Health and Quality of Life Outcomes

Research

@,

BiolVled Central

The reliability, validity, and preliminary responsiveness of the Eye

Allergy Patient Impact Questionnaire (EAPIQ)

Michael Alexander!, William Berger?, Patricia Buchholz3, John Walt#,

Caroline Burk?, Jeff Lee?, Rob Arbuckle*¢ and Linda Abetz¢

Address: 'Niagara Clinical Research, 5673 North Street, Niagara Falls, Ont L2G1J4, Canada, 2Southern California Research, 27800 Medical Center
Road, Suite 240, Mission Viejo, CA 92691, USA, 3Allergan, Inc., Ettlingen GmbH, Pforzheimer Str. 160, Ettlingen 76275, Germany, #Allergan, Inc.,
2525 Dupont Drive, Irvine, CA 92612, USA, 5CT Burk, Inc., 1337 Cerritos Drive, Laguna Beach, CA 92651, USA and ®Mapi Values Ltd, Adelphi

Mill, Grimshaw Lane, Bollington, Macclesfield, Cheshire SK10 5JB, UK

Email: Michael Alexander - doc911@cogeco.ca; William Berger - weberger@uci.edu; Patricia Buchholz - buchholz_patricia@allergan.com;

John Walt - Walt_john@allergan.com; Caroline Burk - Burk_caroline@allergan.com; Jeff Lee - Lee_jeff@allergan.com;

Rob Arbuckle* - rob.arbuckle@mapivalues.com; Linda Abetz - Linda.abetz@mapivalues.com
* Corresponding author

Published: 31 October 2005 Received: 18 August 2005
Health and Quality of Life Outcomes 2005, 3:67  doi:10.1186/1477-7525-3-67 *\ccepted: 31 October 2005
This article is available from: http://www.hqlo.com/content/3/1/67

© 2005 Alexander et al; licensee BioMed Central Ltd.

This is an Open Access article distributed under the terms of the Creative Commons Attribution License (http://creativecommons.org/licenses/by/2.0),

which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly cited.

Abstract

Background: The Eye Allergy Patient Impact Questionnaire (EAPIQ) was developed based on a
pilot study conducted in the US and focus groups with eye allergy sufferers in Europe. The purpose
of this study was to present the results of the psychometric validation of the EAPIQ.

Methods: One hundred forty six patients from two allergy clinics completed the EAPIQ twice
over a two-week period during the fall and winter allergy seasons, along with concurrent measures
of health status, work productivity, and utility. Construct validity, reliability (internal consistency
and test-retest), concurrent, known-group, and clinical validities, and responsiveness of the EAPIQ
were assessed. Known-group validity was assessed by comparing EAPIQ scale scores between
patients grouped according to their self-rating of ocular allergy severity (no symptoms, very mild,
mild, moderate, severe, very severe). Clinical validity was assessed by assessing differences in
EAPIQ scores between groups of patients rated by their clinician as non-symptomatic, mild,
moderate, and severe.

Results and Discussion: Results from the validation study suggested the deletion of 14 of 43
items (including embedded questions) that required patients to complete the percentage of time
they were troubled by something (daily activity limitations/emotional troubles). These items yielded
a significant amount of missing or inconsistent data (50%). The resulting factor analysis suggested
four domains: symptoms, daily life impact, psychosocial impact, and treatment satisfaction. When
included as separate scales, the symptom-bother and symptom-frequency scales were highly
correlated (> 0.9). As a consequence, and due to superior discriminative validity, the symptom
bother and frequency items were summed. All items met the tests for item convergent validity
(item-scale correlation = 0.4). The success rate for item discriminant validity testing was 97% (item-
scale correlation greater with own scale than with any other). The criterion for internal consistency
reliability (alpha coefficient = 0.70) was met for all EAPIQ scales (range 0.89-0.93), as was the
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criterion for test-retest reliability (intraclass correlation [ICC] = 0.70). Largely moderate
correlations between the scales of the EAPIQ and the mini Rhinoconjunctivitis Quality of Life
Questionnaire (miniRQLQ) and low correlations with the Health Utilities Index 2/3 (HUI2/3) were
indicative of satisfactory concurrent validity. The EAPIQ symptoms, Daily Life Impact, and
Psychosocial Impact scales were able to distinguish between patients differing in eye allergy
symptom severity, as rated by patients and clinicians, providing evidence of satisfactory known-
group and clinical validities, respectively. Preliminary analyses indicated the EAPIQ Symptoms, Daily
Life Impact, and Psychosocial Impact scales to be responsive to changes in eye allergies.

Conclusion: Following item reduction, construct validity, reliability, concurrent validity, known-
group validity, and preliminary responsiveness were satisfactory for the EAPIQ in this population

of ocular allergy patients.

Background

The term ocular allergy is used to describe a number of
distinct disease entities, ranging from allergic conjunctivi-
tis, a relatively mild condition, to keratoconjunctivitis, a
sight-threatening condition affecting the cornea [1]. All
could be described as atopic conditions affecting the con-
junctiva and the surrounding structures of the eye, includ-
ing the eyelids. Underlying immune mechanisms
responsible have not been clarified, but it is believed that
IgE related mast cell and eosinophil mediated inflamma-
tion leads to the release of mast cell mediators and toxic
eosinophil granule proteins and enzymes. Ocular allergy
affects approximately 15% of the world population, and
its incidence is increasing in industrialised countries [2].
Elsewhere it has been reported that approximately 20% of
the population in temperate climates suffer from allergic
rhinoconjunctivitis [3]. Patients suffering from ocular
allergy might experience such symptoms as red, itchy,
burning, swollen or dry eyes in differing degrees of sever-
ity and duration. Some patients might only be affected for
a few weeks, while others may experience symptoms con-
tinuously throughout the year. Thus, ocular allergy poten-
tially affects patients in their daily life activities, thereby
impacting their health-related quality of life (HRQoL). In
particular, people suffering from ocular allergy may be
limited in performing daily activities such as reading,
computer work, and going outside.

In order to treat patients effectively it is necessary to know
which treatments work best and which treatments
patients prefer to use. Patient reported outcomes instru-
ments can be used to determine which drugs have the
greatest effect on patient reported HRQoL, treatment sat-
isfaction, and work productivity. Given the plethora of
drugs on the market, patient reported outcomes data can
provide patients and clinicians guidance as to which treat-
ments are most beneficial for ocular allergy patients.

The EAPIQ (Appendix [see Additional file 1]), an ocular
allergy-specific questionnaire, was recently developed to
evaluate the impact of eye allergies on patient functioning

and daily activities, and to assess patient satisfaction with
treatment, for use in clinical trials. In addition, three ques-
tionnaires measuring the HRQoL of patients with ocular
allergy have been identified in the literature. They are as
follows: the Rhinoconjunctivitis Quality of Life Question-
naire (RQLQ) with standardised activities, the miniRQLQ
and the Allergic Conjunctivitis Quality of Life Question-
naire. Previous versions of the EAPIQ have been used in
studies in Europe and US, and results have been presented
as posters [4,5]. The objective of the present study was to
further validate the questionnaire by investigating the psy-
chometric properties of the EAPIQ in a sample of patients
with ocular allergies, in US and Canada.

Methods

Subjects and study design

This was an observational validation study involving
patients with ocular allergy (data collected between Octo-
ber 2002 and March 2003). There were 146 ocular allergy
patients in two allergy clinics in US and Canada. All 146
patients were administered the EAPIQ, and the two con-
current measures at baseline seven to ten days later, 79 of
these patients were administered the EAPIQ a second time
in addition to the Health Change questionnaire (for the
assessment of test retest reliability).

The patients were stratified by the clinicians into four
groups based on the severity of their symptoms based on
their clinic experience: 'no current symptoms' (n = 34),
'mild symptoms' (n = 40), 'moderate symptoms' (n = 42),
and 'severe symptoms' (n = 30).

Measures
The following measures were administered during the
study:

EAPIQ (Appendix [see Additional file 1])

A patient perspective questionnaire consisting of 49 items
developed to measure ocular allergy symptoms and their
impact on HRQolL, work productivity and treatment satis-
faction. The EAPIQ was developed at Allergan from ocular
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Table I: Purpose of psychometric tests

Property

Purpose

Item convergent validity
Item discriminant validity
Internal consistency reliability

Test-retest reliability

Floor and ceiling effects

Scale-scale correlations

Concurrent validity

Known-group validity

Clinical validity

Responsiveness

To assess an item's correlation with its own hypothesized sub-scale score (satisfied if correlation
achieved is > 0.40)

To assess whether an item considered in isolation has a higher correlation with its hypothesized scale
than with other scales in the questionnaire

To evaluate the extent to which individual items of the instrument are consistent to one another and
reflect an underlying scheme or construct (satisfied if Cronbach's alpha coefficient = 0.70 is achieved)
Assesses the extent to which the measure yields the same results in repeated applications in an
unchanged population. The intra-class correlation coefficient (ICC) was used as a measurement of test-
retest reliability, and was assessed in patients who reported their health status to be stable between
baseline (week 0) and study end (7 to 10 days later) (satisfied if an ICC coefficient = 0.70 is achieved)
Refer to a high percentage of patients scoring the lowest score possible and a high percentage of patients
achieving the highest score possible, respectively. High baseline floor or ceiling effects are indicative of a
scale that is limited in its responsiveness to clinical change. Minimal floor and ceiling effects are therefore
recommended. For the EAPIQ scales a percentage of 20% at floor or at ceiling was considered a
significant effect

To determine whether the concepts measured in the individual scales (domains) of the EAPIQ were
distinct and that none of the domains were redundant

Concurrent validity was supported if the EAPIQ sub-scales were substantially correlated (= 0.40), with
miniRQLQ sub-scales measuring similar concepts. Conversely, sub-scales measuring unrelated concepts
should be poorly correlated. As a generic measure of health status the HUI2/3 was expected to be less
strongly correlated with the EAPIQ scales

Differences in EAPIQ scores were expected among groups of patients known to differ in their patient-
evaluated health status

Clinical validity assesses the ability of scores to discriminate among groups of patients defined according
to clinical severity. Patients who have a good clinical status at baseline should score well in the
questionnaire, and patients who have a poor clinical status at baseline should score poorly
Responsiveness refers to the ability of a measure to reflect underlying change. Preliminary responsiveness
of the EAPIQ was assessed by comparing EAPIQ scores in those patients who report a change in their

health status over the two-week period. Patients who were assessed at baseline and two weeks later
were stratified by their report of worsening, no change and improvement in their 'overall health', ‘all
allergies', and 'eye allergy' symptoms, over the 7 to 10 days

allergy related questions derived from the mini Rhinocon-
junctivitis QOL Questionnaire (mini RQLQ, Juniper et
al.2000). Its structure, format, and layout was patterned
after questions from the Ocular Surface Disease Index
(OSDI, Walt et al.). The EAPIQ was presented to four
patient focus groups (n = 10 in each group) in 2001 in UK,
France, Italy and Sweden where language specific ques-
tionnaires (controlled by forward-backward translations)
were generated for non- English groups. Patients were
asked to comment on layout, structure, and clarity of
questions. Based on these focus groups, the EAPIQ was
restructured and questions were rephrased to be more
patient friendly and concise. Further validation of the
EAPIQ was conducted using the revised questionnaire at
two allergy clinics in the US and Canada (146 patients).

Of the 49 original items in the questionnaire, the 43 items
assessing symptoms (1-12), the impact of symptoms on
HRQoL (items 18-31) and treatment satisfaction (items
32-34) were included in the item reduction and psycho-
metric validation analyses. Six items assessing healthcare
resource utilisation (item 13), work status (items 14 and
15), work productivity (items 16 and 17), and activity

limitations (item 35) were not assessed in the analyses
described because they require categorical and non-Likert
type responses. Scores for the EAPIQ scales are trans-
formed to give a minimum score of 0 and a maximum
score of 100. Higher scores indicate a greater impact on
health due to worse symptoms.

Mini Rhinoconjunctivitis Quality of Life Questionnaire (miniRQLQ)

A 14-item self-administered questionnaire developed by
Elizabeth Juniper (MCSP, MSc) to measure the problems
that adults with rhinoconjunctivitis experience in their
day-to-day lives [6]. The miniRQLQ has five domains:
activity limitations, practical problems, nose symptoms,
eye symptoms and non-nose/eye symptoms.

Health Utilities Index (HUI2/3)

A health status and preference-based health-related qual-
ity of life measure suitable for use in clinical and popula-
tion studies [7]. This 17 item self-administered
questionnaire consists of seven attributes: sensation
(vision, hearing, speech), mobility, emotion, cognition,
self-care, pain, and fertility. The fertility dimension was
excluded.
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Table 2: Demographic and clinical characteristics

Characteristic n (%) or
mean
Gender n (%)
Male 34 (23.29)
Female 99 (67.81)
Missing data 13 (8.90)
Age
Mean 41.4
Standard deviation 13.3
Range 18.0-76.0
Missing data |
Ethnicity n (%)
Caucasian 114 (81.43)
African-American 2 (1.43)
Hispanic/Spanish American 10 (7.14)
Asian/Oriental/Pacific is. 6 (4.29)
Other 8 (5.71)
Missing data 6 (4.11)
Highest level of education n (%)
High school or less 5(3.62)
High school diploma 22 (15.94)
Some college 0 (0.00)
College degree 32 (23.19)
Graduate/postgraduate 47 (34.06)
Other 32 (23.19)
Missing Data 8 (5.48)
Current work status n (%)
Working (FT/PT) 102 (71.33)
Retired — ill health 4 (2.80)
Retired — age 6 (4.20)
Never in paid employment 2 (1.40)
Unemployed/searching 12 (8.39)
Other 17 (11.89)
Missing Data 3 (2.05)
Domestic situation n (%)
Living alone 15 (14.56)
Living with husband/partner 51 (49.51)
Living with children 9 (8.74)
Living with family/friends 25 (24.27)
Other 3(291)
Missing Data 43 (29.45)
Patient perceived severity of ocular allergy n (%)
| don't have eye allergy symptoms 26 (17.81)
Very mild 10 (6.85)
Mild 34 (23.29)
Moderate 42 (28.77)
Severe 26 (17.82)
Very Severe 7 (4.79)
Missing data 1 (0.68)
Currently taking dry eye medication n (%)
Yes 93 (63.40)
No 52 (35.62)
Missing data | (0.68)

Health Status Change Questionnaire-Short Form

Administered at follow up, this questionnaire use six
questions to assess the extent of any health change in the
patient 7-10 days after the baseline assessment.

http://www.hglo.com/content/3/1/67

Responses were used to categorise patients' health as 'bet-
ter', 'stable’, or 'worse' in order to assess the responsive-
ness of the EAPIQ.

Analyses

Exploratory Factor Analysis (principal components analy-
sis) with the number of factors left free was performed to
categorise each item to its respective domains. The meth-
odology used thereafter utilised the information gained
from the factor analysis. The number of factors selected
was determined by the number of factors that provided
more than a 0.5 step in eigen value, + 2 factors. Consider-
ation was also made of the number of factors with eigen
values > 1.0. Items were considered for deletion if they
loaded on two or more factors, or had a correlation of less
than 0.40 with their own factor, or had a high (> 0.70)
floor or ceiling effect (based on item-descriptive statis-
tics). However, if items were found to have substantial
face or content validity they may still be retained, regard-
less of the factor analysis results.

The EAPIQ was then assessed for the following psycho-
metric properties: item convergent validity [8,9], item dis-
criminant validity [10], internal consistency reliability
[11,12], test retest reliability [13], floor and ceiling effects,
scale-scale correlations, concurrent validity [14], known-
group validity, clinical validity and responsiveness [14],
all defined in Table 1.

Known-group validity was assessed by comparing EAPIQ
scale scores between patients grouped according to their
self-rating of ocular allergy severity. These patient-rated
severity subgroups were compared using analysis of vari-
ance (ANOVA) on baseline data. It was hypothesised that
patients in more severe groups would have worse (higher)
EAPIQ scores, with the exception of the Treatment Satis-
faction Scale.

Clinical validity was assessed by comparing EAPIQ scores
according to the clinician report of ocular allergy severity.
Severity was assessed using a single item measure that asks
clinicians to rate the patient's ocular allergy as non-symp-
tomatic, mild, moderate, or severe. Scores for non-symp-
tomatic, mild, moderate and severe groups were expected
to differ significantly from one another when compared
using the Analysis of Variance (ANOVA) test.

In a preliminary analysis of responsiveness, changes in
EAPIQ scores between baseline (week 0) and follow up
(7-10 days after baseline) were compared among groups
of patients who rated themselves as 'better', 'stable' or
'worsened' in terms of 'eye allergies', 'all allergies', and
'overall health' (as assessed using the Health Change
Questionnaire). As a disease specific measure of allergy
symptoms and wellbeing, EAPIQ scores were expected to
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Table 3: Final rotated factor pattern, Oblimin rotation method (Standardized Regression Coefficients).

Factor |: Daily Factor 2: Factor 3: Factor 4:
Life Impact Psychosocial Symptoms Treatment
Impact Satisfaction

22 Troubled with concentrating on daily tasks 0.89986 -0.12534 0.01571 0.13486
26 Troubled by feeling irritable 0.82799 0.27741 -0.19979 -0.15545
25 Troubled by feeling frustrated/angry 0.62794 0.45009 -0.08244 0.04161
24 Troubled by feeling tired/fatigued 0.61900 0.01189 0.22953 0.01391
21 Troubled with sleeping 0.58228 0.19613 0.06456 -0.05398
20 Troubled with going outdoors 0.55971 0.17176 0.19318 0.08847
18 Troubled with reading 0.53845 -0.07626 0.47037 0.09245
19 Troubled with driving 0.50325 -0.03648 0.45243 0.05192
29 Troubled by feeling less attractive -0.16437 0.82591 0.26851 0.06665
30 Troubled by feeling uncomfortable in social settings 0.15673 0.80984 -0.00459 -0.12471
28 Troubled by feeling helpless 0.19658 0.70135 -0.08085 0.12504
27 Troubled by feeling embarrassed 0.00565 0.69426 0.22569 0.12197
3 Red eyes -0.09104 0.14292 0.80942 0.08124
2 Water eyes 0.10791 0.27184 0.56104 -0.13643
| Swollen / puffy 0.01604 0.36873 0.54369 -0.10554
5 Dry eyes 0.49205 -0.24760 0.51892 -0.12212
4 Itchy / burning eyes 0.46646 0.10921 0.45380 0.00162
32 Satisfaction with eye drops 0.01473 -0.00548 -0.02048 0.93682
34 Satisfaction with comfort of eye drops 0.00802 0.01457 -0.02372 0.93502
33 Satisfaction with how quickly eye drops improved 0.00569 0.04313 -0.02938 0.90542

be most sensitive to changes in 'eye allergies', and least
sensitive to changes in 'overall health'.

Changes in EAPIQ scores were defined as small, moder-
ate, or large using effect sizes (ES), as defined by Kazis
[15]. Kazis proposed that an effect size between 0.20 and
0.49 are considered small, 0.50 to 0.79 are moderate, and
0.80 or above are large. It was hypothesised that those par-
ticipants who reported an improved or worsened health
status over the two weeks would show corresponding
changes in EAPIQ scores, and those who reported an
unchanged health status would have no significant
change in their EAPIQ scores.

Statistical Analysis Software (SAS Institute Inc., Cary, NC)
was used in the factor analysis assessment, clinical and
known-group validity, and responsiveness over time.
Multi-trait Analysis Program-Revised (MAP-R) [16] soft-
ware was used for the assessment of psychometrics (inter-
nal consistency reliability, item convergent/divergent
validity, floor/ceiling effects, scale/scale correlations). A
significance level of 0.05 was used for all tests unless oth-
erwise stated.

Results

One hundred and forty six patients were recruited. Demo-
graphic and clinical characteristics for the patient popula-
tion at baseline are presented in Table 2.

Construct validity

Fourteen items in the EAPIQ asked for the percentage of
time the patients were troubled while carrying out daily
activities. Responses for these items were often missing or
were inconsistent with responses for corresponding 'level
of bother' items. Consequently, the 14 frequency of
bother items (the second part of questions 18 to 31) were
deleted. Principal Components Analysis (PCA) was then
conducted on the remaining items using Varimax, Pro-
max, and Oblimin rotation methods. Items 11 and 12
(‘'Please rate to what extent you usually suffer from eye
allergy symptoms in relation to OVERALL allergy symp-
toms' and 'How many days in the past week have you
been free from allergy symptoms', respectively) were
deleted because they did not load on any of the factors.

In addition, items 23 'Trouble with putting on/wearing
make-up' and 31 'Troubled by feeling uncomfortable in
business settings' were excluded from further analyses
because of the high frequency of missing data for these
items. The high frequency of missing data for these items
is likely due to a large number of patients (for example,
men) who do not wear makeup or who do not work. As
these two items provided important information about
patients for whom there is relevance, the items have been
retained as single items instead of being part of any scale
scores.

The relative merits of assessing symptom-bother in a scale
separate from symptom-frequency were assessed. Each of
the symptom-bother items was highly correlated to its
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Table 4: Results of tests of item convergent validity, item discriminant validity, reliability, and floor and ceiling effects for the EAPIQ

(total sample)

Item-level Scale-level Scale-level
Reliability
EAPIQ scale No. of tems ~ Convergent Discriminant Internal Test- Floor Ceiling
validity? validityb consistency retest effects effects
Range of Success rate  Success rate  Cronbach's ICC % %
correlations (%) (%) alpha
Symptoms¢ 5 0.53-0.77 100 90 0.84 0.75 1.3 0.7
Daily Life Impactc 6 0.57-0.78 100 83.3 0.88 0.84 I15.5 0.0
Psychosocial Impacte 6 0.58-0.75 100 91.7 0.88 0.85 28.2 0.0
Treatment Satisfactiond 3 0.84-0.86 100 100 0.93 0.72 1.7 0.0

2 Percentage of item-scale correlations > 0.40.

b Percentage of item-scale correlations (adjusted for overlap) higher with the item's own scale than with any other EAPIQ scale
¢ Sample size of 142 patients who completed more than half of the items in the Daily Life Impact, Psychosocial Impact and Symptoms scales.
d Sample size of |19 patients who completed more than half of the items in the Daily Life Impact, Psychosocial Impact and Symptoms and

Satisfaction scales.

corresponding symptom-frequency item (range: r = 0.85-
0.90), suggesting redundancy. Furthermore, when MAP-R
analysis was performed with the symptom-frequency and
symptom-bother items as two separate scales, the two
scales correlated very highly (r = 0.90) with each other,
again suggesting redundancy. Known-group validity test-
ing suggested the superior discriminative ability of the
symptom-frequency scale (F = 44.63 vs. 39.63). However,
when symptom-bother and -frequency items were
summed, discriminative validity was superior for the
summed measure (F = 45.29). As a result, symptom-
bother and symptom-frequency items were summed in
the scoring, reducing 10 items to five in the final factor
analysis and psychometric analyses.

45

To summarise, 16 items were dropped from the question-
naire (items 12, 13, and the second part of questions 18-
31), two items were excluded from further analyses but
retained as single item measures (items 23 and 31), and
five symptom-frequency items (items 1-5) were com-
bined with five symptom-bother items (items 1-6) in the
scoring. Thus 20 items were included in the final factor
analysis. The final factor analysis resulted in four domains
being established: Daily Life Impact (eight items), Psycho-
social Impact (four items), Symptoms (five items) and
Treatment Satisfaction (three items). Standardised regres-
sion coefficients are presented in Table 3. There were five
items that loaded on more than one factor. These items
were assigned to scales based on a qualitative assessment
of their content (face validity).

40 -
35 |
30 1
25 |
20 |
15
10 -

(98)

muoon ©-7vrm
[é)]

mOFemale
mMale

(98) (88)

Symptoms** Daily Life Impact**

T 1

Psychosocial Impact** Treatment Satisfaction

EAPIQ scale

Figure |

EAPIQ scale scores at baseline by gender. *Mean EAPIQ scores with 95% Confidence Interval (n) **Overall ANOVA
results found statistically significant differences between groups (P < 0.01)
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O Not taking
medication (n=50)

B Taking medication
(n=93"**)

Daily Life Impact*™*
EAPIQ scale

Psychosocial Impact**

Comparison of EAPIQ scores at baseline between patients taking medication and those not taking medication
for their eye allegy symptoms. *Mean EAPIQ scores with 95% Confidence Interval **Overall ANOVA results found statis-
tically significant differences between groups (P < 0.01) ***Except for the Symptoms scale, for which n = 92

Results of tests of item convergent validity, item discrimi-
nant validity, reliability, and floor and ceiling effects are
presented in Table 4. All items met the criterion for item
convergent validity (item-scale correlations of > 0.40),
and 90.7% of item-scale correlations (adjusted for over-
lap) were higher with the item's own scale than with any
other EAPIQ scale (criterion for item discriminant valid-
ity). Only three items (items 5 'Dry eyes', 24 'Troubled by
feeling tired/fatigued', and 26 'Troubled by feeling irrita-
ble') correlated slightly higher with a scale other than their
own, as compared to the correlation with their own scale.

All scales demonstrated excellent internal consistency reli-
ability, with alpha coefficients ranging from 0.84 to 0.93.
In addition, all scales surpassed the 0.70 criterion for test-
retest reliability [ICC coefficients ranged from 0.72 to
0.85]. These results demonstrate satisfactory reliability for
the EAPIQ multi-item scales.

There were no significant ceiling effects (percentage scor-
ing at ceiling ranged from 0% to 0.7%) for any of the
EAPIQ scales when assessed for the total cross sectional
sample. When floor effects were assessed in the total cross
sectional sample there were significant floor effects (>
20%) for the Psychosocial Impact scale only (28.2% scor-
ing at floor). Patients with 'no eye allergy symptoms', are
expected to score at floor. When these patients were
excluded, there were no significant floor effects (2.7% of
scoring at floor for the Symptoms scale and 17.3% of scor-
ing at floor for the Psychosocial Impact scale).

Concurrent validity

EAPIQ Symptoms, Daily Life Impact, and Psychosocial
Impact scores all correlated significantly with the miniR-
QLQ scores (P < 0.0001 for all). The correlations were
moderate, ranging from r = 0.34 to r = 0.85. There was a
low, statistically significant correlation between EAPIQ
Treatment Satisfaction scores and miniRQLQ Eye Symp-
toms scores (r = 0.24, P = 0.0090). The EAPIQ Treatment
Satisfaction Scale did not correlate significantly with any
of the other miniRQLQ scales.

Correlations between the EAPIQ scales and the items of
the HUI2/3 were low (0.20<r<0.45) or negligible and not
statistically significant. These lower correlations were
expected because the HUI2/3 is a generic health status
measure, whereas the EAPIQ and the miniRQLQ are
measures specific to ocular allergies.

Comparison of EAPIQ scores according to patient
demographics

Scores from female subjects were significantly higher than
those from male subjects for the EAPIQ Symptoms (F =
9.58, P = 0.0024), Daily Life Impact (F = 10.02, P =
0.0019), and Psychosocial Impact (F = 14.66, P = 0.0002)
scales (Figure 1). Treatment Satisfaction scores did not dif-
fer by gender (F=1.11, P = 0.2940).

None of the EAPIQ scale scores correlated significantly
with age, or with years of suffering from eye allergy symp-
toms. Patients taking medication for their eye allergy
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Figure 3

Known groups validity: EAPIQ scale scores at baseline by patient rating of ocular allergy severity. *Mean EAPIQ
scores with 95% Confidence Interval (n) **Overall ANOVA results found statistically significant differences between groups (P

<0.0001)

symptoms had significantly higher scores than those not
taking medication for the EAPIQ scales of Symptoms (F =
9.10, P = 0.0030), Daily Life Impact (F = 8.31, P =
0.0046), and Psychosocial Impact (F = 6.92, P = 0.0095)
(Figure 2). Treatment Satisfaction scores were not com-
pared between these two groups, as individuals not on
treatment did not complete the questions corresponding
to the Treatment Satisfaction scores.

Known-group validity

Known-group validity estimates how well the question-
naire discriminates between groups. The results from the
ANOVA test showed that the EAPIQ Symptoms (F =
27.96, P < 0.0001), Daily Life Impact (F = 16.88, P <
0.0001), and Psychosocial Impact (F = 14.97, P <0.0001)
scales distinguish between patients who rated themselves
as having no allergy symptoms versus different grades of
symptom severity (very mild, mild, moderate, severe, and
very severe). (Figure 3).

EAPIQ Treatment Satisfaction scores did not differ signif-
icantly between groups of varying patient-rated severity.
The result was expected since Treatment Satisfaction is not
expected to change with severity.

Clinical validity

The patients' clinicians were asked to rate each patient as
having either no eye allergy symptoms, mild eye allergy
symptoms, moderate eye allergy symptoms or severe eye
allergy symptoms. EAPIQ scale scores were compared
among these four groups. Results from the ANOVA test
showed that the EAPIQ scales of Symptoms (F = 46.95, P
< 0.0001), Daily Life Impact (F = 34.55, P < 0.0001), and

Psychosocial Impact (F=24.83, P <0.0001) distinguished
with statistical significance between the patients in the no
allergy symptoms category and the different severity
groups as rated by clinicians (Figure 4). As expected, Treat-
ment Satisfaction scores did not differ significantly
between clinician-rated severity groups.

Responsiveness

For comparisons among the 'better’, 'stable' and 'wors-
ened' groups according to all 3 health change items, small
sample sizes (N<20) in the 'better' and 'worsened' groups
warrant cautious interpretation.

The EAPIQ is responsive to changes in eye allergies. For all
EAPIQ scales, scores worsened (ES range: 0.26 to 0.50) for
patients who reported a deterioration of their eye allergy,
improved (ES range: -0.10 to -0.56) for the group with
'better' eye allergies, and showed negligible or small
change (ES range: -0.05 to 0.20) in patients who reported
'stable' eye allergies (Figure 5). However, sample sizes
were not large enough to make statistical comparisons
among the groups.

Findings were similar when comparing changes in EAPIQ
scale scores according to change in 'all allergies', and
‘overall health'.

Discussion

Based on the results of this psychometric evaluation, the
EAPIQ was found to be reliable, valid, and responsive.
Following item reduction, scaling assumptions were met
satisfactorily for the 4 multi-item scales and most items.
The results provide evidence of the psychometric integrity
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Clinical validity: EAPIQ scale scores at baseline by clinician rating of ocular allergy severity. *Mean EAPIQ scores
with 95% Confidence Interval (n) **Overall ANOVA results found statistically significant differences between groups (P <

0.0001)

of the EAPIQ within the studied eye allergy population
and support its use in patients with eye allergies.

Findings suggest that asking patients to write in their
responses can lead to inconsistent responses or missing
data. Having items which required patients to rate the fre-
quency with which they were bothered by their eye aller-
gies while carrying out activities, in addition to their level
of bother, proved confusing for some subjects. Further-
more the frequency of bother items which required
patients to write in their responses also had high levels of
missing data. Consequently, frequency items were deleted
from the questionnaire and excluded from the remainder
of the analyses.

High correlations between the symptoms ‘'intensity of
bother' items (items 6-10) and their corresponding 'fre-
quency' items (items 1-5) suggest redundancy. Clinicians
view frequency as the more pertinent index of severity,
whereas patients consider intensity of bother to be of
greater salience. Consequently, instead of deleting either
the 'intensity of bother' or 'frequency of bother' items,
they were combined in the scoring. The 'intensity of
bother' and 'frequency of bother' items were summed, not
multiplied because known-group validity testing indi-
cated superior discriminative ability for combining the
items by summation rather than multiplication.

Items 23 and 31, pertaining to wearing makeup and work-
ing in business settings, respectively, were not included in
the psychometric validation analyses due to high levels of
missing data. However, these items provide important
information for whom these items are relevant. Therefore,

these items are scored as single items (not forming part of
any scale score) rather than being excluded from the ques-
tionnaire entirely.

The final factor analysis suggested four domains: Daily
Life Impact (eight items), Psychosocial Impact (four
items), Symptoms (five items) and Treatment Satisfaction
(three items), and two single items (wearing makeup and
working in business settings). There were five items that
loaded on two factors and these double loadings were log-
ical in terms of content validity. For example, 'troubled
with reading' item loaded on both the Daily Life Impact'
factor (regression coefficient of 0.54), and the Symptoms
factor (regression coefficient of 0.47). In terms of face
validity, 'trouble with reading' is expected to be part of the
Daily Life Impact factor. Since reading may be affected by
the severity of eye allergy symptoms, it is logical that it
also loads on the Symptoms factor.

The four multi-item scales of the EAPIQ were psychomet-
rically robust; in that, all scales demonstrated excellent
item convergent validity, excellent internal consistency
reliability, and satisfactory test-retest reliability. All but
three items satisfied the requirements for item discrimi-
nant validity. Floor and ceiling effects were satisfactory for
the EAPIQ scales when patients with 'no current symp-
toms' who would be expected to score at floor were
excluded from analysis.

Moderate correlations between the Symptoms, Daily Life
Impact and Psychosocial Impact scales indicate that these
three scales are measuring concepts that are related but
distinguishable and not redundant. The low correlations
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Figure 5. Responsiveness: change over time in EAPIQ scales
by change in eye allergies
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Figure 5

Responsiveness: change over time in EAPIQ scales by change in eye allergies. *Paired t-tests found statistically sig-
nificant change over time within groups (P < 0.05) **Mean change in EAPIQ scores with 95% Confidence Interval (n)

between the Treatment Satisfaction scale and the remain-
ing EAPIQ scales are also in line with expectations, as sat-
isfaction as a concept is not expected to be strongly
associated with symptom severity or impact on either the
daily life or psychosocial factors.

When correlations were examined between the EAPIQ
scales and the concurrent measures, correlations between
similar scales were moderate or high, confirming the con-
current validity of the EAPIQ. Correlations between the
concurrent measures and the treatment satisfaction scale
were low, as expected since treatment satisfaction is not
generally related to symptom severity or disease impact.

The EAPIQ scales correlated higher with the scales of the
miniRQLQ than with the items of the HUI2/3. This find-
ing was expected since the HUI2/3 is a generic health sta-
tus measure, whereas the EAPIQ and the miniRQLQ are
specific to ocular allergies. Thus, the EAPIQ demonstrated
satisfactory concurrent validity.

The EAPIQ Symptoms, Daily Life Impact and Psychoso-
cial Impact scales were able to distinguish between vary-
ing levels of patient-reported symptom severity. Higher

scores (indicating worse health) were observed for more
severe symptom severity, confirming the known-group
validity of the EAPIQ. In line with expectations, Treatment
Satisfaction scores did not change with varying degrees of
patient-perceived symptom severity.

The EAPIQ Symptoms, Daily Life Impact, and Psychoso-
cial Impact were also able to discriminate between varying
levels of clinician-rated symptom severity, as evident by
higher scale scores (indicating worse health) for patients
with more severe symptom severity. Treatment Satisfac-
tion scores did not change with varying degrees of clini-
cian-reported symptom severity. These findings
demonstrate the clinical validity of the EAPIQ.

Analyses of responsiveness were exploratory and should
be interpreted with caution due to small sample sizes in
the 'better' and 'worse' groups. For patients who reported
their eye allergies as better, worsened, or stable between
baseline and follow up, there were corresponding changes
in scores for the scales of Symptoms, Daily Life Impact,
Psychosocial Impact and Treatment Satisfaction. How-
ever, changes in EAPIQ scores in 'worsened' and 'better’
groups were not consistently statistically significant.
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Similar patterns were found for the change in EAPIQ
scores according to 'change in overall heath' and 'change
in eye allergies' even though the EAPIQ change scores for
patients who rated their status as 'stable’' were larger. These
results suggest that the EAPIQ is responsive to change over
time, but further study in a larger population is required
to verify this assertion.

Minimal important differences or minimal important
change over time were not examined for the EAPIQ scales.
Knowledge of minimal important differences are impor-
tant for interpreting the meaning of HRQoL results, thus,
in future studies some attempt should be made to define
minimal important differences for the EAPIQ.

Conclusion

Results suggest that the EAPIQ is a reliable and valid
measure and is appropriate for use in studies of ocular
allergy. The EAPIQ is appropriate for assessing ocular
allergy symptoms and their impact on patients' daily lives
and psychosocial functioning, in addition to satisfaction
with treatment. Further research investigating responsive-
ness to change over time and minimal important differ-
ence for the EAPIQ is warranted. Use of the EAPIQ in
future research may contribute to a greater understanding
of the impact of ocular allergies on patients' lives and ulti-
mately lead to the use of treatments that improve func-
tioning in the areas that are of greatest importance to the
patients themselves.

Authors' contributions

PB, JW CB and LA conceived the study and participated in the
design of the study. MA, WB, PB and CB coordinated the data
collection. RA and LA oversaw the statistical analysis and
drafted the manuscript. All authors were involved in item
reduction decisions. All authors read and approved the final
manuscript.

Additional material

Additional File 1

Appendix: Eye Allergy Patient Impact Questionnaire

Click here for file
|http://www.biomedcentral.com/content/supplementary/1477-
7525-3-67-S1.doc]

Acknowledgements
This research was supported by Allergan Pharmaceuticals.

References

I.  Bhargava A, Jackson WB, El-Defrawy SR: Ocular allergy disease.
Drugs Today 1998, 34:957-971.

2. Wood B: New treatments to relieve ocular allergies. Rev
Optom 1999, 136:124-135.

http://www.hglo.com/content/3/1/67

3. Knight A: The role of levocabastine in the treatment of aller-
gic rhinoconjunctivitis. BrJ Clin Pract 1994, 48:139-143.

4. Walt ], Wojcik A, Buchholz P: Initial Development and Valida-
tion of the Eye Allergy Patient Impact Questionnaire
(EAPIQ). In Poster presented at the Annual Meeting of the International
Society for Quality of Life Research (ISOQOL) October 30 — November 2
Orlando Florida, USA; 2002.

5. Buchholz P, Walt ], Lorenz DG, Burk C, Lee J: Patient Impact of
Allergic Conjunctivitis as measured by the Eye Allergy
Patient Impact Questionnaire (EAPIQ). In Poster presented at
the Annual Meeting of the Association for Research in Vision and Opthal-
mology, (ARVO); May 4-9, 2003 Ft. Lauderdale, FL.

6.  Juniper EF, Thompson AK, Ferrie PJ, Roberts |N: Development and
validation of the mini Rhinoconjunctivitis Quality of Life
Questionnaire. Clin Exp Allergy 2000, 30:132-140.

7.  Feeny DH, Torrance GW, Furlong WJ: Health Utilities Index. In
Quality of Life and Pharmacoeconomics in Clinical Trials Second edition.
Edited by: Spilker B. Philadelphia: Lippincott-Raven Press;
1996:239-252.

8.  Ware JE), Snow KK, Kosinski M, Gandek B: SF-36 Health Survey
Manual and Interpretation Guide. Boston; USA: New England
Medical Center; 1993.

9. Hays RD, Hayashi T: Beyond internal consistency reliability:
Rationale and user's guide for Multitait Analysis Program on
the microcomputer. Behav Res Methods 1990, 22:167-175.

10. Campbell DT, Fiske JL: Convergent and discriminant validation
by the Multitrait multimethod matrix. Psychol Bull 1959,
56:81-105.

Il.  Cronbach LJ: Coefficient alpha and the internal structure of
tests. Psychometrika 1951, 16:297-334.

12. Nunnaly JC, Bernstein IR: Psychometric. In Theory 3rd edition.
New York: McGraw-Hill. Chapter 7 The Assessment of Reliability;
1994:248-292.

13.  Chassany O, Sagnier P, Marquis P, Fulleton S, Aaronson N: Patient-
Reported outcomes: the example of health related quality of
life — a European guidance document for the improved inte-
gration of health related quality of life assessment in the
drug regulatory process. Drug Inf] 2002, 36:209-238.

14. Hays R, Anderson R, Reviki DA: Assessing reliability and validity
of measurement in clinical trials. In Quality of Life Assessment in
Clinical Trials Edited by: Staquet MJ, Hays RD, Fayers PM. New York:
Oxford University Press; 1998.

I5. Kazis LE, Anderson JJ, Meenan RF: Effect sizes for interpreting
changes in health status. Med Care 1989, 27:S178-S189.

16. Ware JE, Hams W], Gandek B, Rogers B, Reese PR: MAP-R for
Windows: multi-trait/multi-item analysis porgram-revised.
In Users guide Boston: health Assessment Lab; 1997.

Publish with BioMed Central and every
scientist can read your work free of charge

"BioMed Central will be the most significant development for
disseminating the results of biomedical research in our lifetime."
Sir Paul Nurse, Cancer Research UK
Your research papers will be:
« available free of charge to the entire biomedical community
« peer reviewed and publishedimmediately upon acceptance
« cited in PubMed and archived on PubMed Central
« yours — you keep the copyright

Submit your manuscript here:

O BioMedcentral
http://www.biomedcentral.com/info/publishing_adv.asp

Page 11 of 11

(page number not for citation purposes)


http://www.biomedcentral.com/content/supplementary/1477-7525-3-67-S1.doc
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7913336
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7913336
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10606940
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10606940
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10606940
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=13634291
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=13634291
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2646488
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2646488
http://www.biomedcentral.com/
http://www.biomedcentral.com/info/publishing_adv.asp
http://www.biomedcentral.com/

	Abstract
	Background
	Methods
	Results and Discussion
	Conclusion

	Background
	Methods
	Subjects and study design
	Measures
	EAPIQ (Appendix [see 
	Mini Rhinoconjunctivitis Quality of Life Questionnaire (miniRQLQ)
	Health Utilities Index (HUI2/3)
	Health Status Change Questionnaire-Short Form

	Analyses

	Results
	Construct validity
	Concurrent validity
	Comparison of EAPIQ scores according to patient demographics
	Known-group validity
	Clinical validity
	Responsiveness

	Discussion
	Conclusion
	Authors' contributions
	Additional material
	Acknowledgements
	References

