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* Sleep disturbances are one of the most bothersome menopausal symptoms, * Twenty women experiencing sleep disturbances associated with menopause were

significantly impacting women's health-related quality of life (HRQol);'-3 yet recruited from four geographically diverse US states (MO, IL, PA, and CA).

no treatments are specifically approved for this indication. * Semi-structured, qualitative concept elicitation and cognitive debriefing interviews (~60 min)
* The experience of menopause-associated sleep disturbances from the were conducted per regulatory and industry standards to elicit symptoms and impacts, and

perspective of women is not well-defined, and to be considered fit-for- to assess understanding and suvitability of selected PRO measures.>””

purpose, patient-reported outcome (PRO) measures require evidence that they * Interview transcripts were analysed using qualitative thematic and framework analytical

. . . 4-7

measure the concept of interest in the intended context of use. methods in line with best practices,'®"'? and findings refined the draft conceptual model
* This study aimed to obtain in-depth insights into these experiences and assess derived from a qualitative literature review.

the content validity of the PROMIS Sleep Disturbance Short Form 8b (PROMIS * Three individual discussion sessions were also conducted with clinical experts (N=3)

SD SF 8b),° Insomnia Severity Index (ISI),” and a de novo Sleep Diary (SD). from the US (n=2) and Canada (n=1) who were experienced in the treatment of sleep

Table 1. Descriptions of PRO measures disturbances associated with menopause.

PRO Description
PROMIS SD SF 8b® |8 items assessing sleep disturbances over the past 7 days.
ISI° */ items quantifying participants’ perception of insomnia severity and the impact of insomnia on daytime functioning, over the past 2 weeks.
SD */-items assessing total sleep time duration via self-reported bedtime, sleep-onset time, wake time, time in bed, and number and duration of night-time
awakenings.
| RESULTS 1
KEY SAMPLE Figure 1. Conceptual model of menopause-associated sleep disturbances, including signs/symptoms, primary impacts and secondary impacts

SLEEP CONCEPTS

e vowwmmsonmo.
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Emotional wellbeing (n=17)4, (n=17)8

*Reduced sleep quality (n=8)4, (n=19)8 — . Tired —7)A (n=20)B —>
*Unrefreshing sleep (n=1)%, (n=19)° . F;ESS?;EE}A }(r}qug}a} *Frustrated/impatient (n=5)", (n=11)8 *Loss of initiative/interest (n=1)A, (n=4)8 *Anger (n=3)A
— : = r = olrri o _ . . - ; = . i i =3)A
Characteristic N (%) * Difficulty falling back to sleep (n=2)A, (n=17)®8 « Daytime sleepiness/drowsiness (n=4)%, (n=18)8 rritability (n=9)4, (n=11)8 General emotional wellbeing (n=4)® Feeling |.50Ia.ted/Ior.1er (n=3)
) _ A ne sleepine i ; *Depressed/low mood (n=12)A, (n=9)B *Stress (n=5)", (n=3)8 * Not feeling like their usual self (n=2)"
Reduced sleep quantity (n=7)", (n=16)  Wanting/needing to nap (n=12)8 . » A 5 o . A
Age (years) « Difficulty initially falling asleep (n=6)A, (n=13)B *Anxiety/worry (n=9)A, (n=9)8 *Emotionally sensitive (n=2)A, (n=2) *Lack qf EDHtI‘DVdIIfICLﬂtVCDpIng (n=2)
Mean 51.7 A *Embarrassed (n=6)" *Crying spells (n=1)4, (n=1)8 *Body image (n=1)
| *Mood swings (n=8)4, (n=4)8 *Decreased self-esteem (n=3)" *Wanting to be alone (n=1)A
(range) (40-64)
Race, n (%) B e ST (R > Activities of daily living (n=8)*, (n=15)® Work (n=8)", (n=12)®
: *VMS (hot flashes; n=16", n=188 of | trual iods (n=2)A, (n=1)B , N .
White 12 (€0.0) -5wea£ingg (isiluZin;night2weatL- n=12A u:;iiifartgs?fhf;i (Ei; S(r(mzl)Iz = » General daily activities (n=4)#, (n=9)B * Work productivity/performance (n=5)*, (n=9)°
Black/African American | 4 (20.0) o139 Sl sk Chores (n-2)%, (=" Lack of concentration at work (n=1)%, (=3
Other 4 (20.0) *Musculoskeletal pain (n=6)?, (n=8)8 'Incuntineﬁce (n=1)8B * Diet (changes to food type and meal timing; n=3#, n=5F) * Mood while at work (n=3)%, (n=2) ®
M | st % *Night-time urinat?c-n (noctur’ia- n=58) *Vaginal dryness (n=9)A » Dressing/changing clothes (n=5)%, (n=4)8 * General work impacts (n=2)", (n=1)®
enopavsal stage, n (o) *Weight changes (n=7)A (n=3}5 *Pain during sex (n=5)A * Grooming and self-care (n=2)", (n=2)°" * Needing breaks (n=2)"
Perimenopausal: >3-11 8 (40.0) . . R . A * Driving (n=1)A, (n=2)8 * Less hours (n=1)A
* Weight gain (n=6)", (n=3) *Cold chills (n=3) SR e R s s o e (efi B
months of amenorrhea «Cramps (n=1)A, (n=3)8 *Dry skin (n=3)A - (n¥1}5 - - ; Physical functioning (n=3)A, (n=10)°
Postmenopausal: >12 12 (60.0) *Abdominal cramps (n=1)8 *Vaginal itching (n=2)A « Change bedding (n=1)*, (n=1)® N , VA 1B
hs of h *Dizziness (n=2)A, (n=3)B *Burning micturition (painful urination; ane cing . . *Ability to exercise (n=3)", (n=5)°
months ot amenorrhead “Heart palpitations (n=2)A, (n=2)® n=14) * Leisure activities (watching TV; n=1°) » General physical functioning impacts (n=3)8
Most relevant description of hot eltchy skin (n=1)A, (n=2)8 *Frequent urination/UTI (n=1)A *Reduced stamina (n=2)"
flashes experienced over the past 7 *Restless legs (n=1)i i *Increased blood DFETUFE (n=1) Social wellbeing (n=12)* , (n=9)8 Cognitive functioning (n=6)*, (n=9)8
0 *Hair changes (n=3)", (n=2) *Ringing in ears (n=1) ,
days, n (%) « Hair loss (n=3)A, (n=1)8 *Dry eyes (n=1)A *Social interactions and activities (n=6)*, (n=9)8 *Reduced concentration (n=4)", (n=8)°
No hot flashes 5 (25.0) « Hair growth (n=1)A «Acne (n=1)A * Limited/restricted socialising (n=2), (n=6)8 * Poor memory (n=5)4, (n=5)°®
) - 5 onc . i -/1\B
Mild hot flashes only: 6 (30.0) *Discomfort (n=3)", (n=2)8 *Breast tenderness (n=1)" * Disrupted social activities (n=5)%, (n=2)° Brain fog (n=4) .
Feeling of heat without *Headache/migraine (n=7)A, (n=1)8 *Bloating (n=1)” * Quality of relationships (n=9)#, (n=3)® ’ G'er'weral cognitive f:ncmomng (n=3)
*Nausea (n=3)A, (n=1)8 *Physical illness (n=1)A * Relationship with partner/romantic relationships *Vivid dreams (n=1)
sweating (n=6)A, (n=3)8 * Disorientated (n=1)8
Moderate to severe hot 9 (45.0) Key * Relationship with friends/colleagues (n=2)4, (n=2)8
flash Hot flash h > Green concepts: associated with a sleep concept or primary impact; Pink concepts: signs/symptoms * Loss of libido (n=9)A, (n=1)B
flashes: Hot Tashes that ais?c'ate‘; W't:} ° SFelep concept. s . . I + Relationship with family (n=5)A, (n=1)8
Induce SWGCITIng > n=xX: numbper or artic es/lnterV|ews reporte n, reporte In literature review; reporte In Interview. . Genera| SDCia| "'u'"u"E.’HbE‘ing impacts (r]:l}B

CONCEPT ELICITATION COGNITIVE DEBRIEFING

* Six sleep disturbance concepts associated * Most participants asked (n=18, =>84.2%) demonstrated a clear * Most participants considered the following
with menopause were identified, with all understanding of the PROMIS SD SF 8b, ISI, and SD items, including the as meaningful improvements in SD concepts:
women reporting nighttime awakenings recall period, response options and associated instructions. e Having one or two fewer night-time
(Figure 1). * All PROMIS SD SF 8b and SD items were considered relevant to most awakenings

* Impacts on HRQolL were categorized as participants’ experience (n=16, =84.2%), and most ISI items were e Reducing night-time awakening duration
primary (proximal) or secondary (distal) considered relevant to most participants’ experience (n=14, 70%; Figure by 5-30 minutes.
according to their proximity to and 2). - | P |

" : : * Clinical experts reported familiarity an
association with sleep disturbances. * A slightly smaller proportion found ISI items 1 and 3 relevant, , : , > V
, , , , o , S experience with the PRO measures and
* Symptoms commonly associated with sleep consistent with CE findings and prior research indicating that women ,
: . . , S considered each to be relevant and
disturbances included vasomotor symptoms with moderate to severe VMS typically do not report difficulties , , :
. , . , . . 12 appropriate to this population.
(VMS; hot flashes), sweating (including night initially falling asleep.

sweats) and musculoskeletal pain, though Figure 2. Relevance of PRO items

sleep  disturbances were experienced SEPTIR ) S ISI Sleep Diary
irrespective of these symptoms. ftem 1 (Restless sleep) 0 e 11 (ellfig el 16 4 o » I
NSTrucrions
* Saturation analysis indicated that the sample 2 ltem 2 (Sleep satisfaction) 20 ltem 2 (Staying asleep) 20
()] %)
size  was  sufficient to  elicit key a L) & (NEBIEATIE) S0 Z0 - ltem 3 (Early awakenings) 14 1 $ e 3 (fime fo fall asleep) 3 .I
. . ltem 4 (Difficulty falli | =
signs /symptoms and impacts. i ltem 4 (Difticulty falling asleep) . - Item 4 (Sleep pattern) 20 5
2 ltem 5 (Trouble staying asleep) 20 7] a
* Clinical experts confirmed the relevance of 2 Item 5 (Daily functioning) 20 g Item 4 (NTA frequency) 19
(E) ltem 6 (Trouble sleeping) 20 %’
concepts included in the conceptual model & ltem 7 (Slept enough) 20 ltem 6 (Noticeable) 19 i
. . . . ltem 5 (NTA duration) 18 1
(Figure 1). They also highlighted that sleep Item 8 (Sleep quality) 19 i Item 7 (Worried) 20
disturbance can occur independently of VMS 0 5 10 15 20 0 5 10 15 20 o 5 10 15 20
(ho-r ﬂCISheS) Clnd can direc’rly IeCICI to Number of participants (N=20) Number of participants (N=20) Number of participants (N=20)
Relevant Unclear B Not relevant B Not asked

secondary impacts, with primary impacts not

* Participants were not asked about the relevance of items 1 (time to bed), 6 (time woke up) and 7 (time got up) as each would be relevant to all individuals irrespective of sleep disturbances.
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