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CONDENSATION:

Women with moderate-to-severe endometriosis-relpéga who respond to clinical treatment

also have improvements in health-related qualityfefand employment-related and

household-related productivity.

SHORT TITLE: HRQoL and productivity among clinical respondergmiometriosis trials

AJOG AT A GLANCE:

A. Why was this study conducted?

The objective of this post hoc analysis was to esslthe question, if patients
show a clinical response (in dysmenorrhea or nonstneal pelvic pain), does
that mean they also have an improvement in healttted quality of life

(HRQoL) and in productivity?

B. What are the key findings?

Patients characterized as dysmenorrhea or non-raahpelvic pairresponders
also met HRQoL thresholds for responders on ahefEndometriosis Health
Profile-30 (EHP-30) domains; nonresponders didme¢t the HRQoL thresholds
for EHP-30 responders.

Productivity was improved among women who were dyrsonrhea or

non-menstrual pelvic pain responders.

C. What does this study add to what is already known?

The analysis results indicated that women with matgeto-severe pain
associated with endometriosis who experienced iugiments in disease-related
pain (based on dysmenorrhea and non-menstruacpgsun responders) also

experienced improvements in HRQoL (as assesselaebiyHP-30) and
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employment- and household-related productivitya@sessed by the HRPQ)
when compared with clinical nonresponders.

KEY WORDS: endometriosis, Endometriosis Health Profilet8€alth-related quality of life, Health-

Related Productivity Questionnaire, absenteeism.
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ABSTRACT (462/500 MAX)

Background: Endometriosis-related pain symptoms negatively chpaalth-related quality of
life (HRQoL) and productivity. In fact, as endomesis-related symptom severity and the
number of symptoms experienced increases, HRQolledses. Dysmenorrhea and
non-menstrual pelvic pain are prominent symptonpeagnced by women with endometriosis

and were shown to have improved with the oral, eptide GnRH antagonist, elagolix.

Objective: The objective of this post hoc analysis was taesklthe question, if patients show a
clinical response (in dysmenorrhea or non-menspakic pain), do they also have

improvements in HRQoL and in productivity?

Study Design: This post hoc analysis used data from the ElargoBetriosis (EM)-I and EM-II
phase lll, randomized, placebo-controlled studéesurgical diagnosis of endometriosis (in the
past 10 years), premenopausal, age 18-49 yearsnaaerate to severe endometriosis-associated
pain were among the inclusion criteria for bothlsi Women self-reported pain daily using a
scale ranging from 0 (no pain) to 3 (severe palajly pain was assigned to either dysmenorrhea
or non-menstrual pelvic pain based on self-repdstedding on that particular day. In addition,
their self-reported endometriosis-associated paistiave been an average of moderate or

severe during the month leading to baseline fdusion in the trial program.

Patients were characterized as achieving a clinesgdonse for dysmenorrhea or non-menstrual
pelvic pain (i.e. “responder” or “nonresponder”)iathwas defined as women who did not have
an increase in analgesic use and who met the eduction score threshold at month 3. Pain
reduction score thresholds were defined separtaelyysmenorrhea and non-menstrual pelvic

pain in the trial using receiver operating chamsties analysis. HRQoL was assessed using the
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Endometriosis Health Profile-30 (EHP-30); work puotivity assessed using the Health-Related

Productivity Questionnaire (HRPQ).

Results: Women enrolled in EM-1 (n=871) and EM-II (h=815¢xe included in this analysis.
Patients with a clinical response during treatntertysmenorrhea or non-menstrual pelvic pain
also experienced a meaningful improvement in athaios of the EHP-30 at month 3. Patients
who did not show a dysmenorrhea or non-menstrdaicggain clinical response at month 3 did
not exhibit mean improvements in EHP-30 domainesdthat indicate an EHP-30 responder.
Productivity improved among dysmenorrhea cliniesgiponders. In the EM-I1 study, clinical
responders lost a total of 5.9 hours compared avtthtal of 13.0 hours for nonresponders of
employment-related work at month 3 (p<0.0001). Ammaomen in the EM-II study, a total of
4.1 hours and 10.4 employment-related hours westeakomonth 3 for dysmenorrhea responders
vs. nonresponders (p<0.001). Similar results wetained when analyzed by non-menstrual

pelvic pain responder status.

Conclusion: Women with moderate-to-severe endometriosisedlagin, who are clinical
responders based on dysmenorrhea and non-mersttuigl pain, also experience significant
and clinically meaningful improvement in HRQoL gmaductivity as measured by the EHP-30

and HRPQ, respectively.
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INTRODUCTION

Endometriosis is estimated to affect 176 millionmem globally, including seven million in the
United State$:> Women of all socio-ethnic groups are impactedHiy ¢strogen-dependent
disease, which is characterized by the presentiesole resembling endometrium outside the
uterus>* Dysmenorrhea (DYS), dyspareunia, and chronic nensttual pelvic pain (NMPP) are
the most prominent symptoms experienced by womémevidometriosis® These symptoms
negatively impact health-related quality of lifeRBoL) and productivity:>’ The burden of
endometriosis symptoms on HRQoL has been documéntedeb-based survey among 1,269
women and showed that as symptom severity, anteasumber of symptoms experienced
increased HRQoL deterioratédnother study, the Global Study of Women'’s Headtltross-
sectional study conducted in 10 countries, incre@adsenteeism, (p=0.019), presenteeism
(p=0.033), and overall work productivity losses @@3L4) were reported by women with
symptomatic endometriosis when compared with asymatic controls; it was also observed

that productivity losses rose with increasing diseseverity.

Elagolix, an oral, nonpeptide GnRH antagonist, lieen shown to be effective in managing
DYS and pelvic pain in women with endometriosishia Elaris Endometriosis (EM)-I
(NCT01620528) and EM-II (NCT01931670) studteBhese were, double-blind, randomized,
placebo-controlled, phase Il studies conductegMaduate the effects of elagolix (150 mg once
daily and 200 mg twice daily) in women with moder&t-severe endometriosis-associated pain.
Both treatment groups showed significantly redusgdptoms of DYS and NMPP in the
Endometriosis Daily Pain Impact Electronic Diarp{ary) after three months (primary

endpoint) and six months of elagolix therapy whempared with the placebo grotifhe

objective of this post hoc analysis was to additesgjuestion, if patients show a clinical
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response (in dysmenorrhea or non-menstrual peaiig)pdo they also have improvements in

HRQoL and in productivity?

MATERIALSAND METHODS
Study Design and Data Sour ce

This post hoc analysis utilized data from two phiiseandomized, double-blind,
placebo-controlled clinical studies (EM-I and EMAlthich evaluated the efficacy of elagolix
among women with moderate-to-severe endometrietaged pain. Eligibility included women
with a surgical diagnosis of endometriosis (in plast 10 years), being premenopausal, age 18-49
years, and moderate to severe endometriosis-assh@ain. Moderate to severe endometriosis-
associated pain for trial entry was based on themnpain scores of the month leading to baseline
using the self-reported Endometriosis Daily Paipdit eDiary (described in detail below) and
diagnosed as endometriosis associated pain bywkstigatof:” EM-I included 151 sites in the
US and Canada and enrollment was between July &0d Xay 2014; EM-II included 187 sites
on five continents and enrollment was between Ndea2013 and July 2015. These studies
were conducted in accordance with the principlédgéhe Helsinki Declaration and approved

by an institutional review board. Shulman AssogdRB conducted the majority of the IRB
approvals (EM-1/M12-665 IRB approval number 201282%approval date April 11, 2012; EM-
[I/M12-671 IRB approval number 201208471, appralate on November 16, 2012). Informed

consent was obtained from all individual particifsaincluded in the study.

A total of 872 women were randomized to one ofeéhreatment arms in a 3:2:2 ratio and
received either placebo (n=374), elagolix 150 mgeathaily (n=249), or elagolix 200 mg twice

daily (n=248) for six months in the EM-I study. TE& -1l study enrolled 817 women who were
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randomly assigned in a ratio of 3:2:2 to receivacpbo (n=360), elagolix 150 mg once daily
(n=226), or elagolix 200 mg twice daily (n=229) &x months' Treatment continued for six
months with a post-treatment, follow-up period @frhonths. The co-primary endpoints for
efficacy were the proportion of women who exhibigedlinical response in DYS and NMPP as
assessed by an Endometriosis Daily Pain ImpactrgBiathree month§The study design and
primary results have been previously describBdth studies also included assessment with the
Endometriosis Health Profile-30 (EHP-30) among offaient-reported outcome (PRO)

measures that were used to capture the patienspgaive.

Patient-Reported Outcome M easur es

Endometriosis Daily Pain Impact eDiary

The Endometriosis Daily Pain Impact eDiary is cosgabof mutually exclusive DYS and
NMPP item$ and was completed daily during the EM-I and EMtlidies. The DYS item asks,
“Choose the item that best describes your paimdtthe last 24 hours when you had your
period” and the NMPP item asks, “Choose the item ltiest describes your pain during the last
24 hours without your period.” For both DYS and NRJPesponses of “None (no discomfort)”,
“Mild (mild discomfort but | was easily able to dioe things | usually do)”, “Moderate
(moderate discomfort or pain, | had some difficaltyng the things | usually do)”, and “Severe
(severe pain, | had great difficulty doing the tysrl usually do)” were assigned a score of 0, 1,
2, and 3, respectively. Baseline scores were ctledibased on the average during the 35
calendar days immediately prior to and including filst study drug dose date. Subsequent
monthly pain scores for DYS and NMPP were averagye the number of days when the

patient reported DYS or NMPP within each respediive frame. Pain was assigned based upon
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the patient’s response to the question: “Did yowehgour period in the last 24 hours?” If yes,

the pain was attributed to DYS; if no, then thenpaas attributed to NMPP.

Dyspareunia data were collected during the EM-I1 BRI trials but were not reported as part
of this analysis. Dyspareunia will be reporteduture analysis and publication. Patients
completed the eDiary at baseline (monthly averaget on daily assessment was used for the
analysis), monthly during the treatment period, avery three months during the post-

treatment, follow-up period.

Defining a DYS or NMPP Responder and Nonresponder

The EM-I and EM-II coprimary endpoints for DYS aR§1PP were evaluated separately at
month 3; thus a patient could be a responder ftr boone and not the other; or a nonresponder

for both DYS and NMPP.

A patient was considered a responder if 1) shendichave an increase of >15% in analgesic use
and 2) if her absolute change from baseline sar®¥S or NMPP met the respective score
threshold. Clinical responder/nonresponder statassdefined in the EM-I and EM-II clinical
trials for DYS and NMPP separately by using a nezeoperating characteristics analysis,
among all randomized and treated patients, usiadPtient Global Impression of Change
anchor month 3. The threshold values that repredemtneaningful reduction in pain were: -
0.81 for DYS and -0.36 for NMPP and -0.85 for DY%#la0.43 for NMPP for EM-I and EM-II
respectively. If the patient’s month 3 score change for DYS MRP met their respective
threshold the patient was characterized as a “repdfor DYS or NMPP; if the threshold was

not met the patient was a nonresponder for DYSMPR.
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Endometriosis Health Profile-30

The EHP-30 was developed using patient interviavasheas been evaluated for its reliability,
validity, and responsivene&ainimally important scoring changes have also bexguiored
among women with medical and surgical interventibfike EM-I and EM-II trials included the
EHP-30 core items (Pain; Control and Powerlessrgsstional Well-Being; Social Support;
Self-Image) and the EHP-30 Sexual Relationship donidne recall period for the EHP-30 was
the previous four weeks. Responses include “NevBdrely”, “Sometimes”, “Often”, and
“Always” and the scores for each domain range ffbta 100 (O represents best health status).
The EHP-30 was administered to patients at basetinath 1, month 3, and month 6 during the
treatment period, and every three months duringpts¢-treatment, follow-up period of the EM-

| and EM-II studies.

A study based on EM-I and EM-II recently establti®e score changes, by domain, that
indicates a treatment response for the EHP-30ismptitient populatior To arrive at responder
thresholds for the EHP-30 domains, a three metppdoach, or “triangulation approachivas
used. Specifically, anchor-based, distributioneoasind endpoints that are clinically relevant
data were utilized to recommend the threshold scloa@ges that indicate an EHP-responder.
The anchor-based approach used a 7-response BaitRGlobal Impression of Change
guestionnaire at months 3 and 6. The distributiased approach used two approaches which
were 0.5 standard deviation at baseline calculatiahone standard error of measurement. The
clinically relevant indicators were DYS and NMPBpender status. The EHP-30 score change
threshold by domain is a change from baseline t#emt: Pain -30; Control and Powerlessness -
35; Emotional Well-Being -20; Social Support -2@jfSmage -20; and Sexual Relationship -

20)X°
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Health-Related Productivity Questionnaire

The Health-Related Productivity Questionnaire (HRR@ validated, nine-item, self-reported
questionnaire that has been used to evaluate heddtied productivity>** The HRPQ includes
items on employment status; hours scheduled to vedféct of health issues or treatment on
working scheduled hours (absenteeism); effect afthessues or their treatment on work output
(presenteeism); hours of household chores plareféstt of health issues or their treatment on
planned hours of household chores; effect of hesdtines or their treatment impact work output
for household chores actually performed; how langeshealth issues developed; and effect of
health issues on life. The questionnaire follovekia pattern so that patients can answer only the
items applicable to them according to whether thegk outside the home (e.g., full- or part-
time employment). Two patient groups were defirmdlis study: employed and household
(employed and not employed, combined). Patientspbeted the HRPQ at baseline, monthly

during the treatment period, and every three modtingg the post-treatment, follow-up period.

Analytic Approach

All analyses were run in SAS™ version 9.4 (SASitast Inc., Cary NC, USA) using the
modified intention-to-treat sample from EM-I and HMseparately. Missing PRO data were not
imputed for this analysis; if a patient did not an evaluation on a scheduled assessment, she
was excluded from the analyses. Descriptive analyse conducted to describe the sample
(mean, standard deviation, range, frequenciesdiagorical data). PRO instruments were

scored according to the developer’s manuals.
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Impact of Clinical Response on HRQoL and Productivity L oss Outcomes

The relationship between clinical endpoints sucB¥S and NMPP and PRO data over time is a
facet of construct validity called responsiventss. The dichotomous “responder” or
“nonresponder” status for DYS and NMPP were deteechibased on the Endometriosis Daily
Pain Impact eDiarydata from EM-I and EM-If. Changes in PRO scores after three months of
treatment were used to assess EHP-30 domain respstatius by DYS and NMPP clinical
responder status. Specifically, patients were gediby DYS and NMPP responder status and
the mean differences in PRO scores evaluated. r@dimear models with pairwise comparisons
between least square (LS) means were performed Bsineffe’s test adjusting for multiple
comparisons to evaluate the EHP-30 domains or ity (absenteeism or presenteeism for
employed or household hours or percent using the®Rata) by responder status. The models
included covariates (e.g., age, race, body masxifg@Ml], baseline analgesic use, baseline

DYS, baseline NMPP).

RESULTS

Complete sociodemographic and clinical informafienthe patients enrolled in the EM-I
(n=871) and EM-II (n=815) studies have been preslipteported. The sample is summarized
in EM-I and EM-II, respectively, by mean age (3§€ars and 33.2 years), race (87.1% and

89.2% White), and mean cycle length (28.3 day®&ah).

Baseline scores from DYS and NMPP, the EHP-30 daspaind HRPQ scores for EM-I and
EM-II are presented in Table 1. The patients ihid¥-1 and EM-Il had DYS scores of 1.5 +
0.8 and NMPP scores of 1.6 £ 0.5. The patient @banhd Powerlessness domain scores from

the EHP-30 showed the most negative impact (69.8.4 for EM-1 and 62.4 + 23.2 for EM-II).
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At day 1, the patients reported employment-relatesenteeism as losing an average of 3.2
(£5.3) hours per week and 2.9 (£5.6) hours per vieekEM-I and EM-II respectively. The
absenteeism from work reflected 9.2% (+15.6%) ab&(+18.7%) of their working week for
EM-I and EM-II, respectively. At day 1, the patiemeported losing 13.4 (+9.9) hours due to
presenteeism which reflected 36.3% (+23.2%) ofr theiployed working week (EM-I; EM-II
reported 12.5 +10.1 hours lost due to presenteeisich was 34.7% + 23.8% of their employed

working week).

Patients who were categorized as a DYS respondkeiEM-I study experienced a decrease in
EHP-30 scores, indicative of an increase in HRQaitoss all domains at month 3 (Table 2). All
changes in LS mean change from baseline in EHR:@@s for DY'S responders were above the
previously defined thresholds of clinical meaningéss. A mean (standard error [SE]) change
of -38.0 (1.1), -47.7 (1.3), -26.5 (1.1), -29.24)1 -24.4 (1.6), -29.5 (1.6) points was observed fo
the domains of Pain, Control and Powerlessnesstignab Well-Being, Social Support, Self-
Image, and Sexual Relationship, respectively. Sinmmésults were observed for the DYS
responders in the EM-II study with DYS respondexgiihg EHP-30 score improvements that
indicated a meaningful treatment benefit (TableRY.S nonresponders did not exhibit a
clinically meaningful change in EHP-30 scores ahth® in either EM-I or EM-II study

because the LS mean difference from day 1 to m@mitld not reach any of the EHP-30
meaningful score changes. The proportion of ptgietno met the EHP-30 domain threshold
among the DYS responders and nonresponders isegdeded in Table 2. The proportion of
EHP-30 domain responders among the DYS responadeged from 48.0% in the Self-Image

domain from EM-II to 70.2% in the Control and Poleesness domain from EM-l. The
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proportion of EHP-30 domain responders among th& D¥nresponders ranged from 19.3%

from the Pain domain from EM-I to 36.5% from thex@& Relationship domain from EM-II.

Similar observations were noted when patientsenBN-1 and EM-II study were categorized by
NMPP responder status (Table 3); clinically meafuhgnprovements in HRQoL were observed
across all domains of the EHP-30 at month 3. LSm{8&) changes at month 3 observed among
NMPP responders in the EM-I study were -36.2 (in@he Pain domain; -46.2 (1.3) in Control
and Powerlessness; -24.7 (1.1) in Emotional Weih&e-28.2 (1.3) in Social Support; -25.3
(1.3) in Self-Image; and -29.2 (1.4) in Sexual Refsship. Similar to the DYS responders,
NMPP responders in the EM-II study also exhibitiaically meaningful improvements across
all domains of the EHP-30. No mean domain scorewet clinically meaningful improvements
in EHP-30 domains among patients in either studywere categorized as NMPP
nonresponders. The proportion of patients who meeEHP-30 domain threshold among the
NMPP responders and nonresponders is also repgarfeable 3. The proportion of EHP-30
domain responders among the NMPP responders réragedt7.1% in the Self-Image domain
from EM-II to 67.4% in the Control and Powerlessydemain from EM-I. The proportion of
EHP-30 domain responders among the NMPP nonrespgorateged from 18.9% from the pain

domain from EM-I to 33.6% from the Sexual Relatimpsdomain from EM-II.

Productivity was improved among women who were Y 8IMPP responders as well. Overall,
DYS and NMPP responders in both studies lost féwers due to absenteeism and
presenteeism in the workplace and at home (Figuessl 2). The hours lost due to absenteeism
and presenteeism for the group of employed patemdshe household (workplace and at home)
group are presented by responder status in FigioeBM-1 and EM-1l. Employed patients who

were clinical DYS responders lost 0.6 (SE 0.4) bquer week compared with the DYS
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nonresponders who lost 3.2 (SE 0.4) hours per \{lekkl, p<0.0001; EM-II results were
similar p=0.0065). Employed patients who wereichthNMPP responders lost 0.2 (SE 0.4)
hours per week as compared with the NMPP nonregpsneho lost 3.2 (SE 0.4) hours per
week (EM-I, p<0.0001; EM-II group differences werat statistically significant p=0.0605).
Similar findings were true of the household groughwtatistically significant differences
between the DYS and NMPP responders vs. nonrespofadeabsenteeism and presenteeism
(Figure 1).

DYS responders lost a mean (SE) of 2.4% (1.0%heaif planned work hours compared with a
loss of 8.4% (1.1%) of planned working hours for ®NMonresponders due to absenteeism in
EM-I (Figure 2). Presenteeism accounted for higbeses in productivity; however, DYS
responders still lost fewer hours of planned wohew compared with DYS nonresponders in
both EM-I and EM-II studies. Similar results wetteserved when considering hours of planned
household work lost. Consistent with what was olesgwith DY'S responders, NMPP
responders lost fewer hours of employment-relatebheusehold-related work in the EM-I and
EM-II studies (Figures 1 and 2). The only excepfior statistically significant differences
between the DYS and NMPP responders vs. nonrespomdterms of percent of lost
productivity in EM-1l was among the employment-telhabsenteeism: NMPP responders lost

3.5% (SE 1.2%) and NMPP nonresponders lost 6.4%1(3%), p=0.0856.
STRUCTURED DISCUSSIONS/COMMENT
Principal Findings

Women with endometriosis-related pain are negatiaffected in a variety of ways relating to

daily tasks, intimate sexual relationships, soaivities, mental health, and employmant>*°

This post-hoc analysis provided substantial evidehat demonstrated that significantly
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lowering moderate-to-severe endometriosis-related lgvels results in significant

improvements in HRQoL and productivity. A greatesgmrtion of women who were clinical
responders to treatment, as defined by DYS and NMR#e EM-I and EM-II studies achieved
the thresholds for clinical meaningfuln&sr the EHP-30 domains and the Sexual Relationship
module when compared with women who were not dirmiesponders, indicating treatment
efficacy across all the domains. While some DYS8IBIPP nonresponders meet the thresholds
for clinical meaningfulness, the group LS meanglierEHP-30 domain scores did not indicate a

change in domain score that met the thresholdliimical meaningfulness.
Results

Pain associated with endometriosis is a criticabasof the disease. Soliman, et al. documented
as the symptom severity and number of symptomsadmetriosis increase, the woman’s
HRQoL decreases.Research about the impact of endometriosis shimatselvic pain,
specifically, has negative effects on HRQoL, angiahd depression. Facchin et al 2015,
enrolled 110 women with surgically diagnosed endaoss of whom 78 experienced pelvic

pain and 32 did not experience pelvic pain (as a1 healthy controls). They found that
women with endometriosis-related pelvic pain (D¥$spareunia, NMPP and dyschezia)
reported poorer HRQoL (as measured by the SF12jremmd depression and anxiety (as
measured by the Hospital Anxiety and Depressiotedtaan the women with endometriosis but

no pelvic pain and the healthy controls.

Decrements in HRQoL due to endometriosis-relatéu ipave been well-characterized by
several studie$>® This study evaluated a more specific comparisawéen clinical responders

and nonresponders.
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The improvement in HRQoL, as measured by the EHR3®nNg clinical responders indicated
that the EHP-30 performed as expected and thegstdts aligned with those based on clinical
endpoints. This is an important finding given thejsctivity of clinical endpoints for
endometriosis treatments and is in line with patemtered drug developmefitinterventions
should address the patient experience and thesksrpsovide further evidence that the EHP-30
is well-suited for monitoring patient treatment goa

Clinical responders in EM-I and EM-II also expeed improvements in their workplace and
household productivity. When considering clinicadponders for these studies, approximately
8% (EM-I and EM-II) of planned work hours were ldste to absenteeism and 26% (EM-I) and
22% (EM-I1) of planned work hours were lost dugtesenteeism.

The findings were consistent with other stull@sd higher than results in the study by Soliman
et al. which reported the average loss for a géeadometriosis population and was not limited
to patients with moderate-to-severe endometriadited pairt. Nevertheless, both studies
outlined that workplace productivity remains a mdjorden among women with endometriosis.
The results of the current analysis showed thataal responders in the EM-I and EM-II studies
lost fewer hours of planned employment-related petiglity, based on assessments made with
the HRPQ. Similar results were observed for houlsktedated productivity. Pain may be only
one of the mechanisms by which endometriosis afeiductivity. Further, elagolix may have
effects on other aspects of the disease that alselate with pain. Therefore, while pain
reduction would clearly be expected to improve paiiyity, so might improvements in other

aspects of the disease.
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Clinical Implications

From a patient care perspective, these findingsodstrate that symptom improvements in
dysmenorrhea and non-menstrual pelvic pain leaghpoovements in HRQoL and productivity
which is vital information for patients to hearuch data should be shared with patients in the

treatment decision making process so that thergatean make informed decisions.
Resear ch I mplications

While this research demonstrates the distal impiBatpharmacologic intervention on patients’
lives using standardized questionnaires, more eagained in understanding the implications of
this impact. Exploring the patient’s perspectibeat treatment benefits; specifically, qualitative
data collection about changes in symptoms andahe\and impact on daily activities, would
provide additional insight into understanding paitigriorities and treatment decision making

process.
Strengths and Limitations

The strength of including PRO research into the IEdd I trials is the rigor in which the

research is conducted and the fairly large sampéevehich provides strength to these findings.
Of course, the clinical trial requirements limietgeneralizability of these findings as the patient
population may not fully reflect what is observedaireal-world setting. In this trial pain was
diagnosed as endometriosis-associated by eachatlinvestigator, however the etiology of pain
cannot always be attained with certainty; some pay have been misdiagnosed as being due to
endometriosis. However, we believe that this flecéive of clinical practice where diagnosis of
pain recurrence due to endometriosis in the settirgyior surgically confirmed disease is

routine. These analyses were conducted usingybgrauping of responder or nonresponder and
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those are irrespective of treatment arm assignn@ntsistent with other previously conducted

endometriosis trials, a threshold for responsededined based on the trials’ dafa?®
Conclusion

The analysis results indicated that women with matgeto-severe endometriosis-associated
pain who experienced improvements in disease-ce|zde (based on DYS and NMPP
responders) also experienced improvements in HR@slassessed by the EHP-30) and
employment- and household-related productivitya@sessed by the HRPQ) when compared
with clinical nonresponders. These results empkbkdsizat changes in HRQoL and productivity
were aligned with expectations for treatment gdalsthermore, the EHP-30 and HRPQ
performed as expected in this patient populatios firoviding further evidence these PRO

measures can be used to measure and monitor treégimgress in women with endometriosis.
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FIGURESLEGENDS

Figure 1. Changein HoursLost by Responder Statusfor DY Sand NM PP for Absenteeism and Presenteeism

Significance *** p<0.0001; ** p<0.01; * p<0.05

Figure2. Changein Percent of Lost Productivity by Responder Statusfor DY S and NM PP for Absenteeism and
Presenteeism

Significance * p<0.0001; ** p<0.01; *** p<0.05
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TABLES

Tablel. Baseline/Day 1 Pain Scores, EHP-30 Scores, and HRPQ Scor es

o EM-I Total EM-II Total
Characterigtic

n=871 . mean+SD n=815 mean + SD

Monthly assessment of endometriosis pain

Dysmenorrhea 722 1.5+0.8 662 15+0.8
Non-menstrual Pelvic Pain 871 1.6+0.5 815 1.6+05
EHP-30Core
Pain domain 858 58.2+£14.3 807 55.3+16.2
Control and powerlessness 863 69.8+19.4 | 809 62.4 £23.2
Emotional well-being 864 49.2+19.9 810 46.2 £ 20.8
Social support 866 54.8 £ 25.6 812 50.5 £ 26.8
Self-image 864 51.0£27.6 811 45.6 £ 28.3
Sexual relationship 668 64.5 £ 24.7 639 58.2+26.1
HRPQ

Employment-related (Employed only)

Employment-related Absenteeism

Hours Lost 661 3.2+£53 609 29+5.6
Percent Lost 661 9.2+ 15.6 609 9.5+ 18.7
Employment-related Presenteeism
Hours Lost 658  13.4+9.9 | 600 12.5+10.1
Percent Lost 658 36.3+ 23.2 600 34.7+23.8
Household (Employed and Non-Employed)
Household Absenteeism
Hours Lost 826 4.7£55 737 4.8+ 6.0
Percent Lost 826 39.9+29.1 737 37.0+ 28.6
Household Presenteeism
Hours Losf 825 3.6£4.9 730 3.7£4.7
Percent Lost 825 = 26.5+19.5 | 730 26.1+ 18.7

EM, Elaris Endometriosis; SD, standard deviatiodPEendometriosis health profile; HRPQ, health-
related productivity questionnaire

" Description of pain due to endometriosis in preggdnonth

" Description of pain due to endometriosis in prémganonth

¥ Hours of lost work due to absenteeism or presisite

% Percent of scheduled work lost due to absenteeigmnesenteeism

Note: Each domain has a 0—100 scale range where 0 ieditia best health status.
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Table2. Changein EHP-30 Domain Score by Responder Statusfor DY Sat Month 3
DYS' - EM-I Study DYS'- EM-II Study
DY S Responder DY S Nonresponder DY S Responder DY S Nonresponder
Changein EHP-30 domain LSMean (SE) L SMean (SE) L SMean (SE) LSMean (SE)
n [n, % meeting . N [n, % meeting n [n, % meeting n [n, % meeting
threshold?] threshold’] threshold’] threshold?]
. . -38.08 (1.1) -16.0 (0.9) -36.18 (1.1) -18.1 (1.0)
Pain domain 317 1o07,653%] 4% 78 19.3%] | %9 182, 59.0%) 3% [100, 25.6%]
| -47.78 (1.3) -22.9 (1.2) -40.38 (1.5) -23.0 (1.3)
Control and powerlessnes: 322 226, 70.2%] 403 [111, 27.5%)] 303 [172, 56.8%)] 400 [117, 29.3%)]
. . -26.58 (1.1) -11.2 (1.0) -21.28 (1.2) -12.4 (1.1)
Emotional well-being 318 120163206 98 13132100 | 3%° s3 51.00 % (124, 31.3%)
. -29.28 (1.4) -9.5 (1.3) -25.18 (1.5) -10.7 (1.3)
Social support 326 g7, 57.4% %% 113,276 | 39 ss, 512000 %0 117, 20.3%]
. -24.48 (1.6) -9.9 (1.3) -20.98 (1.5) -10.3 (1.3)
Self-image 325 72,5320 4% 120, 20.6%] | 29 (146, 48.00) %7 (112, 2820
. . -29.58 (1.6) 9.5 (1.3) -25.7§ (1.6) -12.6 (1.4)
Sexual relationship 213 [135, 63.4%)] 310 (87, 28.1%)] 220 [128, 58.2%)] 277 [101, 36.5%)]

EHP, endometriosis health profile; DYS, dysmenaarteM, Elaris Endometriosis; LS, least square; s&ndard error

* Each domain has a 0—100 scale range where Oaitediche best health status, the change in eachidlovas month 3 to day 1.
" DYS responder status based on 1) no increasealgesic use during trial period and 2) change foaseline score meeting a change score

threshold, detailed above.

* EHP-30 domain responder threshold
8 EHP-30 responder threshold score change fordhmaih has been met.
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Table3. Changein EHP-30 Domain Score by Responder Statusfor NM PP at Month 3
NMPP' - EM-I Study NMPP' - EM-I1 Study
NM PP
NM PP Responder NM PP Nonresponder NM PP Responder Nonr esponder
Changein EHP-30 domain* &P
LSMean (SE) LSMean (SE) LSMean (SE) LSMean (SE)
N [% meeting N [% meeting N [% meeting N [% meeting
threshold] threshold’] threshol d*] threshold]
Pain domain 355 -36.28 (1.0) 366 -15.5(1.0) | 342 -35.78 (1.0) 352 -16.5(1.0)
[216, 60.8%] [69, 18.9%)] [205, 59.9%)] [77, 21.9%)]
Control and powerlessne: 359 -46.28 (1.3) 366 -21.9(1.2) | 343 -41.08 (1.3) 360 -20.5(1.3)
P ' [242, 67.4%)] [95, 26.0%)] [194, 56.6%] [95, 26.4%)]
Emotional well-bein 356 -24.78 (1.1) 370 -11.4(1.0) | 340 -22.68 (1.1) 356 -10.1(1.1)
g [216, 60.7%] [116, 31.4%] [185, 54.4%)] [92, 25.8%)]
Social support 363 -28.28 (1.3) 372 -8.6 (1.3) 343 -24.38 (1.4) 360 -9.9(1.4)
PP [207, 57.0%] [93, 25.0%)] [168, 49.0%)] [104, 28.9%)]
Self-image 360 -25.38 (1.3) 370 -7.7 (1.3) 344 -20.98 (1.4) 357 -9.1(1.4)
g [196, 54.4%)] [97, 26.2%)] [162, 47.1%)] [96, 26.9%)]
Sexual relationshi 245 -29.28 (1.4) 278 -7.3(1.4) 241 -27.08 (1.5) 256 -10.3(1.4)
P [151, 61.6%] [71, 25.5%)] [143, 59.3%] [86, 33.6%)]

EHP, endometriosis health profile; NMPP, non-meratpelvic pain; EM, Elaris Endometriosis; LS, lesguare; SE, standard error
" Each domain has a 0-100 scale range where 0 feditiee best health status, the change in eachinleraa month 3 to day 1.

" NMPP responder status based on 1) no increaselgesic use during trial period and 2) change fbaseline score meeting a change score

threshold, detailed above.

* EHP-30 domain responder threshold

§ EHP-30 responder threshold score change for theiohas been met.



Figure 1. Change in Hours Lost by Responder Status for DYS and NMPP for Absenteeism and Presenteeism
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Significance *** p<0.0001; ** p<0.01; * p<0.05



Figure 2. Change in Percent of Lost Productivity by Responder Status for DYS and NMPP for Absenteeism and Presenteeism
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