 5, ‘‘much worse’’ ¼ 6, or ‘‘very much worse’’ ¼ 7.

Data on patients who reported a ‘‘very much improved’’ or
‘‘much improved’’ response for each of the six symptoms con-
tained in the PGIC scale were summarized by subpopulations
according to baseline patient characteristics. The subpopula-
tions used included: age (<35, 35–39, and R40 years), BMI
(<30, 30 to <35, and R35 kg/m2), lowest International
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Federation of Gynecology and Obstetrics (FIGO) fibroid clas-
sification (0–3, 4, and 5–8), highest FIGO fibroid classification
(0–3, 4, and 5–8), primary FIGO fibroid classification (0–3, 4,
and 5–8), and race (self-reported on patient enrollment forms;
White or Black/African American).
Statistical analysis

Data from the Elaris UF-1 and UF-2 studies were pooled for
this exploratory analysis. Descriptive P values for differences
between elagolix plus add-back therapy and placebo in pa-
tients who reported ‘‘very much improved’’ or ‘‘much
improved’’ symptoms at months 1, 3, and 6 were based on
an exploratory analysis of the covariance model with treat-
ment as the main effect. However, no formal hypotheses
were tested in this post hoc analysis, and, as such, no adjust-
ments were made for multiplicity, and P values were only
exploratory and descriptive.

RESULTS
Patients

Patient demographics and baseline characteristics of women
(N ¼ 591) included in this analysis of data from the Elaris
UF-1 as well as UF-2 trials were similar between the elagolix
plus add-back therapy (n¼ 395) and placebo groups (n¼ 196;
Table 1 and Supplemental Fig. 2) and representative of
women with UFs. The mean ages were 42.0–42.6 years,
67.3%–67.9% were Black/African Americans, the mean
BMIs were 33.3–33.8 kg/m2, 49.1%–50.0% had a FIGO pri-
mary classification of 4 indicating a primary intramural
fibroid, and the mean menstrual blood loss per cycle was
233.4–254.8 mL.
TABLE 1

Patient baseline demographics and clinical characteristics.

Characteristic
Elag
ther

Age, y, mean (�SD)
Race, n (%)

White
Black/African American
Other
Multiple

BMI, kg/m2, mean (�SD)
Primary fibroid volume, cm3,

mean (�SD)
MBL volume, mL, mean (�SD) 2
Uterine volume, cm3, mean (�SD) 4
FIGO primary fibroid classification

cohort, n (%)
0–3 (submucous)
4 (intramural)
5–8 (subserosal)

Note: BMI ¼ body mass index; FIGO ¼ International Federation of Gynecology and Obstetrics; MBL
a Add-back therapy consisted of estradiol (1 mg) and norethindrone acetate (0.5 mg).
b One patient in the elagolix þ add-back therapy cohort was missing data on race.

Simon. Elagolix+add-back effect on UF symptoms. F S Rep 2024.
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PGIC scale response in all patient subpopulations

Overall, more patients in the elagolix plus add-back therapy
group than the placebo group reported a ‘‘very much
improved’’ or ‘‘much improved’’ response to the six nonbleed-
ing and bleeding symptoms assessed, and these reports were
consistent across all subpopulations studied (Table 2 and
Supplemental Tables 1–3, available online). Significantly
more patients reported nonbleeding symptom improvements
(‘‘very much improved’’ or ‘‘much improved’’) with elagolix
plus add-back therapy vs. patients receiving placebo for
most symptoms as early as month 1 and for all symptoms
by months 3 as well as 6 (P< .05; Table 2 and Supplemental
Tables 1–3). Significantly more patients reported improve-
ments (‘‘very much improved’’ or ‘‘much improved’’) in men-
strual bleeding with elagolix plus add-back therapy vs.
patients receiving a placebo for months 1 through 6
(P< .006; Table 2 and Supplemental Tables 1–3).
PGIC scale response in patients aged older than 40
years

Increasing age, especially in patients aged R40 years, is a
recognized risk factor for UFs (12, 13). In those patients
aged R40 years, elagolix plus add-back therapy was signifi-
cantly better than placebo at achieving PGIC scale responses
of ‘‘very much improved’’ or ‘‘much improved’’ across all non-
bleeding and menstrual bleeding symptoms assessed (Fig. 1
and Supplemental Fig. 3). Differences between treatment
groups were seen as early as month 1 and increased through
months 3 as well as 6. At month 6, a significantly higher pro-
portion of patients treated with elagolix plus add-back ther-
apy vs. placebo reported ‘‘very much improved’’ or ‘‘much
olix D add-back
apya (n [ 395) Placebo (n [ 196)

42.6 (5.3) 42.0 (5.6)
n ¼ 394b n ¼ 196
118 (29.9) 60 (30.6)
265 (67.3) 133 (67.9)
7 (1.8) 2 (1.0)
4 (1.0) 1 (0.5)

33.3 (6.9) 33.8 (7.5)
75.6 (112.8) 87.7 (129.1)

33.4 (149.4) 254.8 (175.7)
85.1 (384.7) 512.4 (405.9)
n ¼ 389 n ¼ 192

78 (20.1) 38 (19.8)
191 (49.1) 96 (50.0)
120 (30.8) 58 (30.2)
¼ menstrual blood loss; SD ¼ standard deviation.
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TABLE 2

Meaningful improvementa at month 6 in nonbleeding symptoms and menstrual bleeding across different patient subpopulations as evaluated using the Patient Global Impression of Change scale.

Subpopulationb Treatment

Patients with meaningful improvementa, n/N (%)

Abdominal or pelvic pain
Abdominal or pelvic

pressure
Abdominal or pelvic

cramping Back pain Abdominal bloating Menstrual bleeding

Overall
ELA þ AB 222/304 (73.0)*** 212/304 (69.7)*** 221/304 (72.7)*** 174/304 (57.2)*** 174/304 (57.2)*** 266/305 (87.2)***
Placebo 33/153 (21.6) 26/153 (17.0) 38/153 (24.8) 32/153 (20.9) 23/153 (15.0) 35/153 (22.9)

BMI, kg/m2

<30 ELA þ AB 67/101 (66.3)*** 63/101 (62.4)*** 68/101 (67.3)*** 56/101 (55.4)*** 62/101 (61.4)*** 86/101 (85.1)***
Placebo 10/54 (18.5) 7/54 (13.0) 11/54 (20.4) 9/54 (16.7) 6/54 (11.1) 9/54 (16.7)

30–<35 ELA þ AB 61/85 (71.8)*** 58/85 (68.2)*** 61/85 (71.8)*** 45/85 (52.9)*** 44/85 (51.8)*** 75/85 (88.2)***
Placebo 8/35 (22.9) 6/35 (17.1) 9/35 (25.7) 7/35 (20.0) 6/35 (17.1) 8/35 (22.9)

R35 ELAþAB 93/117 (79.5)*** 90/117 (76.9)*** 92/117 (78.6)*** 73/117 (62.4)*** 68/117 (58.1)*** 104/118 (88.1)***
Placebo 15/64 (23.4) 13/64 (20.3) 18/64 (28.1) 16/64 (25.0) 11/64 (17.2) 18/64 (28.1)

Primary FIGO fibroid classification
0–3 ELA þ AB 45/65 (69.2)*** 48/65 (73.8)*** 44/65 (67.7)*** 33/65 (50.8)*** 39/65 (60.0)*** 55/65 (84.6)***

Placebo 1/28 (3.6) 1/28 (3.6) 2/28 (7.1) 2/28 (7.1) 2/28 (7.1) 1/28 (3.6)
4 ELA þ AB 101/140 (72.1)*** 92/140 (65.7)*** 97/140 (69.3)*** 81/140 (57.9)*** 79/140 (56.4)*** 122/141 (86.5)***

Placebo 21/71 (29.6) 16/71 (22.5) 22/71 (31.0) 16/71 (22.5) 15/71 (21.1) 18/71 (25.4)
5–8 ELA þ AB 73/94 (77.7)*** 69/94 (73.4)*** 78/94 (83.0)*** 59/94 (62.8)*** 55/94 (58.5)*** 85/94 (90.4)***

Placebo 9/50 (18.0) 8/50 (16.0) 12/50 (24.0) 12/50 (24.0) 5/50 (10.0) 14/50 (28.0)
Note: BMI ¼ body mass index; ELA þ AB ¼ elagolix plus add-back therapy (estradiol [1 mg] and norethindrone acetate [0.5 mg]); FIGO ¼ International Federation of Gynecology and Obstetrics; PGIC ¼ Patient Global Impression of Change.
*P< .05; **P< .01; ***P< .001. P values were descriptive only, and no adjustments were made for multiplicity.
a Meaningful improvement is defined using PGIC responses of ‘‘very much improved’’ or ‘‘much improved.’’
b Subpopulations on the basis of baseline demographic or clinical characteristics.

Simon. Elagolix+add-back effect on UF symptoms. F S Rep 2024.
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improved’’ nonbleeding symptoms (Fig. 1A–E): abdominal or
pelvic pain (70.1% vs. 22.2%, P< .001), abdominal or pelvic
pressure (67.4% vs. 17.6%, P< .001), abdominal or pelvic
cramping (71.0% vs. 25.0%, P< .001), back pain (56.7% vs.
19.4%, P< .001), and abdominal bloating (52.7% vs. 15.7%,
P< .001). At month 1, 48.9% of patients receiving elagolix
plus add-back therapy reported ‘‘very much improved’’ or
‘‘much improved’’ menstrual bleeding compared with 10.8%
of patients receiving placebo (P< .001), which increased to
85.8% vs. 23.1% of patients, respectively, by month 6
(P< .001; Fig. 1F).
PGIC scale response in Black/African American
patients

Evidence suggests that Black/African American women are
disproportionally affected with regard to UF frequency as
well as severity (12–14). In Black/African American
patients, PGIC scale responses of ‘‘very much improved’’ or
‘‘much improved’’ were also consistently as well as
significantly higher in patients receiving elagolix plus add-
back therapy vs. patients receiving placebo across the non-
bleeding and bleeding symptoms studied (Fig. 2 and
Supplemental Fig. 4). ‘‘Very much improved’’ or ‘‘much
improved’’ nonbleeding symptoms were reported as early as
month 1 in significantly larger proportions of patients treated
with elagolix plus add-back therapy than in those treated with
placebo, with the proportion of patients increasing at months
3 and 6 (Fig. 2A–E and Supplemental Fig. 4A–E). By month 6
(Fig. 2A–E), a significantly higher proportion of patients
treated with elagolix plus add-back therapy vs. placebo re-
ported ‘‘very much improved’’ or ‘‘much improved’’ abdom-
inal or pelvic pain (72.8% vs. 23.1%, P< .001), abdominal
or pelvic pressure (70.4% vs. 17.3%, P< .001), abdominal or
pelvic cramping (71.8% vs. 27.9%, P< .001), back pain
(58.3% vs. 23.1%, P< .001), and abdominal bloating (54.9%
vs. 14.4%, P< .001). In Black/African American patients
receiving elagolix plus add-back therapy, 49.4% reported
‘‘very much’’ or ‘‘much improved’’ menstrual bleeding at
month 1 vs. 14.2% of patients receiving placebo (P< .001;
Fig. 2F). This increased to 87.9% vs. 24.0% of patients, respec-
tively, by month 6 (P< .001; Fig. 2F).

DISCUSSION
In this post hoc analysis of data from the Elaris UF-1 and UF-2
studies, we investigated the impact of treatment with elagolix
plus add-back therapy on patient-reported outcomes of non-
bleeding symptoms and menstrual bleeding using the PGIC
scale across subpopulations. This analysis represented the
first time that patient-reported improvements in nonbleeding
symptoms have been shownwith elagolix plus add-back ther-
apy. Another novel aspect of this analysis was the evaluation
of the potential impacts of elagolix plus add-back therapy on
symptom improvement on the basis of differences in demo-
graphic and clinical characteristics. We found that elagolix
plus add-back therapy significantly improved all nonbleeding
symptoms assessed compared with placebo. These improve-
ments were seen as early as month 1 for abdominal or pelvic
pain, abdominal or pelvic pressure, and abdominal or pelvic
VOL. 5 NO. 3 / SEPTEMBER 2024
cramping in all subpopulations stratified by baseline demo-
graphics as well as clinical characteristics. Improvements in
back pain and abdominal bloating were also seen inmost sub-
populations by month 1, with the exception of the patients
aged <35 years as well as <30 kg/m2 BMI subpopulations,
in which back pain and abdominal bloating were significantly
improved by month 3. All improvements were sustained
through the end of the study period at month 6. The efficacy
of elagolix plus add-back therapy for improving nonbleeding
symptoms and menstrual bleeding regardless of the different
subpopulation characteristics further supports this medica-
tion as a treatment for premenopausal womenwith UFs across
races, age groups, body compositions (as assessed using BMI),
as well as fibroid classifications.

In addition, in women with UFs and heavy menstrual
bleeding at baseline, elagolix plus add-back therapy signifi-
cantly improved bleeding by the first posttreatment evalua-
tion at 1 month. The improvements in all the assessments
were sustained through months 3 and 6. These results confirm
the original findings reported by Schlaff et al. (8).

Although data are limited on the clinical burden of symp-
tomatic UFs, evidence suggests that Black/African American
women are disproportionally affected with respect to a greater
risk of fibroid disease, a higher symptom burden, and an
earlier age of onset compared with women of other races
(12–14). Therefore, we examined closely the impact of race
on the efficacy of elagolix plus add-back therapy. In the Elaris
UF-1 and UF-2 studies, greater than two-thirds of the study
patients were Black/African American women (8). In this
group of women in our current post hoc analysis, the percent-
age who reported a ‘‘very much improved’’ or ‘‘much
improved’’ status on the PGIC scale for all nonbleeding symp-
toms and menstrual bleeding was significantly greater for
those receiving elagolix plus add-back therapy vs. those
receiving placebo for months 1 through 6. Furthermore, the
results were similar to those observed inWhite patients across
all symptoms and time points assessed, supporting the posi-
tion that elagolix plus add-back therapy is efficacious at
improving the symptoms of UFs, regardless of race.

Uterine fibroids typically become symptomatic in women
aged 30–49 years (1), and increasing age, especially in women
agedR40 years, has been found to be a risk factor for UFs (12,
13). In our post hoc analysis, we therefore also closely exam-
ined the impact of age on the efficacy of elagolix plus add-
back therapy on improving symptoms. As was observed in
other subpopulations, significantly more patients receiving
elagolix plus add-back therapy than patients receiving pla-
cebo reported a ‘‘very much improved’’ or ‘‘much improved’’
status in all six symptoms, regardless of age group (<35,
35–39, and R40 years) from months 1 through 6. The only
exception was back pain and abdominal bloating in the group
with patients <35 years at month 1; however, both groups
achieved significant treatment responses at months 3 and 6.

Clinical endpoints, such as the volume of menstrual
bleeding, are useful and necessary in clinical trials to accu-
rately measure the efficacy of treatment. However, the
perceived impact of treatment by patients is equally impor-
tant, and the US Food and Drug Administration recommends
the inclusion of patient-reported outcome results from
289



FIGURE 1

Meaningful improvements in nonbleeding symptoms and menstrual bleeding across age groups were evaluated using the Patient Global Impression of
Change (PGIC) scale at months 1 and 6. Abdominal or pelvic pain (A), abdominal or pelvic pressure (B), abdominal or pelvic cramping (C), back pain (D),
abdominal bloating (E), and menstrual bleeding (F). Meaningful improvement is defined using PGIC scale responses of ‘‘very much improved’’ or ‘‘much
improved.’’ P valueswere descriptive only, and no adjustmentsweremade formultiplicity. ELAþAB¼ elagolix plus add-back therapy (estradiol [1mg] and
norethindrone acetate [0.5 mg]); NS ¼ not significant; PBO ¼ placebo.
Simon. Elagolix+add-back effect on UF symptoms. F S Rep 2024.
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FIGURE 1 Continued

Simon. Elagolix+add-back effect on UF symptoms. F S Rep 2024.
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FIGURE 2

Meaningful improvements in nonbleeding symptoms and menstrual bleeding by race were evaluated using the Patient Global Impression of
Change (PGIC) scale at months 1 and 6. Abdominal or pelvic pain (A), abdominal or pelvic pressure (B), abdominal or pelvic cramping (C), back
pain (D), abdominal bloating (E), and menstrual bleeding (F). Meaningful improvement is defined using PGIC responses of ‘‘very much
improved’’ or ‘‘much improved.’’ Only White and Black/African American races were included in this analysis because of the small patient
numbers of other races. P values were descriptive only, and no adjustments were made for multiplicity. ELA þ AB ¼ elagolix plus add-back
therapy (estradiol [1 mg] and norethindrone acetate [0.5 mg]); PBO ¼ placebo.
Simon. Elagolix+add-back effect on UF symptoms. F S Rep 2024.
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clinical trials to provide valuable information representing
the effect of disease on health and functioning from a pa-
tient’s perspective (15). There is limited literature reporting
patient-reported outcomes in women with UFs. This analysis
helps to fill this gap in the literature with the use of the PGIC
scale, a widely used patient-reported outcomes tool, to assess
patients’ evaluation of common UF-associated symptoms.

Numerous reports have associated nonbleeding and
bleeding symptoms with reduced quality of life (1, 4–6).
Soliman et al. (6) found that mean UF Symptom and
Quality of Life (UFS-QoL) questionnaire scores were
significantly worse among women with nonbleeding as well
as bleeding symptoms, and women with severe symptoms
reported the worst UFS-QoL scores. In the Elaris UF-1 and
UF-2 trials, elagolix plus add-back therapy resulted in the
least square mean changes in the UFS-QoL score of 38.0–
42.0, although placebo was associated with changes of 6.5–
10.9 (8). Although quality of life was not assessed in this spe-
cific analysis of subpopulations from the Elaris UF-1 and UF-
2 trials, significant symptom improvements would be ex-
pected to have a positive impact on quality of life in patients
receiving elagolix plus add-back therapy.

This exploratory analysis has a few limitations. As a post
hoc assessment, this study stratified patients into subgroups
across a variety of baseline demographic and clinical charac-
teristics. The purpose of our descriptive analysis was to
explore possible differential effects of elagolix plus add-
back therapy across subpopulations; it was not designed, sta-
tistically powered, or prespecified to detect a treatment effect.
As an exploratory analysis with no formal hypothesis testing,
there was no need for adjustment, and P values were provided
as a descriptive measure of strength only. In addition, patient
numbers for some patient subgroups were small, which may
have limited the ability of this analysis to detect significant
differences between the treatment groups. For example, the
number of patients who responded as having ‘‘much worse’’
or ‘‘very much worse’’ nonbleeding and bleeding symptoms
in each subgroup was too small to provide interpretable
data on whether there would be any meaningful difference.
Thus, we were only able to perform an exploratory assessment
of symptom improvement. Further, because of the racial
composition of enrolled patients in the Elaris UF-1 and UF-
2 trials, patient numbers were sufficient to only evaluate
Black/African American or White races in our analyses. How-
ever, we still found significant differences between elagolix
plus add-back therapy and placebo at months 1, 3, and 6 in
most of the patient subgroups for the six symptoms evaluated.
Finally, the Elaris UF-1 and UF-2 trials had a double-blind,
placebo-controlled treatment period with a duration of 6
months, and PGIC scale assessments were not collected dur-
ing the extension trial that followed it. Thus, future studies
would be required to evaluate differences in nonbleeding
and bleeding symptoms beyond 6 months.

To conclude, in this analysis, premenopausal women with
baseline heavy menstrual bleeding associated with UFs experi-
enced improvements in nonbleeding and bleeding symptoms
as early as month 1, which were sustained for up to 6 months
of treatment with elagolix plus add-back therapy compared
with placebo, regardless of subpopulation by baseline patient
294
characteristics. These results support the clinical usefulness
of elagolix (300 mg) twice daily plus add-back therapy to
manage nonbleeding and bleeding symptoms in women with
heavy menstrual bleeding associated with UFs across a wide
spectrum of patients with varying baseline characteristics.
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