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BACKGROUND = OBJECTIVES

> The menopause transition reflects the natural decline of follicular estrogen production, > To obtain in-depth insights into the experience of VMS, including exploration of associated signs, symptoms and impacts of VMS on HRQoL.
resulting in a postmenopausal state with low estradiol levels and permanent absence of > To evaluate the content validity of the Hot Flash Daily Diary (HFDD), PROMIS Sleep Disturbance Short Form 8b (PROMIS SD SF 8b),® and Menopause-Specific
menstruation.! Menopause can also be induced by medical intervention (e.g., adjuvant Quality of Life (MENQOL)Y’ questionnaires, and to determine whether the wording of instructions, definitions, and items are consistently understood, and
endocrine therapy [AET]) resulting in a sudden drop of estrogen levels.? adequately assess concepts of interest.

> Vasomotor symptoms (VMS) , commonly referred to as hot flashes, are the leading cause > To obtain preliminary insights regarding the degree of change in scores on the HFDD that participants consider to be meaningful.

for seeking medical attention during this phase of a woman’s life3 and can have significant

impacts on health-related quality of life (HRQolL), including sleep and emotional METHODS '@

wellbeing.#®78 VMS are therefore considered a patient priority for treatment and there is

a growing focus on the development of pharmacological and non-pharmacological > Twenty participants experiencing moderate to severe hot flashes (N=20) were recruited from four TaPlel.Description of PROs
treatments. 910 geographically diverse locations in the US (California, lllinois, Maryland, Missouri), including n=10
> Clinical-outcome assessments (COAs) are used in VMS clinical trials to assess treatment postmenopausal women (hereafter referred to as ‘PM participants’) and n=10 women treated with AET | "FPP the :\ffn[i)r:;atg':;’ecs‘lr;':’;e;i‘r"ntb"(‘;'rcsfd;'i'l‘;(”r;‘;:j”;?agte
benefit and support regulatory product labelling claims. To be considered “fit for (hereafter referred to as ‘AET participants’). and severe hot flashes experienced during the night
purpose”, COAs must demonstrate evidence supporting content validity in the specific > Semi-structured, qualitative concept elicitation and cognitive interviews were conducted in line with and during the day, to assess the number of night-
with the target population, to identify relevant concepts of interest and demonstrate to elicit cqncgpts relfated t{o ’Fhe VMS ’experignce. Pa.rticipants then con-wpleted the PROs (see Table 1 for ROMIS SD | The PROMIS SD SF 8b s an B-term mstrament that
understanding and the adequate assessment of concepts through COAs.11-14 PRO descriptions) using a ‘think aloud’ technique, with follow-up questions to assess the content validity | gg gp1s assesses sleep disturbances over the past 7 days.
> To date there is little published qualitative evidence documenting the experience of VMS of each PRO including questions on item understanding and relevance, and what would constitute a [ pmenqoLi” | The MENQOL is a 29-item instrument that assesses
from the perspective of women and limited evidence supporting the content validity of meaningful change in the frequency of hot flashes as a result of hypothetically assumed treatment the presence and degree of bothersomeness of
. . . . : | sympt d the impacts on HRQoL i
patient-reported outcomes (PROs) for this specific population.t> efficacy. Ezn:aZilis:eskYmp oM ane e impacts o FE=et i

> Verbatim interview transcripts were qualitatively analysed in Atlas.ti using framework analysis methods.

AR RESULTS

Sample characteristics Concept elicitation

> The key demographic and clinical characteristics are provided in > Sixteen symptoms relevant to VMS (hot flashes) were identified. Associated key symptoms included sweating, cold sweats/chills, and tiredness/fatigue. VMS (hot flashes) were
Table 2. reported to impact HRQoL, including impacts on sleep, emotional wellbeing, social wellbeing, activities of daily living (ADL), work/education, physical and cognitive functioning.

> The presentation and experience of VMS (hot flashes) and associated key symptoms, including the frequency, duration, and/or severity, was broadly similar across the PM and AET
Table 2. Demographic and clinical characteristics of participants participants.

Demographic and clinical characteristics PM AET Total > Concept saturation was considered achieved for the key symptoms and impacts of relevance to this population.
> Results from the concept elicitation interviews were used to refine the draft conceptual model, preliminarily developed using the qualitative literature review conducted
previously (see Figure 1).2°

participants participants (N=20)
(n=10) (n=10)

Age in years, mean (min, max) 56.7 46.2 51.5
(46, 64) (26, 58) (26, 64) Figure 1. Refined conceptual model for assessment of VMS (hot flashes)
Ethnicity, n (%)

Non-Hispanic or Non-Latino | 5 (50.0%) 8 (80.0%) 13 (65.0%) |~> IMPACTS ON HRQOL -> VMS COPING MECHANISMS
Hispanic or Latino 5 (50.0%) 2 (20.0%) 7 (35.0%) ASSOCIATED KEY SYMPTOMS * Cool down (n=18)
| Social wellbei

VMS (hot flashes) (n=24)", (n=20)"

* Fan
* Opening windows

White 5 (50.0%) 5 (50.0%) 10 (50.0%) * Cold sweats/chills (n=4)*, (n=18)® * Night-time awakenings (n=10)%, (n=15 * Awakening unrested (n=4)* * Disrupted social activities (n=6)*, (n=14)° « Air conditioning
Black/African American | 4 (40.0%) 3 (30.0%) 7 (35.0%) * Difficulty falling asleep (n=7)", (n= ”"’ * Needing more sleep/naps (n=4)%, (n=2)°  « Quality of relationships (n=13)%, (n=10)® + Cold pack/wet cloth
* Reduced sleep quality (n=7)%, (n=6)° * Awakening early (n=2)" : g ¢

* Removing bedding
* Showering

Menopausal status, n (%)

Reduced sleep quantity (n=8)2, (n=5)% * Light sleep (n=1)"
Insomnia (n=8)~ (n=2)"

. . * Headache (n=9)" (n=7)% * Dry skin (n=5)" * Diet adjustments (n=11)
Pre.menopausa| N/A 3 (3004)) 3 (150/)) * Dizziness (n 3)-%, (n: ,1)8 « Stiffness (n=4.):- * Increased exercise (n=4)
Perimenopausal N/A 2 (20.0%) 2 (10.0%) * Weight gain (n=10)*, (n=3)" * Hair loss (n=3)* Emotional wellbeing * Napkins/towels for sweating (n=3)
Postmenopausal | 10 (100%) 4 (40.0%) 14 (70.0%) * Nausea (n=9)’, ('1;3)5 . Frec.luen.t U"ination/U;rl (n=2)" » Angry/irritated (n=12)*, (n=8)° * Sense of self (n=7)" * Lack of initiative/interest (n=3)" : S”””’?”“’”“ (n=2)
Unknown N/A 1(10.0%) 1 (5.0%) * Dehydrated (n=3) 5 * Vaginal itching (n={) « Frustrated/impatient (n=5)4, (n=8)° * Decreased confidence (n=4)" * Crying spells/tearful (n=2)" Gilmies's fMerl
Duration experiencing hot flashes, n (%) o In.c'.reawd_hfau rax:. (n=2) . Osteopc?roscs (n=2) « Anxious/nervous/afraid (n=10)% (n=7)® * Feeling old (n=3)" « Emotionally sensitive (n=2)* . Iakmg. t)fa»éks §n 1)
* Pain (n=12)%, (n=2)* * Itchy skin (n=2)" A - : : _1\A : A * Emotional coping (n=1)
6 4 (40.0% 8 (80.0% 12 (60.0% , * Embarrassed (n=3)4 (n=7)® Feeling less attractive (n=1) * Phobias (n=1)
<b years ( . 0) ( . 0) ( . °) « Appetite changes (n=3)% (n=1*)°% * Cramps (n=2%)" A - : “11A
6-10years | 6 (60.0% 1(10.0%) | 7(35.0%) A (n=1%)® ing (a2 LM MO B (0= 00)  DOSYRes )
Y . ° ’ oo o ° * Weak (”_:3) , (n=1%) _ . . Bloatm.g (n=2%) . * Mood swings (n=8)A, (n=4)° * Loss of femininity (n=1)" Physical functioning Concept classification
>10 years 0 (0/)) 1 (10-04) 1 (5-04) ‘ Pu?momtfn-v ulllfﬁ/f-.i’;\sall()ﬂ (N=1)" o Drov:vs'“.ess (n=1 ‘) ) * Wanting to be alone (n=2)*, (n=1)° * Feeling inadequate (n=1)" - —— == 8 > n= Number of participants reported during
- E‘“”f"" vision (n=1%) * Obstipation (n=1*)" * Feeling vulnerable (n=1)" *. Ability o Gxe’thr (']:5).." (n=6) VMS qualitative interview or number of
* Feeling shaky (n=1*)° * Flatulence (n=1*)" * Reduced stamina (n=1) articles reported in literature review.
* Light sensitivity (n=1*)° * Diarrhoea (n=1*)" > Orange concepts were associated with
“I wake up and I’'m sweating. | can’t sleep good. | have to turn the fan, open - ‘llOSS °f|'::"d° (“=(12)1"‘1)A * Arm edema (n=1*)" Activities of daily living Work/education Cognitive functioning \(:N;Sit':tt'h: f:t";e“i‘:\is'"e'a‘"'e or VMS
. ” . ¢ Vaginal dryness (n= I:J-Nl v .
the window (PM parthIpant) * Reluctance to leave house (n=11)°% * Needing breaks (n=1)%, (n=10)® * Reduced concentration (n=5)% (n=4)% } ;md:cta.te.rscotncepts.\?rhlc:g;'ere're_pc:;ted
artcipants receivin onlyinthe
* Dressing/changing clothes (n=6)*, (n=10)® * Reduced productivity {n=4)*, (n=5)® - pOC{' memaory iﬂ* 6)*, (n=1*)® Iitye‘r)aturer:aeviewordurigngVMS:ualitative
* Household tasks (n=2)4, (n=4)° * Mood while at work (n=1)*, (n=3)® * Brain fog (n=1%) Interviews.
« Eating/drinking (n=3)% * Missed hours (n=2)4 >  Dark blue concepts were reported to be
“There’s probably not a day that goes by that | don’t have some type of hot flash... | would probably say that | have more than + Driving (n=3)® associated with postmenopause and AET
five, upwards of like maybe seven hot flashes a day.” (AET participant) * Clumsiness (n=2)* but no evidence was available on whether
they were related to VMS.
A reported in literature review.
8 reported in VMS qualitative interviews.

Cognitive interviews

Understanding Relevance
> Most participants asked demonstrated a clear understanding of the HFDD (286.7%), PROMIS SD SF 8b > All HFDD items were considered relevant to over half of all participants asked (255.6%; Figure 2).
(100%) and MENQOL (295.0%) items including the recall period, response options and associated > Most participants (285.0%) found each PROMIS SD SF 8b item relevant to their experience (Figure 3).

instructions. > Majority of MENQOL items were considered relevant to the participants asked (255.0%), with the exception of five items that were less
relevant to participants asked (Figure 4). Most of these five items were within the MENQOL Physical Domain (items 11-26), where it is
Figure 2. Overview of relevance of the HFDD Figure 4. Overview of relevance of the MENQOL plausible that individual PM and AET participants only experience a subset of the physical symptoms described for menopausal women
: 19
instruction 1 tem 1 (HOT FLASHES) = w Ingeneral
Number of times woken ltem 2 (NIGHT SWEATS) > No notable differences in findings were observed between PM and AET-treated women.
. ltem 3 (SWEATING)
& HFs experienced
€ Q , Item 4 (DISSATISFACTION .
5 C Number of mild HFs L € (ItemS(ANXIOUS; Meaningful Change
I . . ° ) .
= N“T\l‘berb"fm?derate :ES ——— C———— item 6 (POOR MEMORY) o o > A reduction of one moderate or one severe hot flash within a 24-hour period, as assessed by the HFDD, was considered to be a
umber of severe HFs : : . :
HF sleep disturbance Item 7 (ACCOMPLISHING LESS) meaningful improvement from treatment to most participants asked (>80.0%; Figures 5 and 6).
. Item 8 (DEPRESSED)
nstruction 1 — i item 9 (IMPATIENT) , , . : : ;
%D 8 HFs experienced 19 1] ltem 10 (BEING ALONE) ISV Figure 5. Meaningful change for moderate hot flashes in 24hrs Figure 6. Meaningful change for severe hot flashes in 24hrs
§ o Number of mild HFs 15 3 2 ltem 11 (FLATULENCE) - 10 - S 1ess B T 10 - T e
7 Number of moderate HFs 17 WE jtem 12 (MUSCLE/JOINT ACHE) 82 9 - e 2 AR (n=11) (n=2)
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= 18 )] e 7 - S 7 -
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Number of participants (N=20) g ltem 16 (PHYSICAL STRENGTH) ST E 0 5 - o o 5 %D 5 4
M Relevant M Notrelevant M Unclear M Not asked S ltem 17 (STAMINA) - | ° T g ] : : o &5 g ] I
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' - 12 8 £E2 =
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2 ltem 23 (BLOATED) T A G G T T T RO O O O T i T T T R RO O O SRS R SR SR SR (R (R R R IR
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o0 ltem 24 (LOW BACKACHE) I SS Q¥ @Q @ @ & @Q(/\QQ\Q QY QTATAT Q¥ AV AT AT AR N 3 N 3 RN W AT T N 3
4 Item 4 (Difficulty falling asleep) item 25 (FREQUENT URINATION) v S Lol SO N N A A A o o
2 Item 5 (Trouble staying asleep) 18 11 ltem 26 (INVOLUNTARY URINATION) Participant (n=19/20)* Participant (n=13/20)**
§ ltem 6 (Trouble sleeping) Item 27 (SEXUAL DESIRE) I - e Moderate hot flash in 24hrs v Meaningful improvement * Severe hot flash in 24hrs v Meaningful improvement
.9 10 1
2 ltem 7 (Slept enough) “ Item 28 (VAGlNAL DRYNESS) *n=1 participant reported that a reduction of two moderate hot flashes would be meaningful to her but did not report how many moderate hot flashes this would be reduced from when thinking about a previous 24-hour period. **n=6 participants reported that a reduction of
o ) ltem 29 (AVOlDlNG INT”VIACY) 12 7 1 one severe hot flash would be meaningful to them but did not report how many severe hot flashes this would be reduced from when thinking about a previous 24-hour period. The remaining n=1 participant did not provide a response when asked.
Iltem 8 (Sleep Quality)  [EEEEEENF T
0 246 8101214161820
O 2 4 6 8 10 12 14 16 18 20

Number of participants (N=20) ) : .
Number of participants (N=20) | would probably be able to have more energy through the day, wouldn’t be waking up

so tired. Um, I'd be able to sleep better, so it would be a huge relief.” (PM participant)

“I could get rid of the hot flash, then it would be worth my time. Um, it
would probably let me accelerate to do a lot more things in a day’s

B Relevant ® Not relevant ® Unclear M Relevant B Not relevant B Unclear m Not asked time.” (AET participant)

CONCLUSIONS

> Findings provide an in-depth exploration and rich qualitative data on VMS (hot flashes), associated symptoms and impacts on HRQoL reported by women, beyond that presently available in | ¢y ¢s ¢ NS, AT and MF are Bayer and online version of the
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