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Summary

Immune thrombocytopenia (ITP) is an acquired immune-mediated disor-

der. Bleeding is the primary symptom that presents in varying severities.

ITP has a negative impact on health-related quality of life (HRQoL). The

ITP Life Quality Index (ILQI) was developed as a 10-item patient-reported

outcome measure to assess impact on HRQoL in ITP. The objective of the

present study was to confirm the content validity of the ILQI with a quali-

tative interview study in the UK involving 15 adult participants with ITP.

Combined concept elicitation (CE) and cognitive debriefing (CD) inter-

views were conducted to explore the symptoms and impacts associated with

ITP and confirm content validity of the draft ILQI. The CE phase elicited

14 ITP symptom concepts, including: bruising (all 15 patients, 100%), fati-

gue (14, 93�3%) and bleeding gums/blood blisters (13, 86�7%). Impacts

included decreased ability to participate in sport (all 15 patients, 100%)

and anxiety (12, 80%). The CD phase resulted in an adjustment to the

ILQI recall period from 1 week to ‘the past month’. Updates were made to

improve relevance and response options. The qualitative interviews support

the content validity of the ILQI and confirm that the concepts assessed are

relevant and consistently understood and interpreted by adult patients with

ITP.

Keywords: qualitative, Immune thrombocytopenia, HRQoL, content valid-

ity, ILQI.

Introduction

Immune thrombocytopenia (ITP) is an acquired immune-

mediated disorder characterised by isolated thrombocytope-

nia defined as a peripheral blood platelet count of

<100 9 109/l.1 ITP is considered a rare disease, diagnosed

primarily by excluding other causes of thrombocytopenia.

ITP is caused by immunological destruction of otherwise

normal platelets and impairment of platelet production, most

commonly occurring in response to an unknown stimulus.

ITP may occur in isolation (primary ITP) or in association

with other disorders (secondary ITP). Recent data suggest

that the incidence in adults is approximately equal in both

sexes, except in the mid-adult years (20–30 years of age),

when the disease is more prevalent in women.2,3 The UK

incidence of adult ITP is estimated to be ~120/year and

3000–3500 people are affected at any one time in England

and Wales.4

Bleeding is the primary symptom experienced by patients

with ITP. However, bleeding can present in various severities

from mild bruising and mucosal bleeding to severe haemor-

rhage.5 Symptoms of ITP can lead to negative impacts on a
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patient’s daily life.2,6 Fatigue, as well as fear of bleeding7 may

cause interference with the ability to work, resulting in emo-

tional and financial impacts.6,8 While the significant impact

of ITP on patient’s health-related quality of life (HRQoL)

has been recognised, there is little qualitative evidence report-

ing the patient experience of ITP within the published litera-

ture.7–10

Clinical assessment of ITP severity often focusses on plate-

let count and risk of bleeding, yet ITP is known to impact

the patient’s HRQoL and fatigue.6 Patients with ITP who do

not bleed with low platelet counts or have sufficient counts

to prevent frequent bleeding may still experience significantly

impaired HRQoL due to factors such as altered body image

or fear of bleeding.7 Despite the significant impairments

experienced by the patient, existing tools designed to assess

HRQoL in individuals with ITP are lengthy and therefore

difficult for use in clinical practice.8 Consequently, a draft

patient-reported outcome (PRO) questionnaire, the ITP Life

Quality Index (ILQI) was developed to assess the impact of

ITP on patients and aid discussion between patients and

physicians and inform treatment decisions. The ILQI was ini-

tially developed by clinical experts in the field of ITP and the

format of the items and response options was based on the

Dermatology Quality of Life Index (DLQI).11 Although the

ILQI was developed based on this existing, well-established

questionnaire, no patients were involved in the development

of the instrument, as it was initially only intended to be used

as a draft measure and introduced into clinical practice for

pilot testing. However, it was soon acknowledged that there

was an unmet need to assess HRQoL in patients with ITP

and therefore, a more rigorous process was required to

ensure the ILQI was developed according to best practice

guidelines. Consequently, interviews with adult patients with

ITP were proposed to confirm the content validity of the

questionnaire.

The aim of the present study was to conduct qualitative

patient interviews to confirm the content validity and refine

the initial version of ILQI for inclusion in an international

online survey.9,10 The interviews aimed to qualitatively

explore the concepts relevant to patients with ITP, to ensure

that the ILQI includes all concepts relevant to patients with

ITP, and that these concepts are asked in a way that is

understandable and are interpreted consistently by patients

with ITP.

Methods

Before conducting the patient interviews, a brief literature

review was conducted to gain an understanding of the dis-

ease experience of adult patients with ITP, specifically the

symptoms, impacts and treatments, and used to inform the

content of the interviews. To supplement the literature

search, information was also collected from three ITP-

specific online patient forums/blogs, which gave insights

from adult patients living with ITP. The review of published

literature led to the identification of key ITP symptoms

including fatigue, bleeding, bruising, menstrual symptoms,

nerve pain and feeling generally unwell. ITP impacts identi-

fied included physical impacts, impacts on daily activities,

emotional impact, impact on work/education, social impact

and impact on reproductive health. These findings were used

to inform the development of a draft conceptual model and

to inform the content of the interview guide. The conceptual

model was then updated iteratively to include both the find-

ings from the literature review and the findings from the

patient interviews, to provide a visual representation of the

ITP disease experience, derived from multiple sources

(Fig 1).

The literature review was followed by a qualitative inter-

view study with 15 adult patients with ITP recruited from

Fig 1. Conceptual model of the immune thrombocytopenia (ITP) disease experience.
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the UK. Interviews were conducted via telephone and lasted

~60 min, with both concept elicitation and cognitive debrief-

ing portions. The interviews aimed to explore the symptoms

associated with ITP to gain an in-depth understanding of the

ITP disease experience and impacts associated with ITP to

confirm the content validity of the ILQI. Interviews were

conducted over two rounds, with 11 patients in the first

round and four patients in the second round, to allow for

interim analysis and any adaptations to the interview guide

or ILQI where needed based on patient responses. A sample

of 15 patients was considered sufficient for conceptual satu-

ration. Ethics approval was obtained from an independent

ethics board, Salus Institutional Review Board (approval code

NO8027A) and all patients provided written informed con-

sent before participating in the interview. Before the inter-

views, patients were sent the ILQI via post or e-mail for

reference during the interviews.

The ILQI is intended for use in adult patients with ITP

across a range of disease severity levels. Therefore, to be eligi-

ble for the study participants were aged ≥18 years, diagnosed

with ITP, able to read and speak fluently in the English lan-

guage and have access to a telephone. Quotas were used to

ensure patients were recruited with a range of demographic

and clinical characteristics. Participants were recruited from

the UK ITP Support Association via an advertisement that

interested participants had to actively respond to on a volun-

tary basis. Potential participants were provided with informa-

tion outlining the study requirements. To ensure protection

of personal data participants were assigned a unique identifi-

cation (ID) number to ensure confidentiality; the ID number

included current age of patient-gender-age at diagnosis, e.g.

73-F-65.

All interviews were conducted by trained qualitative inter-

viewers using a semi-structured interview guide. During the

concept elicitation phase of the interview, participants were

asked a series of broad, open-ended questions designed to

elicit information regarding one the symptoms, two the

impacts and three the treatments experienced as a result of

their ITP. Questions were designed not to lead participants

in their responses and allow participants the opportunity to

mention symptoms spontaneously. Following this, partici-

pants were asked more focussed questions designed to probe

on concepts that they may not have mentioned during the

interview, such as how ITP affected participants emotionally

and socially. This ensured that all study objectives were met,

and all study questions were answered, thus identifying the

concepts that are most important to patients and the lan-

guage patients used when talking about these concepts.

During the cognitive debriefing phase of the interview,

participants were asked to complete the draft ILQI, using a

‘think-aloud’ exercise that involved the participants speaking

aloud their thoughts as they read the instructions and each

item and selected a response for each item. Participants were

asked detailed questions regarding their understanding and

relevance of each item, instruction and response options.

Participants were also asked to comment on the wording of

the ILQI and suggest alternative wording and to assess

whether any key concepts were missing from the instrument,

or any concepts were redundant.

All interviews were audio-recorded and transcribed verba-

tim for the purposes of analysis. Qualitative analysis was

conducted using Atlas.ti software.12 Transcripts were

assessed, coded and analysed by two researchers to ensure

consistency. Thematic analysis methods were used, whereby

sections of the transcripts for individual participants (i.e.

quotes) were assigned codes reflective of the underlying con-

cepts.13–15 A coding scheme was developed based on the

topics discussed in the interview guide with codes assigned

to each interview transcript differentiating between sponta-

neously elicited concepts (i.e. those concepts that the patient

mentioned during the open-ended discussion) and concepts

discussed only when probed (i.e. those concepts that the

patient reported to be important but only when asked

directly by the interviewer). The interview findings were

assessed for confirmation of conceptual saturation.

Results

Of the 15 participants interviewed, most were female (10)

and the sample had a mean (range) age of 51�3 (23–73) years
and most were White Caucasian (14) (Table I). Participants

had a range of educational levels, with just over half (eight)

having an undergraduate or bachelor’s degree. Most of the

participants were working full or part time at the time of

their involvement in the study (nine) and were in ‘Good’

general health (eight; according to a single item assessing

general health). Participants received their ITP diagnosis at

an mean (range) age of 40�9 (21–70) years, the mean disease

duration was 10 years, and for the majority it took several

months to receive a diagnosis (nine). Participants expressed

a range of views in terms of how easy it was for them to

receive their diagnosis of ITP.

Concept elicitation results

Symptoms. From the concept elicitation phase of the inter-

views a total of 13 symptom concepts were elicited including

bruising (15 patients, 100%), fatigue (14, 93�3%) and bleed-

ing from gums/blood blisters (13, 86�7%). Supplementary

Table SI presents an overview of the six most reported symp-

toms, along with illustrative quotes. Other symptoms

reported by one patient each included: brain bleed, eye bleed,

broken blood vessels, blood clots, extreme pain, migraine

and stomach upset. The symptoms of nerve pain and feeling

unwell were identified from the review of patient blogs and

published literature respectively but were not confirmed by

participants in the qualitative interviews.

The concept elicitation phase of the interview also elicited

several different impacts reported by individuals with ITP.

The most reported impacts included decreased or total lack

Content Validity of the ILQI
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of ability to participate in sport (15 patients, 100%), anxiety

(12, 80%) and having to avoid non-sporting activities (11,

73�3%). A summary of the impacts reported during the

interviews and the most frequently reported aspect of each

impact, with illustrative patient quotes are presented in Sup-

plementary Table SII.

The evidence elicited from the literature review, including

review of patient forums/blogs, and concept elicitation phase

of the interviews was used to develop a conceptual model of

the ITP disease experience (Fig 1).

Cognitive debriefing results

When analysing the cognitive debriefing part of the inter-

view, codes were developed to assess the patient level of

understanding and relevance of each item of the ILQI. Par-

ticipants were asked to report any changes they would make

to the ILQI items to improve clarity and asked if they

thought anything was missing or whether they felt any items

were not relevant to their ITP disease experience.

All participants (15, 100%) confirmed their understanding

of the ILQI instructions and added that the clear instructions

enabled them to complete the ILQI independently. The draft

ILQI had a recall period of 1 week, 13 participants (86�7%)

reported that a recall period of 1 week was not appropriate,

as their ITP disease experience did not change on a weekly

basis or that they did not participate in the activities listed in

the ILQI on a weekly basis. Following this feedback, the

recall period for the ILQI was increased to ‘the past month’.

‘For me personally, it would be – it would make more

sense if it was over the period of a month.’ (64-M-62)

The response options included in the draft ILQI were:

‘Never’, ‘Sometimes’, ‘More than half the time’ and ‘All the

time’. A total of 10 (66�7%) participants found the draft

response options appropriate, while five (33�5%) suggested

making a change to the response options. Suggested changes

included: changing to a ‘0–10 numeric rating scale’ for all

items, changing ‘more than half the time’ to ‘half the time’

and removing ‘more than half the time’ completely. How-

ever, all participants were able to use the existing response

options to select an appropriate response and thus they were

retained without changes. The final four interviews con-

firmed that participants were able to understand and use the

response options to select an appropriate response.

‘“More than half the time” maybe I would just change,

because “never”, “sometimes”, and “all the time” is fine,

but “more than half the time”, I can’t see that that works,

really. . .I think just “never”, “sometimes”, or “all the

time”, because those are the three options.’ (59-F-32)

The level of understanding and perceived relevance associ-

ated with each item on the draft ILQI is presented in

Table II, along with recommendations for rewording of the

items and the proposed updated item wording.

After analysis of the qualitative interviews, the results were

presented to a steering committee which included ITP clini-

cal experts (three) as well as ITP patient representatives

(two). The steering committee made a number of suggestions

Table I. Overview of demographic and clinical characteristics.

Demographic and clinical characteristics Value

Number of particpants 15

Sex, n (%)

Female 10 (66�7)
Male 5 (33�3)

Age, years

Mean (range) 51 (23–73)

Median 59

<30 years, n 3

30–39 years, n 2

40–49 years, n 1

50–59 years, n 2

60–69 years, n 5

>70 years, n 2

Highest level of education, n (%)

Did not complete high school 1 (6�7)
Completed high school/secondary school 3 (20)

Completed further education/college 1 (6�7)
Undergraduate or bachelor’s degree 8 (53�3)
Postgraduate degree 2 (13�3)

Work status, n (%)

Working full or part time 9 (60)

Retired 4 (26�7)
Not working due to ITP 2 (13�3)

Race, n (%)

White Caucasian 14 (93�3)
Asian 1 (6�7)

General health, n (%)

Excellent 1 (6�7)
Good 8 (53�3)
Fair 5 (33�3)
Poor 1 (6�7)

Age at ITP diagnosis, years

Mean (range) 41 (21–70)

Median 37

Disease duration, years

Mean (range) 10 (1–38)

Median 9

Diagnosed <5 years 6

Diagnosed 5–10 years 5

Diagnosed >10 years 4

Time to receive diagnosis, n (%)

Days 3 (20)

Weeks 3 (20)

Months 9 (60)

How easy was it to receive a diagnosis? n, (%)

Very easy 4 (26�7)
Somewhat easy 5 (33�3)
Neither easy nor difficult 1 (6�7)
Somewhat difficult 3 (20)

Very difficult 2 (13�3)

N. Cooper et al.
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for further updates to the instrument including the use of

past tense language throughout the ILQI, adding an addi-

tional response option of ‘I am not currently working/study-

ing due to other reasons’ being added to items 1 (impact on

your working life) and 2 (impact on your ability to concen-

trate on everyday tasks), changing the wording of item 7 to

‘undertaking of daily tasks’ and rewording item 8 to ‘ability

to support people close to you’.

After these updates a final version of the ILQI was created

for inclusion in a multi-country, cross-sectional survey: the

ITP World Impact Survey (I-WISh).9,10,16 This ILQI version

contained 10 items asking patients to report the impact of

their ITP on their HRQoL over the past month.

Discussion

The aim of the present study was to elicit qualitative insights

into the patient experience of ITP, understand the impact

ITP has on patient’s HRQoL, and confirm the content valid-

ity of the ILQI. The results of the qualitative interviews pro-

vided in-depth insights into the patient experience of ITP,

allowing a gap in the current published literature to be

addressed. The information gained from the present study

allowed the patient perspective of living with ITP to be thor-

oughly explored and the symptoms and impacts that are

considered most important to patients to be confirmed, lead-

ing to further understanding of the ITP disease experience.

This evidence supports the content validity of the ILQI and

confirms that the concepts assessed in the ILQI are relevant

to patients and patients consistently understood the ILQI

items. This research also contributes to further understanding

the ITP disease experience from the patient perspective.

While the patient feedback largely supported the content of

the draft ILQI, with participants confirming the relevance of

the concepts assessed by the ILQI, certain aspects of the instru-

ment were updated to ensure it is fully patient-centric and

reflects the patient experience. Such updates included extending

the recall period from 1 week to 1 month and adding ‘not

applicable’ options to certain items. While guidance for the

development of PRO instruments suggests shorter recall peri-

ods are preferable to avoid recall bias,17 it also states that they

should be appropriate for the condition of interest. It is for this

reason that the recall period for the ILQI was extended to

1 month as participants reported that 1 week would not be a

sufficient length of time to see any changes in their ITP symp-

toms and thus the impacts these have on their HRQoL. The

wording of two items [Item 6 (impact on everyday tasks) and

Item 7 (impact on caring for loved ones)] was also updated to

more accurately reflect the patient experience to ensure the ver-

sion of the ILQI that resulted from the qualitative interviews

was as patient-centric as possible. The item asking about the

impact on sex life was reported to be less relevant than other

items, possibly due to the personal nature of the concept, and

subsequently, a ‘not applicable/prefer not to say’ response

option was added to reduce the potential for missing data.

While participants in this qualitative interview study found the

impact on sex life to be a less relevant impact, literature suggests

that patients with ITP experience a negative impact on sexual

activities, including reduced libido and bruising and bleeding

during intercourse,18 therefore it was retained as an important

concept to assess in the ILQI with the additional response

option. While participants in the interviews did also report con-

cepts such as emotional impacts and impacts on sleep, these

concepts were not included in the ILQI, due to being consid-

ered more distal concepts and to prevent the ILQI from becom-

ing too long and burdensome for patients. Even without the

addition of these concepts, participants in the interviews felt the

ILQI sufficiently assessed their ITP disease experience.

Currently there is a lack of awareness of the full impact of

ITP on patients, leading to inconsistency of routine care of

patients with ITP. It is hoped that adoption of the ILQI in

routine care will improve consistency of patient-centric

decision-making, leading to better outcomes for all patients

and particularly those without bleeding who experience a

high degree of morbidity.

While the present study has many strengths, such as gain-

ing direct patient input on the experience of living with ITP

and the contents of the ILQI, there are limitations that

should be acknowledged. While considered an appropriate

sample size for a qualitative research study,19 all patients

were in the UK and the majority were White Caucasian with

a mean age of 51 years, suggesting that there was a lack of

diversity in the sample and there needs to be caution when

applying these findings to the general ITP population. Also,

all patients were recruited from a patient support association

and volunteered to participate, which could suggest they are

more knowledgeable about ITP than other patients and could

have a greater severity of disease experience than others.

These factors may suggest that the sample is not representa-

tive of the general ITP population. To enable the work to be

generalised to a wider population, future validation studies

should include participants from across a geographical spec-

trum, from different countries and cultures. While partici-

pants were recruited via the UK ITP Support Association,

specific clinician-confirmed diagnosis was not sought prior

to their study participation. Again, future studies would ben-

efit from this additional level of disease confirmation and

data relating to treatments received. It should also be

acknowledged that the participants had a relatively high edu-

cation level (66�6% had a degree and only one patient did

not complete high school), which is not necessarily represen-

tative of the general population seen in clinic. Also, future

studies would benefit from having a large sample size in

round two, for the testing of the changes made to the items.

In this sample, most participants understood all items,

regardless of education level. It should also be noted that

current testing of the ILQI has been limited to paper versions

of the instrument, therefore, further testing would be

required to support the use of any future electronic or digital

versions of the questionnaire.

Content Validity of the ILQI
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While patient input is a key aspect of the PRO develop-

ment process, it is also acknowledged that it would be bene-

ficial to obtain feedback from clinicians in terms of how the

ILQI can be implemented in clinical practice and the poten-

tial benefits of this.

The content validity of the ILQI has been explored via the

conduct of a review of published literature and patient forums,

and blog and qualitative interviews with individuals with ITP.

As a next step it will be important to assess the psychometric

properties of the instrument. The ILQI was included in a multi-

country cross-sectional survey (I-WISh), where the psychomet-

ric properties of the instrument and the severity of HRQoL

impairment in this population will be reported. The psychome-

tric properties of the ILQI have been confirmed using data from

the I-WISh data and the English version of the ILQI has both

content validity and psychometric validity and is an appropriate

PRO to be used in clinical practice.

The present study contributes to the understanding of the

patient experience of ITP, specifically the impact it has on a

patient’s HRQoL. This valuable insight not only led to a bet-

ter understanding of the ITP disease experience, but also the

further development of the ILQI as a tool for monitoring

ITP and the impact it has on patients in routine clinical

practice. It is hoped that cross-cultural implementation of

the ILQI will lead to more consistency of treatment in clini-

cal practice and better outcomes for patients with ITP.
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