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Background: Dysmenorrhea affects approximately 80% of women in Japan and has a
negative impact on health-related quality of life (HRQoL). Low-dose estrogen/progestin
combined oral contraceptives have been shown to reduce the severity of dysmenorrhea
symptoms. This study characterized HRQoL in Japanese women with dysmenorrhea before
and after ethinylestradiol/drospirenone (EE/DRSP) treatment.

Methods: This prospective, observational study recruited 531 patients, of which 186 were
evaluated after treatment with EE 20 pug/DRSP 3 mg for dysmenorrhea in a 24/4 cyclic
regimen. The primary endpoints were mean baseline and post-treatment 36-Item Short-Form
Health Survey version 2.0 (SF-36v2) scores for study patients compared with the general
female population of Japan (calculated using norm-based scoring), and mean changes in
study patient SF-36v2 scores between baseline and 6 to 8 treatment cycles.

Results: Compared with Japanese norms, women with dysmenorrhea had lower pre-treat-
ment SF-36v2 scores, except for the physical functioning domain. After 6-8 cycles of EE/
DRSP treatment, all 8 SF-36v2 domain scores were significantly higher than baseline. The
greatest improvements were observed in bodily pain and social functioning (mean change
[standard deviation (SD)]: physical functioning: 1.4 [5.7], role physical: 3.2 [8.1], bodily
pain: 7.8 [10.0], general health: 3.0 [7.0], vitality: 2.7 [8.1], social functioning: 3.5 [9.8], role
emotional: 3.3 [9.2], and mental health: 3.0 [7.3]; p< 0.001 for all). Compared with the
Japanese general population, study patients’ post-treatment scores were significantly higher
for the general health domain (p= 0.008) and physical summary scores (p= 0.033).
Conclusion: Dysmenorrhea has a profound impact on all aspects of functioning and well-being.
This study, conducted in a real-world setting, found that physical, social, and mental HRQoL
improved significantly after a cyclic regimen of EE/DRSP in Japanese patients with dysmenorrhea.
This regimen may have the potential to provide an effective option to improve patient HRQoL.
Trial Registration: Study sample was drawn from patients enrolled in a post-marketing
surveillance study, registered June 20, 2011 (NCT 01375998).
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Keywords: patient-reported outcomes,

ethinylestradiol/drospirenone, Japan

Introduction

Dysmenorrhea, which is the most prevalent gynecological condition worldwide,
affects approximately 45-95% of women globally' and 80% of women in Japan.”
Primary dysmenorrhea is characterized by spasmodic, cramping menstrual pain and
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discomfort in the absence of pelvic pathology,' while
secondary dysmenorrhea is associated with specific pelvic
pathology, such as endometriosis or uterine fibroids.’
Dysmenorrhea is most severe during the initial 2448
hours and can last up to 72 hours. Onset typically occurs
on the first day of menstruation or just before; pain is
typically focused in the abdominal region and can also
extend to the thighs and back. Other symptoms include
diarrhea, fatigue, and insomnia.' In a survey of Japanese
women (N=3,941), one-third characterized their dysme-
norrhea as severe and generally required analgesic use.’

Women with dysmenorrhea may experience impaired
functioning and a substantial negative impact on health-
related quality of life (HRQoL); this burden exists world-
wide. In research from the US, China, and Turkey, women
and adolescents with dysmenorrhea scored significantly
lower than those without dysmenorrhea on the following
quality of life (QoL) domains in the 36-Item Short-Form
Health Survey (SF-36): bodily pain, general health percep-
tions, role functioning due to physical limitations, physical
functioning, and social functioning.* ® Women and adoles-
cents in Brazil, Malaysia, Mexico, and Turkey have also
reported a negative impact of dysmenorrhea on friendships
and family relationships, work/school performance and
absenteeism, and social and recreational activities, with
increased severity of dysmenorrhea further exacerbating
these HRQoL effects.” '® Indeed, for some women, the
impact of dysmenorrhea on daily life is comparable to that
of other major medical conditions. In a study among
menstruating female veterans (N=1,744) in the US, the
difference in SF-36 domain scores between women who
reported menstrual symptoms and those who reported
none was similar to the difference found between patients
with and without angina and arthritis.*

Additionally, dysmenorrhea poses a considerable eco-
nomic burden due to its impact on work productivity and
health-care resource utilization."'" Results from a large
survey of Japanese women (N=19,254) showed that severe
menstrual pain and heavy bleeding were associated with
increased outpatient medical visits and decreased work
productivity.'" Based on a retrospective analysis of health
insurance data, mean total health-care costs among
Japanese women with primary dysmenorrhea were 2.2
times higher than matched controls.'? In Japan, the annual
economic burden due to menstrual symptoms has been
estimated at 683 billion Japanese Yen (¥) ($8.6 billion
US; 2010 data). Work productivity loss accounts for 72%
of this (¥491.1 billion), and outpatient medical care and

drug therapy cost ¥93.0 and ¥98.7 billion per year,
respectively.'!

Low-dose estrogen/progestin (LEP) combined oral con-
traceptives have been shown to reduce the severity of
dysmenorrhea symptoms.>'*!* In Japan, a 28-day cyclic
regimen and a flexible extended regimen of ethinylestra-
diol/drospirenone (EE/DRSP) were approved for this indi-
cation in 2010 and 2016, respectively, and the combination
ethinylestradiol/norethisterone was approved in 2013.>'%!°
The Japan Society of Obstetrics and Gynecology (JSOG)
and the

Gynecologists (JAOG) guidelines for gynecologic practice

Japan Association of Obstetricians and

recommend nonsteroidal anti-inflammatory drugs, LEPs,
and/or levonorgestrel-releasing intrauterine systems as
first-line treatment for primary dysmenorrhea; traditional
Chinese medicines or anti-cramping medicines may also
be used.'*'®

While the safety and efficacy of LEPs for the treatment
of dysmenorrhea in Japanese women have been verified,*'?
the effectiveness of these drugs to improve HRQoL in a
real-world Japanese setting has yet to be evaluated. The
objective of this study was to assess HRQoL in Japanese
women with dysmenorrhea treated with EE 20 ng/DRSP 3
mg. Secondary objectives included exploratory analyses to
assess whether patient characteristics (dysmenorrhea etiol-
ogy and severity, patient age, and the presence of physical
and/or mental discomfort) have an effect on mean changes
in SF-36v2 domain scores.

Patients and Methods

Patient Population

The study included women in Japan who received a cyclic
regimen of EE 20 pg/DRSP 3 mg (Bayer Yakuhin Ltd.,
Osaka, Japan) for the treatment of dysmenorrhea. The
study sample was drawn from patients enrolled in a post-
marketing surveillance (PMS) study (NCT01375998)."
The objective of the original PMS study was to assess
the safety and efficacy of EE/DRSP in clinical practice
settings. Women who had been prescribed EE/DRSP for
dysmenorrhea were followed for 3 years subsequent to
treatment initiation. Primary outcomes of the original
PMS study included the incidence of adverse drug reac-
tions, severe adverse events, and changes in dysmenorrhea
severity between baseline and the sixth menstrual cycle.
Secondary outcomes of the original study included the
incidence of adverse events, unpleasant physical and/or
psychological symptoms, use of analgesic drugs for
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dysmenorrhea, and HRQoL assessed using SF-36 version
2.0 (SF-36v2).

All treatment decisions were physician-directed and
administered in the context of routine clinical practice.
Women were advised to take one active tablet every day
at the same time for 24 consecutive days, followed by 4
days of hormone-free tablets, for a 28-day treatment cycle.
The next cycle began on the 29th day, irrespective of
whether bleeding was finished. Patients were advised to
adhere to Japanese prescribing information for EE/DRSP
(YAZ [drospirenone 3 mg and ethinyl estradiol 20 pg]) and
were excluded if they had been treated with an estrogen or
estrogen-combination drug in the prior 6 months.

For the present study, 531 patients were recruited from 33
centers in Japan between May 2011 and May 2013. This
analysis included the 186 PMS study patients who completed
the SF-36v2 questionnaire before and after 6 to 8 cycles of EE/
DRSP treatment in a cyclic regimen. Patients completed paper-
based SF-36v2 questionnaires at the initial visit (before the
start of drug administration [baseline]) and after 6 to 8 cycles of
treatment. Physicians retrospectively abstracted medical charts
to identify eligible patients and obtain their demographic and
clinical characteristics, such as age, severity of dysmenorrhea
(ie, the degree to which dysmenorrhea impairs daily activities),
dysmenorrhea etiology (primary/secondary), and the presence
of physical and/or mental discomfort at baseline, as well as
baseline and post-treatment SF-36v2 scores.

This study was conducted in accordance with Good
Post-Marketing Study Practice.'® Ethical approvals was
obtained in accordance with the requirements of partici-
pating institutions. All included patients provided written
informed consent.

HRQoL Assessment and Study Outcomes
HRQoL was measured using the Japanese language version
of the SF-36v2, which has been translated and culturally
adapted for use with Japanese patients.'” The SF-36v2 is a
generic instrument designed to measure current health status,
with a recall period of 4 weeks. It consists of 36 self-admi-
nistered questions that measure physical and mental compo-
nents of HRQoL using 8 domains: physical functioning, role
physical, bodily pain, general health, vitality, social function-
ing, role emotional, and mental health. The 8 domains con-
tribute to 2 resulting component summaries: a physical
component summary and mental component summary.
These summaries represent weighted aggregations of scores
for the physical (physical functioning, role physical, bodily
pain, general health) and mental (vitality, social functioning,

role emotional, mental health) subdomains. Each domain is
scored on a scale of 0—100, with lower scores indicating
poorer HRQoL.?° Intrinsic to the SF-36v2 is the use of
norm-based scoring to calculate domain and component
summary scores. Using this method, rather than unadjusted
scores of 0—-100, each domain score is re-calculated based on
a standardized mean and standard deviation (SD) relative to
the general population (ie, norm-based). SF-36v2 domain
and component summary scores were standardized to mean
scores of 50 with SDs of 10.%!

The primary study endpoints were mean baseline and
post-treatment SF-36v2 domain scores for study patients
compared with mean SF-36v2 scores from the general
population of Japan in 2007,'”2? and mean changes in
study patients’ SF-36v2 domain scores between baseline
and 6 to 8 cycles of treatment. Additional study endpoints
were evaluated by analyzing the effects of the following
patient characteristics on mean changes in SF-36v2
domain scores: dysmenorrhea etiology (primary or second-
ary), degree of impairment of daily activities (none/mild,
moderate, severe; defined in Table 1), the presence of
physical and/or mental discomfort, and patient age.

Statistical Analyses

SF-36v2 domain scores were compared with scores for the
Japanese population according to the manual of the Japanese
version of the SF-36v2'**** using independent sample
t-tests.

Table | Severity of Dysmenorrhea Definitions

Severity of Dysmenorrhea Description
(Degree of Overall
Impairment of Work,

including Schoolwork and

Housework)

None No impairment

Mild Slight impairment of work,
including schoolwork and
housework

Moderate Impairs work, including
schoolwork and housework to
the degree one wants to lie
down and take a rest

Severe In bed for all of | day or more

and unable to carry out work,
including schoolwork and

housework
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Additionally, paired t-testing was used to compare
mean change in the 2 component summary scores and 8
domain scores of the SF-36v2 in patients with dysmenor-
rhea at baseline and after 6 to 8 months of treatment with
EE/DRSP. All statistical tests were 2-tailed, with statistical
significance set at 0.05. Statistical tests were performed
using Statistical Analysis Software: (SAS) Version 9.2.

Regression models were generated for all exploratory
predictors and tested for parallelism; when parallelism was
confirmed, a one-way analysis of covariance (ANCOVA)
was conducted. Mean changes from baseline in each SF-
36v2 domain score were used as dependent variables.

Results

Sample Characteristics

Patient enrollment data are shown in Figure 1. A total of
266 patients completed the SF-36v2 at baseline and follow
up; 80 patients were excluded per protocol due to

completing the survey before the 6th cycle of treatment
(n=18) or at/after the 9th cycle (n=62). Characteristics of
the 186 patients included in the current study are presented
in Table 2. Most patients (79.0%) were between 20 and 40
years of age, with a mean age of 30.1 £+ 8.0, and an age
range of 16 to 57 years. The degree of impairment of daily
activities experienced by women in this sample ranged
from none/mild (26.4%) to moderate (53.2%) and severe
(20.4%). Approximately one-half of patients (57.0%) had
a diagnosis of primary dysmenorrhea, while 30.1% had
been diagnosed with endometriosis, 7.5% had uterine
fibroids, 8.1% had adenomyosis, and 2.7% had dysmenor-

rhea from another cause.

Impact of Dysmenorrhea on HRQoL

Compared with the general Japanese population, women
with dysmenorrhea had significantly lower mean baseline
SF-36v2 domains.

scores on almost all The only

Patients enrolled in N

CT01375998 (n = 531)

Excluded from SF-36v2 analysis (n = 134)
* Lack of SF-36 data (n = 19)
+ Last dose of estrogen preparation
< 6 months of first administration of
EE/DRSP* (n = 14)
» SF-36 administered after first
administration of EE/DSRP* (n = 23)
» SF-36 questionnaire not dated* (n = 7)
+ Visit only at first medical examination*
(n=61)
» Unable to collect questionnaire of 1st-
6th cycle on PMS* (n = 10)
*Multiple reasons

A

A

SF-36v2 collected at baseline (n = 401)

> Lost to follow-up (n = 135)

A

A

» Between 6" to 8"

SF-36v2 collected at follow-up (n = 266)

« Before 6" cycle (n = 18)

cycle (n = 266)

Figure | Patient enrollment flowchart.
Abbreviations: EE/DSRP, ethinylestradiol/drospirenone; PMS, post-marketing survei

llance; SF-36v2, 36-Item Short-Form Health Survey version 2.0.
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Table 2 Baseline Patient Characteristics

Demographic and Clinical Variables Total (n=186)
Age (years), mean * SD 30.1 £80
Age (years), n (%)
<20 15 (8.1)
20-30 83 (44.6)
3040 64 (34.4)
40-50 23 (124)
250 1 (0.5)
Severity of dysmenorrhea (degree of impairment of
daily activities), n (%)
None 527
Mild 44 (23.7)
Moderate 99 (53.2)
Severe 38 (20.4)
Diagnosis, n (%)
Primary dysmenorrhea 106 (57.0)
Secondary dysmenorrhea 80 (43.0)
Endometriosis 56 (30.1)
Uterine fibroid 14 (7.5)
Adenomyosis 15 (8.1)
Other 5(2.7)
BMI (kg/m?), n (%)
<185 36 (194)
18.5-25 131 (70.4)
25-30 12 (6.5)
230 1 (0.5)
Unknown 6 (3.2)
Physical discomfort, n (%)
No 36 (194)
Yes* 150 (80.6)
Lower abdominal pain 140 (75.3)
Lower back pain 88 (47.3)
Fatigue 52 (28.0)
Headache 40 (21.5)
Lower back discomfort 38 (20.4)
Abdominal bloating 34 (18.3)
Breast pain 34 (18.3)
Diarrhea 24 (12.9)
Foot discomfort 20 (10.8)
Acne vulgaris 20 (10.8)
Nausea 14 (7.5)
Decreased appetite 10 (5.4)
Constipation 10 (5.4)
Increased appetite 8 (4.3)
Stiff neck 5(27)
Mental discomfort, n (%)
No 105 (56.5)
Yes* 81 (43.5)
Irritability 60 (32.3)
(Continued)

Table 2 (Continued).

Demographic and Clinical Variables Total (n=186)
Depressed 48 (25.8)
Drowsiness 44 (23.7)

Easily offended 42 (22.6)
Emotional lability 37 (19.9)
Dysphoria 36 (19.4)
Loss of concentration 33 (17.7)
Getting emotional 11 (5.9)
Decreased motivation 9 (4.8)
Restless 4(2.2)

Note: *Patients could select more than one response.
Abbreviations: BMI, body mass index; SD, standard deviation.

exceptions were the domain measuring physical function-
ing (which was significantly higher in women with dys-
menorrhea) and the general health score (which was
similar for both populations) (Figure 2). Compared to the
general Japanese population, women with dysmenorrhea
were most affected by the bodily pain domain, followed by
the mental health and role emotional domains; mental
component summary scores for study patients were also
low compared with the Japanese population.

Effect of EE/DRSP Treatment on HRQoL

Significant improvement was observed between pre- and
post-treatment across all SF-36v2 domains (Table 3), with
the greatest improvement observed in the bodily pain
domain. Adjusted mean change and SD for evaluated
parameters were as follows (all p< 0.001): physical func-
tioning: 1.4 (5.7), role physical: 3.2 (8.1), bodily pain: 7.8
(10.0), general health: 3.0 (7.0), vitality: 2.7 (8.1), social
functioning: 3.5 (9.8), role emotional: 3.3 (9.2), mental
health: 3.0 (7.3), physical component summary: 3.3 (6.8),
and mental component summary: 3.4 (6.9). Pearson testing
confirmed a linear relationship between individual SF-
36v2 domain scores and post-treatment score changes
(p< 0.05 for all).

After 6 to 8 treatment cycles with EE/DRSP, standar-
dized SF-36v2 domain scores for women with dysmenor-
rhea improved to a level that was equal to or better than
standardized scores for the general population in Japan
(Table 3; Figure 2). Mean (SD) post-administration
scores were significantly higher than the adjusted thresh-
old of 50 for general health (52.0 [9.0]) and the physical
component summary (51.6 [9.1]) (p= 0.008 and p= 0.033,
respectively).
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Higher 65 Scale :
@ Pre-administration 0 Post-administration mean = 50
SD =10
60 —
55 p=0.001 p<0.001 p<0.001
* — —
* p<0.001 p<0.001 * p<0.001 p<0.001 p<0.001 p<0.001 * p<0.001
— — — — —
Standarilized — 50 -
mean score for * . "
general *
populationin 45
Japan .
40 +
351
Lower 30 -
Physical functioning Role Physical Bodily pain General health Vitality Social functioning Role emotional Mental health Physical summary Mental summary score

score

SF-36 domain * 1p<0.05

Figure 2 Standardized mean SF-36v2 scores for patients with dysmenorrhea before and after 6 to 8 treatment cycles with ethinylestradiol/drospirenone vs scores for the

general population of Japan.
Abbreviation: SD, standard deviation.

Analysis of Covariance

One-way ANCOVA identified several statistically signifi-
cant relationships between mean changes in SF-36v2
domain scores and potential predictors (Table 4). Women
with primary compared with secondary dysmenorrhea had
significantly greater improvement in the bodily pain
domain (mean 2.53; 95% confidence interval [CI] 0.160—
4.900, p= 0.037). Patients with none/mild impairment of
daily activities at baseline had greater improvement than
patients with severe dysmenorrhea in the general health
domain (mean 3.02; 95% CI 0.306-5.743, p= 0.029) and
social functioning domain (mean 3.76; 95% CI 0.326—
7.186, p= 0.032), while patients with moderate dysmenor-
rhea had greater improvement in the role emotional
domain (mean 2.83; 95% CI 0.019-5.637, p= 0.048).

General health domain scores were also significantly
improved in women who reported baseline mental discom-
fort (mean 3.13; 95% CI 1.296-4.969; p< 0.001) or phy-
sical discomfort (mean 2.64; 95% CI 0.323-4.960, p=
0.026). No
between mean changes and predictors in the role physical,

significant relationships were observed
vitality, and mental health domains, although the direction
of change in these domain scores was generally consistent
with what was found in the other domains.

Discussion

This study found that women with dysmenorrhea in Japan
had poorer HRQoL compared with the general population
of Japan, and that these women showed significant
improvements in HRQoL, as measured by the SF-36v2,

Table 3 SF-36v2 Scores Before and After Ethinylestradiol/Drospirenone Treatment for Dysmenorrhea

Pre-administration
(n = 186)

SF-36v2 Domain

(n = 186)

Mean (95% CI)

Physical functioning

Role physical

Bodily pain

General health?

Vitality

Social functioning

Role emotional

Mental health

Physical component summary®

Mental component summary!

52.0 (50.6-53.4)
46.9 (45.5-483)
41.1 (39.4-42.8)
49.0 (47.6-50.3)
46.4 (44.9-47.9)
46.1 (44.7-47.5)
46.0 (44.4-47.5)
45.5 (44.1-46.9)
48.4 (46.9-49.8)
452 (43.9-46.5)

Post-administration Change from Pre- to Post-
administration
Mean (95% CI) Mean (95% CI)
53.4 (52.1-54.6) 1.4 (0.5-2.2)
50.1 (49.0-51.3) 32 (2.144)
48.9 (47.4-50.4) 7.8 (6.4-9.3)
52.0 (50.7-53.3) 3.0 (2.04.0)
49.1 (47.9-50.4) 2.7 (1.5-3.9)
49.6 (48.3-51.0) 3.5 (2.14.9)
49.2 (47.9-50.6) 3.3 (2.04.6)
48.5 (47.2-49.8) 3.0 (1.94.0)
51.6 (50.3-52.9) 3.3 (2.343)
48.6 (47.4-49.9) 3.4 (24-4.4)

Notes: Pre-administration results were collected prior to beginning treatment; post-administration results were collected between the first day of 6th cycle and the last day
of 8th menstrual cycle. "The number of patients with pre-administration scores was 184.
Abbreviations: Cl, confidence interval; SF-36v2, 36-Item Short-Form Health Survey version 2.0.
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after 6-8 treatment cycles of EE/DRSP. In women with
dysmenorrhea, mean baseline scores across 7 of the 8 SF-
36v2 domains were below the standardized mean score for
the general Japanese population, with the exception being
the domain measuring physical functioning. Significant
improvements in HRQoL, equal to or better than standar-
dized scores for the general population in Japan, were also
seen after EE/DRSP treatment.

The greatest improvement was observed in the domain
measuring bodily pain; mean scores increased by 7.8
points (from 41.1 at baseline to 48.9 after 6-8 treatment
cycles). This domain evaluates the intensity of bodily pain
and the extent that pain interferes with normal work. In
exploratory analyses, the bodily pain score improved to a
similar level following LEP treatment, regardless of base-
line dysmenorrhea severity. Since the primary symptom of
dysmenorrhea is pain, and as clinical trial data have
demonstrated pain reduction with EE/DRSP treatment,’
these findings are not surprising.’

In other domains, HRQoL after EE/DRSP treatment var-
ied based on dysmenorrhea severity; patients with none/mild
impairment of daily activities at baseline showed greater
responsiveness in both general health and social functioning,
while patients with moderate dysmenorrhea had a significant
improvement in role emotional compared with patients with
severe dysmenorrhea at baseline. Additionally, patients with
primary dysmenorrthea were more likely to show an
improved bodily pain score, and women who had mental
and physical discomfort had greater improvement in general
health following treatment.

This is the first real-world study to examine HRQoL
among women receiving LEP for the treatment of dysme-
norrhea in Japan. Previous research has evaluated the
prevalence of dysmenorrhea and its effect on HRQoL in
women in the US, China, and Turkey. Those prospective
cross-sectional studies found that women with dysmenor-
rhea experience poorer HRQoL than those without dysme-
and that HRQoL worsens with
dysmenorrhea severity.* ® Consistent with the current find-

norrhea, increasing
ings, showing that women with dysmenorrhea experience
the greatest burden in the bodily pain domain, 2 of these
prior studies (Turkey and China) found that SF-36 bodily
pain scores had the largest subtracted difference for
women with dysmenorrhea vs those without.>® The US
study also found a significant impact of dysmenorrhea on
the bodily pain score.* Prior research also found minimal

impact of dysmenorrhea on physical functioning scores.*°

Women in the current study reported that mental health
was the second-most affected domain. This finding dif-
fered from prior data from China and Turkey, in which
dysmenorrhea had the second-greatest impact on role phy-
sical or bodily pain domains, and minimal impact on
mental health.*® The US study found significantly lower
mental health scores in women with dysmenorrhea and
premenopausal symptoms; however, women with dysme-
norrhea who reported only pain or abnormal periods did
not experience any mental health impact.*

Because this study compared women with dysmenor-
rhea with the general population, rather than with women
who did not report dysmenorrhea, the magnitude of differ-
ence reported by previous research cannot be directly
compared to the current study. However, the current find-
ings of a 8.9-point baseline difference in the bodily pain
domain and a 4.5-point difference in baseline mental
health in patients with dysmenorrhea compared with the
general population suggest a comparable or greater effect
on HRQoL than chronic conditions like angina, hyperten-
sion, and myocardial infarction.**

The majority of published research evaluating the
impact of treatment on HRQoL in patients with dysmenor-
rhea has studied traditional and complementary medical
approaches.”> >’ HRQoL outcomes have also been evalu-
ated in patients with dysmenorrhea who underwent
hysterectomy.”® However, minimal research exists to eval-
uate the impact of LEP or any hormonal contraceptives on
HRQoL in patients with dysmenorrhea. A 2015 prospec-
tive, observational study evaluated the impact of 2 contra-
ceptive regimens (monophasic 24/4 estradiol/nomegestrol
acetate and estradiol/chlormadinone acetate) on patient
HRQoL using the SF-36. Researchers found that the
monophasic regimen was associated with significant
increases in overall scores, as well as the physical and
mental domains.*’

According to a study that established the minimal
clinically important differences (MCID) for validated
QoL instruments among patients with advanced cancer
and painful bone metastases, the MCID (using a distri-
bution-based method) was 0.3 SDs for improvement and
0.5 SDs for deterioration.>® An improvement of 0.3 SDs
is equivalent to 3 points in the SF-36v2. As such, in the
present study, patient scores for almost all
SF-36v2 domains, except for physical functioning and
vitality, exceeded the MCID threshold. Considering this

interpretation, women with dysmenorrhea experienced a
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clinically meaningful improvement in HRQoL after EE/
DRSP treatment.

This study had several limitations. Results were not
adjusted for potential confounding variables within the sam-
ple population. This is relevant because age, smoking status,
coffee consumption, depression, and sexual trauma have all
HRQoL
dysmenorrhea.* Specific to age, patient responses were com-

been reported to impact in women with
pared directly with mean SF-36v2 subdomain scores from
the general population in Japan. The age range differed
substantially between the current study group (16 to 57
years) and the general Japanese population (20 to 79 years),
which was stratified for representative sampling and included
a higher proportion of older patients (24% were >60 years of
age).”” It has been shown that older patients tend to score
more poorly on physical symptoms in the SF-36.' However,
based on findings from a previous assessment of SF-36
scores in women with dysmenorrhea, it is likely that the
direction of change in all SF-36 domain scores would persist
after controlling for these factors, although the magnitude of
difference between women with dysmenorrhea and the gen-
eral population would be affected.* Furthermore, although
the baseline physical functioning score from the study sam-
ple (52.0) is higher than that of the general population (50.0),
this difference diminishes when the study sample is com-
pared with the general population aged 30-39 years (52.4).
This group is closest to the mean age of the study population
(30.1 £ 8.0). As there are no considerable differences in the
standardized mean scores in other domains between the
whole population and the female population aged 30-39
years, it is anticipated that results would not be affected,
even after controlling for age.

In addition, due to the small sample size for this study
(in particular, for the exploratory ANCOVA analyses),
results may not be generalizable to all women in Japan.
Additionally, the current study population was drawn from
women who sought treatment for dysmenorrhea, and these
women have been reported to have more severe symptoms
than those who do not seek care.>* The study also did not
account for the respondents’ menstrual cycle phase at the
time they completed the survey. The SF-36v2 has a 1-
month recall period and respondents may have underesti-
mated the impact of dysmenorrhea on HRQoL if they
completed the survey at a time when they were not experi-
encing symptoms. Moreover, the scale used to measure
dysmenorrhea severity was not validated. Similarly,
changes in bodily pain reflected by the SF-36v2 may or
may not reflect changes in menstrual pain, as this

instrument is not specific to menstrual pain. Study findings
should also be interpreted with caution due to missing
patient-reported outcome data. An overestimation of
HRQoL improvement could result if a positive association
existed between patient HRQoL and the questionnaire
return rate. Finally, due to the nature of real-world evi-
dence study design, some key variables (eg, severity and
etiology of dysmenorrhea) were retrospectively abstracted
from medical records rather than assessed at scheduled
visits, as would occur in clinical trial design.

This study contributes to the existing literature by
demonstrating the substantial impact of dysmenorrhea on
women’s HRQoL, and the potential for EE/DRSP treat-
ment administered in a cyclic regimen to improve asso-
ciated physical and mental conditions. Additional research
should assess the HRQoL differences between women
with dysmenorrhea and those with no dysmenorrhea, the
impact of dysmenorrhea severity on HRQoL, and how
treatment effectiveness may be affected by different
patient characteristics and concomitant medication use.

Conclusion

Dysmenorrhea has a profound impact on all aspects of
functioning and well-being among women in Japan.
Physical functioning, as well as social and mental compo-
nents of HRQoL, showed significant signs of improvement
after treatment with EE/DRSP in Japanese patients with
dysmenorrhea. This EE/DRSP regimen may provide
health-care professionals with an effective option to
improve HRQoL in patients with dysmenorrhea.
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