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REVIEW

The Inflammatory Bowel Disease Questionnaire in
Randomized Controlled Trials of Treatment for Ulcerative
Colitis: Systematic Review and Meta-Analysis

Aaron Yarlas, PhD,' Stephen Maher, PhD," Martha Bayliss, MA," Andrew Lovley, MA," Joseph C.
Cappelleri, PhD,? Andrew G. Bushmakin, MS,? Marco D. DiBonaventura, PhD?

'"Optum Patient Insights, Optum, Inc., Johnston, RI; ?Pfizer Inc., New York, NY

Purpose The 32-item Inflammatory Bowel Disease Questionnaire (IBDQ-32) is the most frequently used
instrument to capture disease-specific quality of life in randomized clinical trials for ulcerative colitis.
This review and meta-analysis provides the first synthesis of evidence regarding the sensitivity of

IBDQ-32 total and domain scores to treatment efficacy.

Methods A systematic literature search and risk-of-bias assessment yielded 14 articles that were included in the
primary analysis. Treatments were categorized as efficacious if they met the primary efficacy endpoint
(which was not the IBDQ-32); otherwise they were categorized as non-efficacious. A continuous
measure of treatment efficacy was calculated for each primary efficacy endpoint. Meta-analysis using
random-effects models compared standardized mean differences in IBDQ-32 total and domain change
scores between target dose and control arms. Meta-regression compared the association between

treatment efficacy and these outcomes.

Results Studies with efficacious treatments showed larger mean improvements relative to controls in IBDQ-
32 total scores and all 4 domains (Hedges’ g range: 0.49 to 0.67; P<0.001 for all). At the same time,
patients in studies with non-efficacious treatments showed small and nonsignificant improvements in
these outcomes relative to controls (Hedges’ g range: 0.05 to 0.23; P>0.09 for all). Meta-regression
models showed that the magnitude of treatment efficacy was a positive predictor of these same

IBDQ-32 outcomes.

These analyses found that IBDQ-32 scores are sensitive to treatment. The results provided here
support the use of the IBDQ-32 to capture treatment benefits on quality of life for patients with
ulcerative colitis. (J Patient Cent Res Rev. 2020;7:189-205.)

ulcerative colitis; quality of life; meta-analysis; clinical trials; patient questionnaire

Conclusions

Keywords

Icerative colitis (UC) — one of the two major
subtypes of inflammatory bowel disease
(IBD), the other being Crohn’s disease — is
characterized by chronic inflammation and ulceration
of tissue within the colon. UC is a relapse-remittent
disease, such that patients with UC experience
intermittent episodes (flares) that are accompanied

Correspondence: Aaron Yarlas, PhD,
Optum, 1301 Atwood Ave., Suite 311N, Johnston, RI 02919
(ayarlas@qualitymetric.com)

Review

by clinical symptoms, including abdominal pain
or cramping, fatigue, diarrhea, rectal bleeding, and
frequent and unpredictable urges to defecate. In the
United States, the prevalence of UC has been estimated
at 28.63 with an annual incidence of 1.22 (both per
10,000).! The presence and severity of active UC is
associated with impaired health-related quality of life
(HRQoL).>®

In clinical trials of treatments for UC, primary endpoints
are typically disease activity indices, such as the Mayo
score,” which are based on ratings of frequency and
severity of clinical symptoms and endoscopic activity.
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However, disease activity indices fail to capture the
broader humanistic impact of UC on patients’ physical,
emotional, and social functioning or the humanistic
benefits of treatment. To complement the disease activity
indices, UC trials often include endpoints capturing
change in patients’ HRQoL, with the most frequently
used instrument being the 32-item Inflammatory
Bowel Disease Questionnaire (IBDQ-32).7°

The IBDQ-32 captures the patient’s experience of IBD
on 4 domains of functioning and well-being: bowel
and systemic symptoms; and emotional and social
function.!” Reviews of the measurement properties
of the IBDQ-32 have found evidence supporting its
reliability, content wvalidity, construct wvalidity, and
responsiveness.”®!"12 Further, reviews have concluded
that the IBDQ-32 has the strongest measurement
profile among instruments used to assess IBD-specific
HRQoL.7%!! Other reviewers have recommended that
the IBDQ-32 be included as an endpoint in all UC
clinical trials in which HRQoL of patients is a relevant
outcome.”!

Despite the evidence supporting the reliability, validity,
and responsiveness of the IBDQ-32 when used in
observational or noncomparative treatment studies
of patients with IBD, to our knowledge there are no
comprehensive reviews of the IBDQ-32 when used in
randomized controlled trials of patients with UC. Thus,
there is a lack of evidence speaking to the degree to which
the IBDQ-32 demonstrates sensitivity to treatment.

The objective of this systematic literature review and
meta-analysis was to address this evidence gap by
examining the magnitude of change in mean IBDQ-
32 scores as a function of treatment efficacy. For this
purpose, treatment efficacy was defined in two ways:
1) dichotomously (efficacious or non-efficacious),
based on whether or not the study’s prespecified
primary efficacy endpoint (based on a clinical measure
of disease activity, not the IBDQ-32) was met; and 2)
continuously, based on the effect size (ES) computed for
the difference in change on the study’s primary efficacy
endpoint between target treatment and control arms.

Results from these analyses will add to the evidence
of the IBDQ-32’s sensitivity to treatment and its
utility as an endpoint for assessing the impact of
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UC treatments on functioning and well-being in
randomized controlled trials. More generally, these
analyses address the important question of how well
patient-centered outcomes of HRQoL used in clinical
research and practice correspond to changes in clinical
health as a function of treatment interventions.

METHODS

Inflammatory Bowel Disease Questionnaire
(IBDQ-32)

The IBDQ-32 was developed in the late 1980s at
McMaster University (Hamilton, Canada).!®! Item
selection was based on concept elicitation interviews
with patients with UC or Crohn’s disease as well as
clinical experts, followed by cognitive debriefing
among IBD health professionals and patients, resulting
in 32 items.!* All items use 7-point Likert-type scales
for capturing symptom-related experiences over
the previous 2 weeks, with 1 indicating the highest
symptom frequency/severity and 7 indicating the
lowest symptom frequency/severity.

Content analysis led to formation of 4 domains: 1)
bowel symptoms, 2) systemic symptoms, 3) emotional
function, and 4) social function (domain scoring and
characteristics are presented in online-only Supplemental
Table S1). A total score can also be calculated as the
sum of all 32 items (score range: 0-224). Higher
domain and total scores indicate better HRQoL.

Literature Search

A systematic search of the published literature,
which followed Preferred Reporting Items for
Systematic Reviews and Meta-Analyses (PRISMA)
guidelines,'® identified articles reporting data from
randomized controlled trials in which the IBDQ-32
was administered to adults with active UC. (The search
protocol will be made available upon request to the
authors.) Searches of PubMed, Embase (OvidSP), and
the Cochrane Register of Controlled Trials databases
were first conducted on September 8, 2017. For the
purpose of updating the search results, the search
was repeated on September 25, 2019, with the “date
of publication” terms updated to restrict the search to
newer records that had been published after the first
search had been conducted. Search terms included
“inflammatory bowel disease questionnaire,” “IBDQ,”
“ulcerative colitis,” and “inflammatory bowel disease.”
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Where appropriate, MeSH terms were used for disease
terms (specific terms only, not “exploded”). Articles
were filtered for English language only.

In the original search (2017), the publication date of
articles was restricted from 2003 to present, since
the IBDQ-32 development paper was published in
2003. In the updated search (2019), the publication
date of articles was restricted from 2017 to present to
capture articles published after the original search was
conducted. Articles retrieved from the updated search
that were published in 2017 were manually checked to
remove duplicates of articles that had been retrieved in
the original search. Specific search terms and strings
used within each database are provided in online-
only Supplemental Figure S1. During full-text review,
potentially relevant articles cited by papers were also
identified for abstract screening.

Inclusion/Exclusion Criteria: To be included in the
review, identified papers needed to describe a double-
blinded randomized controlled trial in which the
IBDQ-32 was administered to adult patients with active
UC before and after the patients had received either
an active treatment or a true control (eg, placebo for
drug studies, conventional care for psychotherapeutic
studies). In addition, articles needed to report IBDQ-
32 data that afforded calculation of ES estimates
for mean differences in total and/or domain scores.
Finally, the success or failure of treatment to meet the
study’s primary (clinical) efficacy endpoint needed to
be reported in the article or reported for that trial in a
different article for which there was a citation.

Article Screening: Screenings of abstracts and full-
text articles were performed by at least 2 independent
reviewers (from among authors A.Y., S.M., and A.L.)
for each article. Any discrepancy among reviewers in
a selection decision was resolved by discussion among
all 3 reviewers until a consensus decision was reached.

Extraction of Data: Relevant data were extracted
from each selected article by 1 researcher
(from among authors A.Y., S.M., and A.L.) and
independently reviewed for accuracy by at least 1
other researcher. Any discrepancy in extraction was
resolved by discussion among at least 2 researchers
until a consensus decision was reached.

Review

Values for IBDQ-32 scores reported numerically
in an article were extracted directly and added to a
database. If the IBDQ-32 scores were reported only
graphically in an article (ie, displayed in a figure but
not as numeric values), values were estimated using
the software WebPlotDigitizer-Desktop, Version 2.8
(https://automeris.io/WebPlotDigitizer, Ankit Rohatgi,
San Francisco, CA), which converts the spatial
distance of points on a graph into numeric values.
WebPlotDigitizer has been demonstrated to have high
levels of intercoder reliability and validity when used
for this purpose.'” For all studies, IBDQ-32 scores
were extracted only for the assessment visits at which
the primary efficacy endpoint was evaluated.

Derivation of ES estimates were calculated using
Comprehensive Meta-Analysis (CMA) software,
Version 3.3 (Biostat, Inc., Englewood, NJ).

Risk-of-Bias Assessment

Risk of bias was assessed for each included study to
identify threats to internal validity due to systematic
errors in the design, procedures, or reporting of the
study. The risk of bias tool provided by the Cochrane
Collaboration'® was used to evaluate the severity of
risk (low, high, or unknown) for each study across 6
domains: sequence generation, allocation concealment,
blinding, incomplete outcome data, selective reporting,
and other sources of bias. For studies that did not
report information relevant for assessing risk of bias,
we conducted searches of selected online clinical trial
registries (eg, clinicaltrials.gov, chictr.org.cn) and
performed internet searches for study protocols or
other available documentation.

Any study for which a high risk was not identified for
any of the 6 domains was considered a low-risk-of-
bias study; a study with 1 or 2 high-risk domains was
considered a moderate-risk-of-bias study; and a study
with 3 or more high-risk domains was considered to
be a high-risk-of-bias study. To enhance the reliability
of our findings, it was determined that any studies rated
as having high risk of bias would be excluded from the
primary analysis. If the assessment identified 1 or more
studies as having a high risk of bias, a separate sensitivity
analysis, with high-risk-of-bias studies included in meta-
analysis models of mean differences in IBDQ-32 total
and domain change scores, would be conducted.

www.aurora.org/jpcrr
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Analysis Methods

All models focused on establishing the relationship
between treatment arm (active treatment vs control)
and changes in IBDQ-32 scores. Changes in IBDQ-
32 scores were measured using standardized ES (ie,
Hedges’ g statistic) to allow for comparison across
domains and total scores, which had different scaling.

Two moderator variables also were included in the
primary analyses to establish whether the relationship
between treatment arm and IBDQ-32 score changes
may vary systematically. A dichotomous measure
of treatment efficacy — coded as “efficacious” if the
study’s primary efficacy endpoint was successfully
achieved or as “non-efficacious” if the study’s primary
efficacy endpoint was not achieved — was included as
a categorical moderator in all meta-analysis models. A
continuous measure of treatment efficacy, defined as
the Hedges’ g ES for the comparison of change in the
primary efficacy endpoint between the treatment and
control arms, was included as a continuous moderator
(predictor) in all meta-regression models. (Hedges’
g was calculated directly or estimated using the logit
method," as implemented in CMA Version 3.3.%°) For
studies using multiple treatment arms (eg, treatment at
different doses), the primary analysis only calculated
treatment efficacy for the treatment arm using the
dosage recommended or approved for use in this
population or, if this information was not available for a
treatment type, the highest dosage administered during
the trial (referred to hereafter as the “target dose™).

Additional meta-analyses were conducted to examine
effects of other categorical moderating variables on
the magnitude of treatment differences in standardized
mean change (Hedges’ g) for IBDQ-32 scores.”
These additional moderators included treatment type,
treatment duration, and baseline disease severity.

A sensitivity analysis was conducted in which meta-
analysis models were tested across all active treatment
arms within each study rather than only the target dose
as in the primary analysis. Studies with a single active
treatment arm were included as in the primary analysis.
However, for studies with multiple active treatment
arms, treatment effects for all combined treatment arms
were simultaneously compared to the control arm.
Treatment effects based on changes in mean scores
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were calculated for combined treatment arms based
on averaging of means and standard deviations when
weighting for sample size. Treatment effects based on
proportions were calculated for combined treatment
arms by summing the number of subjects who met the
primary endpoint criterion (eg, clinical response) and
summing the number of total subjects.

For cases in which some treatment arms were
relatively efficacious (vs control) while others
were non-efficacious within the same study, rules
for categorization were used to classify the overall
efficacy of treatment as follows. First, if more than half
of treatment arms were efficacious or non-efficacious,
the category followed the majority of treatment arms.
Second, if there were the same number of efficacious
and non-efficacious treatment arms, a statistical
test similar to those used in the original study (eg,
independent-samples f-test, z-test for difference
in proportions) was conducted, and the statistical
significance of the results of that test (ie, P<0.05) was
used to determine the category of treatment efficacy.

All meta-analyses were conducted using random-
effects models to calculate pooled ES estimates within
each subgroup of the treatment efficacy categorical
moderator (ie, efficacious or non-efficacious treatment)
and to compare ES estimates between subgroups.?
Random-effects models were chosen because inclusion
of different treatment methods across studies led to the
assumption that there could be different “true” ES for
each study.” Individual treatment comparisons were
weighted within treatment efficacy subgroups using
inverse variance derived from the random-effects
models. Meta-analyses across studies were based on
Hedges’ g ES for standardized differences between
mean total or domain scores. Interpretation of ES
magnitude, both within and across studies, followed
Cohen’s conventions: 0.20 indicated a small effect,
0.50 indicated a medium effect, and 0.80 indicated
a large effect.?! Heterogeneity within subgroups of
studies (ie, efficacious studies, non-efficacious studies)
was assessed using the I? statistic, which estimates the
percentage of variability due to heterogeneity among
studies rather than sampling error. * values of 25%,
50%, and 75% can be interpreted as indicating low,
moderate, and high heterogeneity, respectively.” Given
the small numbers of studies being compared across
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moderator subgroups, and thus the low statistical
power to detect group differences in ES, statistical
significance for between-groups heterogeneity (ie,
Cochran’s Q test) was tested using o of 0.10, as has
been recommended elsewhere.?%

Meta-regression models for IBDQ-32 endpoints were
conducted using random-effects models with maximum
likelihood estimation for deriving the coefficient, with
treatment efficacy as the sole continuous predictor
(Hedges’ g ES estimates for efficacy of primary
endpoint) of the treatment difference for mean IBDQ-32
domain or total scores (also Hedges’ g ES estimates).?’

Publication bias was examined using a funnel plot
and Egger’s test (with a of 0.05) for the distribution
of Hedges’ g for mean differences in IBDQ-32 total
scores by the standard error observed within each
study reporting this outcome.?

All meta-analyses, meta-regressions, and publication
bias analyses reported here were conducted using
CMA Version 3.3,%° which also was used to generate
the corresponding forest plots and scatterplots.

RESULTS

Literature Search

The PRISMA diagram, which combines results
from the searches conducted in September 2017 and
September 2019, outlines the sources included in the
search, the number of articles retrieved from each
source, and the number of articles excluded at each
stage of the screening process (Figure 1). IBDQ-
32 data were extracted from 15 articles that met all
criteria for inclusion in this review.?**’ Reasons for
exclusion of articles during abstract screening, full-
text screening, and data extraction are presented in
online-only Supplemental Tables S2—S4, respectively.

Study Characteristics

Sample and design characteristics of studies in the
15 selected articles are presented in Table 1. Several
of these articles included multiple comparisons of
an endpoint due to either reporting of findings from
multiple independent studies, or because arms for more
than one treatment dose were compared to the control
arm. In total, there were 33 treatment arm comparisons
across endpoints, of which 18 included the target dose.
Seven articles®*33373840 reported findings from biologic

PubMed
451 Citations

EMBASE
481 Citations

Cochrane (CENTRAL)
316 Citations

Identified from Reference Lists
23 Citations

N S

774 Non-Duplicate
Citations Screened

A 4

Abstract Screenin 707 Articles Excluded
g After Abstract Screening

67 Full Text Articles Retrieved

@S creening

30 Articles Excluded
After Full Text Screening

22 Articles Excluded
During Data Extraction

15 Articles Included

Review

Figure 1. Preferred Reporting Items for Systematic
Reviews and Meta-Analyses (PRISMA) diagram.

www.aurora.org/jpcrr

193



abed Jxau U0 panunuoo sjqe|

(esn SO ON) (g9=u) wnibjeg ul si1a)uao
% (2 > swa) SN [1B) B Aluo-x4| + [eDIPBW J& DN SAIOE SI9ASS ve(¥7102)
[eloL«| (€¥'0) SOA| (€ > SINL) :uoissiway | syoam 9| | (€5=u) Aluo-yzy (g9=u) XdI+vZV -0}-sjesopow ypm sid 18| Mo auolodeued
M'N ul [eydsoy Ausiaaiun
(€>SL) € ]B D SAIOB 919ASS-0)
eloL«|  (92°0) ON ‘uoissiwey | syeemzl |  (g=u) ogeoeld (91=u) 6 | X1d -8jesapow ypm sid 4z MOT | ¢(110T) 4odieT
(z>gy40
1d | =z aseaiosp gY) B SBIIJUNOD € Ul SIBJUBD
(%0¢g/s1d ¢ =z asealoap [e21paW Je DN SAlJOE 8I9A8S
lejol «|  (€£5°0) SBA SINL) :esuodsay | - syeem 9| (61| =U) 0gadeE|d (gzeg=u) bw 0og Zzan -0}-ejesopow ypm sid G638 MO | z(€102) uebead
(z>gy 0
1d | z asealoap gy) ¥ Alleqolb sayis [eoipawi je
sulewoq (9%0¢/s1d ¢ = asealoap DN 9AI}0B 819A8S-0}-8)elopowl
[eloL«| (18°0) SOA SINL) :esuodsay |  syeem g | (gz)=u) 0gaoe|d (Lz1=u) Bx/Bw G X4| uum sid $9¢ 12 1OV
(z>gyu0
1d | = @sealosp gy) B Alleqolb sayis [eoipawi je
sulrewo(q » (9%0g/s1d ¢ = asealoap DN 9AI}o. 81aA8s-0}-ajelopowl
[eloL«| (#2°0) SOA SINL) ‘esuodsay |  syeem g | (lgl=u) 0gaoeld (Lz1=u) BY/Bw G X4| yim sid $9¢ 1L 10V Mo | ¢(£00z) uebes-
Alleqolb siejuso |esipaw
AjsiaAlun je DN aAoe
el «| (02°0) SeA SWL| syeamg| (g9=u)ogsoe|d (09=U) B%/Bw zZ ZAA | Sresepow-0}-pjiw yim sid Lg| MO | (G002) uebes
Auewla9) Ul SJUBWIBSIIBAPE
sujewo( e (G1=u) (G1=u) ollgnd ejA pajinioas ON 62(5002)
eloL«| (21°0-) ON VO | $3¥89M QL | [04U0D ISi-Hep M3 Adessyy Apog-puiy BAIJoE pliw yim sid 0g ubIH yoniques|g
"S°N 8Y} Ul O1Ul|D Suela}eA
(gg=u)| Jo |eydsoy Aysiaaiun eie DN
el «| (69°1) SOA Xapul 095 | syjuow g} (zz=u) ova juswabeuewse} 8WOH |  8jesapow-o)-pliw ypm sid /4 MOT|  g(Z10Z) $S010
Auewian
9 Aemuop ul sojulo AyisiaAiun
(ge=u) 18 DN SAIJOE 8}BISPOW-0}
el «| (65°0) SOA (poyipow) [¥OY | syuow g| (ez=u) NVL| M3 uswebeuew ssang -piiw Apsow yum sid gG | S1e18polN | ,(1L0Z) ©hog
(Adoosopiowbis (g=u) shep gz 10} Aep/N| epeue)
‘ABojoysiy ‘Buipas|q vX-1ue 900G uuedezun Aq | g adoin3 ui solulo juanedino
|ejoal ‘Aouanbauy pamoj|o} SAep 17| 1o} Aep/By |endsoy 1 DN aAnoe
surewod«| (#0°0-) ON [omoQ) [¥D 00y py | sMeem 9| (zG=u) 0gadeld | /NI BX-hue G/ | uuedezul] | 8}esdapow-0}-pjiw yim sid 90| MOT|  (#002) Woo|g
sawoonQ | (b6 ,sobpaH) julodpug| uoneling |o43uon juswieau) jyabie] a|dweg <Selg Joyny
oagl| ¢jutodpuz Koeoyg Arewnd | juswiyeas) Jo sty
Krewnd uo
Aoeoiyg

SO[OIMY pamalney Jo solsuajoeley) Apnis pue sjdwes *| ajqeLr

Review

194 JPCRR * Volume 7, Issue 2 * Spring 2020



‘qewinzijopaA ‘Zaa ‘Siijod eAljelaoln ‘DN 8109s ofepy [ejo} ‘SWL ‘Jensn se juswieal) ‘Ny1 ‘Aousnbeiy

J00]S 4S ‘qewixniu ‘X ¥ Xxapul AjAoe [ealuljo zZumajiuyoey [0y ‘buipsslq [ejoal ‘Y ‘sjusied ‘Sid Juswissassy [eqolo) S,ueldisAyd ‘vYod 8409s ofepyy ‘Syy ‘welbojy ‘by
‘qun jeuonewisjul ‘ny ‘qewixiyul ‘x| ‘eL-g-uotsusiul ‘N ‘edreuuonsan asessiq jaomog Aojewiweyu) ‘©Jg| ‘qewnwijob ‘W19 yeem Aiers ‘A3 ‘eoueleadde oidoosopus
‘3 Xopul Aynoe esessip ‘¥ ‘SpI0IojSO2IL09 ‘SO Xxepul Aoy SIj0D ‘TvO “Aliep eaimy ‘qlg ‘e4eo ejqejiene jseq ‘Ovg ‘euudolyjeze ‘yzy pioe djfolesouiwe-G vSy-G

s O[0ILIE SIY} 0] Winjels paysiignd e uj papiodal 8soy) UO paseq aiom sisAjeue-ejaw ayj Ul ejed,

‘sisAjeue Lrewnd ay) wolj papnjoxe aiom Saipnjs seiq Jo Xsi YbiH ySu ybiy = 810w Jo £ YSL 8)eIopoW = Z-L XS MO| = O :Selq JO YSL ybiy yjm suiewiop Jo Jaquinu uo paseq.

195

(z>gy40
1d | = @sealosp gy) B Aljeqo|b siejuao [esipaw je
Aﬁoom\wua ¢ < ©sealdsp O d9AI)Oe aloASS-0})-2)elapowl
[elol «|  (8¥°0) SOA SINL) :esuodsay |  syeam g | (gGz=u) ogaodeld | (zGz=u) Bw 001/00Z N1D yum sid L9/ (|| 8seyd
Aljeqolb siauad [eaipaw je
DN 9A1JoB 819A8S-0}-9}eIapowl ow(¥7102)
eyoL«| (82°0) ON SINL| seam 9| (op=u)ogaoeld| (Ly=u) Bw 001/002 NTD usm sid 9| :|| seyd MO ulogpueg
(z>vod) 38 (2
>48) % (0=9g4) % (0 "S'N Ul S18JUL0 [edlpaw Je ON 6(£002)
[el0L«| (G2°0-) ON|=V3 SINL) :uoissiway |  syoam ¢ | (gg=u) 0gedeld | (y1.=u) B3/6r 0g ulisydey |  sjelopow-o}-pliw ypm sid gg Mo ulogpueg
(z>gy 0
1d | =z asealoap gy) ¥ Alleqolb sisyuad
(%0¢g/s1d € < eseslnsp [eOIPBW JB DN AOE BISASS 2(5102)
eyoL«| (/2°0)ON SINL) :osuodsay | syeem 9| (//=U) 0gsde|d (£2=u) BY/BW ¥ N1D -0)-sjesopow yym sid 16z MO suesbiny
Auewuag
QMM Ul SI8JUS8D [BOIpaW Je
(0 = @409s uoueg) Jo DN UEB}SISaI-pI0o1I0209N|6
oL« (2z0)ON| (€>SIL) :uoissiway | syeam 9| (0Z=u) 0gede|d (gz=u) B/Bw G XdI | ‘@rnoe Ajpresepow yym sid ¢ MmoT| ,(€£002) Hegold
(0=ay) Alleqolb sayis [eolpaw 1e ON
sulewoq « 9 (z >swa) SN |IB) B (Bz{=U) | @A10R BI19ASS-0}-8)EI8POW Y)IM
elol «| (£6°0) SOA| (€ > SINL) :uoissiway |  syoam g | (Z1L=u) ogsde|d aig bw oL qumoeyol | sid /4G g uogonpul IAVLOO
(0=ay) Alleqolb says [ealpaw e ON
sulewoq » 9 (Z>swal g B) 8 (9/=U) | 8A0E 819N8S-0}-81BISPOW YJIM
oL «| (15°0)SdA| (€ > SINL) :uoissiway |  syoam g | (zzlL=u) 0qade|d aig bw o} qumoeyol | sid 19 1| uogonpul IAVLOO MOT| ,ec(8102) SOURY
(z>gy o
1d | =z osealoop gy) ¥ Aljeqo|b si1euso
sulewoq (9%0¢g/s1d ¢ = asealoap (¢e=u)| [eoipaw 1B DN BAIOE B1OASS
eoL«| (2#0)ON SINL) :osuodsay | syeem g | (8i=U) 0gsde|d aig bw o} qunoejol -0)-ojelspow yum sid 461 MoT| ¢(G1L0Z) saued
sawo9lnQ | (6 ,sabpaH) julodpug| uoneing |o43u0) juswieal] jabae] a|dweg «Selg Jloyny
oagi| ¢uodpug Koeoyyg Aiewnd | juswieas) Jo ys1y
frewnd uo
Aoeoyg

SO[OILY PamaIAey Jo solsualoeleyd Apnis pue ajdwes *(panuijuod) | ajqer

www.aurora.org/jpcrr

Review



treatments (golimumab, infliximab, rituximab, or
vedolizumab), 4 articles***>3%3? reported small-molecule
treatments (tinzaparin, tofactinib, or repifermin),
2 articles””” reported findings from psychological
therapy (stress management or mind-body therapy), 1
article reported treatments of management training,
and 1 article reported combined small-molecule and
biologic treatment (azathioprine and infliximab).**

Treatment duration, defined as treatment onset through
assessment of the primary efficacy endpoint (and thus
the assessment of IBDQ-32 scores analyzed here),
ranged from 4 to 16 weeks for biologic and small-
molecule treatments, with 6- and 8-week assessments
most commonly used. Treatment duration for studies
using psychological therapy varied from 10 weeks to
18 months, while the efficacy of treatment management
training was assessed after 12 months.

All studies defined their primary efficacy endpoint as
treatment differences in change in a disease activity
index based on clinical and/or endoscopic activity. All
studies used well-established disease activity indices
for use in clinical trials, such as Rachmilewitz’s
clinical activity index,*" Mayo score,® Seo index,*
and Sutherland’s UC disease activity index,* with the
exception of one study?® that used an ad hoc disease
activity index capturing clinical, endoscopic, and
histologic activity. Six studies used differences in
mean change on the disease activity index as their
primary endpoint, 6 used differences in proportion
of patients showing clinical response, and 6 used
differences in proportion of patients achieving clinical
and/or endoscopic remission (with the latter two
approaches each using the Mayo score to define
response or remission).

For 11 articles, ES estimates for treatment differences
in mean change scores were calculated directly
from reported numeric data. For the remaining 4
articles,?>?¥234 ES estimates were calculated from
data extracted from figures using WebPlotDigitizer.

Risk of Bias

The risk-of-bias analysis by individual study (online-
only Supplemental Figure S2) and across all studies
(online-only Supplemental Figure S3) showed that the
risk of bias was low across most risk-of-bias domains
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and studies. Only 2 of 15 articles described studies
that had 1 or more domains that were judged to have a
high risk of bias: Boye et al?’” had 1 high-risk-of-bias
domain and was considered a moderate-risk-of-bias
study; while Elsenbruch et al®® had 3 high-risk-of-bias
domains and thus was considered a high-risk-of-bias
study. Following the prespecified criteria, this latter
study was excluded, leaving 14 articles for the primary
analysis. However, the sensitivity analysis conducted
included the high-risk-of-bias study (and, therefore,
reflected all 15 articles).

Primary Analysis

Of the 14 articles included in the primary analysis,
13 reported differences in mean IBDQ-32 total score
for a total of 16 comparisons that included the target
dose (3 articles®#%4 each reported results from 2
independent studies in which target dose was used),
and 4 reported differences in mean IBDQ-32 domain
scores for a total of 5 comparisons that included target
dose. Of the 16 comparisons for mean IBDQ-32 total
scores, 10 were categorized as having efficacious
treatments while 6 were categorized as having non-
efficacious treatments. Of the 5 comparisons for mean
IBDQ-32 domain scores, 3 were categorized as having
efficacious treatments while 2 were categorized as
having non-efficacious treatments.

Meta-Analyses: Pooled estimates of Hedges’ g for
mean differences in IBDQ-32 total scores (Figure
2, Table 2) were medium-sized (ES: 0.67; 95%
confidence interval [CI]: 0.51, 0.83) and statistically
larger than zero (P<0.001) when summarized across
the 10 efficacious treatments, but were small (ES: 0.23;
95% CI: -0.04, 0.50) and not statistically different from
zero (P=0.09) across the 6 non-efficacious treatments.
The pooled ES estimate was statistically larger for the
efficacious studies than for non-efficacious treatment
(Q(1): 7.5; P=0.0006).

High heterogeneity was observed among the 10
efficacious  studies (P=74.1%), little
heterogeneity was observed among the 6 non-
efficacious studies (”=0%). Further examination
indicated that the high heterogeneity among efficacious
studies was not driven by a single outlier; when
removing the study by Cross et al*® — which reported
a much larger treatment effect (ES: 2.02), more than

whereas
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Total IBDQ-32 score - mean difference

Group by Study name Hedges's g and 95% CI
Effective treatment? g
Hedges's Relative
g weight
No Leiper 2011 0.69 _-tl— 8.27
No Panes 2015 0.07 17.63
No Probert 2003 0.27 —_— 14.04
No Rutgeerts 2015 0.36 = 26.82
No Sandborn 2003 -0.22 —— 12.82
No Sandborn 2014 - Phase Il 0.27 -+i— 20.42
No 0.23 <
Yes Boye 2011 0.87 —— 5.66
Yes Cross 2012 2.02 -1—— 3.62
Yes Feagan 2005b 0.44 - 8.89
Yes Feagan 2007 - ACT 1 0.67 =i 11.16
Yes Feagan 2007 - ACT 2 0.59 - 11.23
Yes Feagan 2013 0.99 - 12.14
Yes Panaccione 2014 0.54 - 9.61
Yes Panes 2018 - OCTAVE 1 0.59 - 12.48
Yes Panes 2018 - OCTAVE 2 0.58 B 12.04
Yes Sandborn 2014 - Phase llI 0.37 = 13.17
Yes 0.67 <
Overall 0.46 ——

-3.00 -1.50 0.00 1.50 3.00

Control Treatment

Figure 2. Forest plot for treatment comparisons of mean differences in Inflammatory Bowel Disease
Questionnaire (IBDQ-32) total scores for efficacious and non-efficacious treatments. Pooled effect estimates were
calculated based on random-effects models, with relative weights for individual comparisons based on inverse
variance. The diamond represents a pooled effect estimate for each treatment efficacy subgroup. Data are Hedges’
g with 95% confidence intervals.

Table 2. Results From Primary Meta-Analysis

Between Subgroups

Within Subgroups (Heterogeneity)
Pooled Hedges’ g
Endpoint Efficacy Subgroup* No. of Studies (95% ClI) P P Q (df) P
Total score  Non-efficacious 6 0.23 (-0.04, 0.50) 0.092 0%
Efficacious 10 0.67 (0.51, 0.83) <0.001 741%  7.45(1) 0.006
Bowel Non-efficacious 2 0.16 (-0.22, 0.53) 0.404 0%
symptoms  Efficacious 3 0.58 (0.47, 0.70) <0.001 0% 451 (1) 0.034
Systemic Non-efficacious 2 0.07 (-0.30, 0.45) 0.701 0%
symptoms  Efficacious 3 0.50 (0.38, 0.61) <0.001 0% 4.50 (1) 0.034
Emotional Non-efficacious 2 0.10 (-0.27, 0.47) 0.600 0%
function Efficacious 3 0.49 (0.37,0.60)  <0.001 0% 3.82(1)  0.051
Social Non-efficacious 2 0.05 (-0.32, 0.42) 0.793 0%
function Efficacious 3 0.55 (0.44,0.67)  <0.001 0% 6.41(1)  0.011

*Efficacious treatments are those which achieved their primary endpoint; non-efficacious treatments are those for which the
primary endpoint was not met.
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twice as large as the other studies in this category —
there remained substantial heterogeneity among the 9
remaining studies (’=61.9%). (Even with the removal
of this study from the model, the pooled ES for the 9
remaining efficacious studies [ES: 0.62, 95% CI: 0.48,
0.75] was still statistically significantly greater than for
the non-efficacious studies [ES: 0.24; 95% CI: 0.00,
0.47]; Q(1): 7.5; P=0.006.)

Pooled estimates of Hedges’ g for mean differences
in each of the IBDQ-32 domain scores (Figures 36,
Table 2) were medium-sized (ES range: 0.49 to 0.58)
and statistically larger than zero (P<0.001 for all)
when summarized across the 3 efficacious treatments,
but were very small (ES range: 0.05 to 0.16) and not
statistically different from zero (P>0.10 for all) across
the 2 non-efficacious treatments. The pooled ES
estimate was statistically larger for the efficacious than
non-efficacious studies for all domains (P<0.10 for
all). Little heterogeneity was observed within studies
by efficacy category for domain scores (1*=0% for all).

Meta-Regression:  Regression  coefficients  of
continuous treatment efficacy (Hedges’ g ES) as a
predictor of Hedges’ g for mean differences for each
IBDQ-32 outcome are presented in Table 3. Results
from all models indicate a positive association, such
that increases in the magnitude of treatment efficacy
on the primary efficacy endpoint predict larger mean
differences in IBDQ-32 total and domain scores.
The regression coefficient of 0.71 found for the ES
estimate of treatment efficacy on the primary efficacy
endpoint for IBDQ-32 total scores indicates that a
1-unit increase in the ES estimate (ie, an increase of 1
standard deviation in IBDQ total score) for treatment
differences in mean change of IBDQ-32 total scores
corresponds to a 0.71 increase in the ES estimate
for the primary efficacy endpoint (ie, an increase of
approximately seven-tenths of a standard deviation in
the primary efficacy endpoint). The associations were
statistically significant (P<0.001) for mean differences
in total score, marginally significant for bowel and
systemic symptoms domains (P=0.074 and P=0.101,
respectively), and not significant for emotional or
social function domains (P=0.20 for both).

Meta-Analysis of Other Categorical Moderator
Variables: Additional meta-analyses were conducted
for treatment comparisons of mean change in IBDQ-32
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total scores across other categorical moderator variables
for which there were at least 2 included treatment
comparisons per category. These analyses found no
differences in pooled ES estimates as a function of
treatment type (biologic [n=9; ES: 0.54, 95% CI: 0.35,
0.72] vs small-molecule [n=4; ES: 0.38, 95% CI: 0.10,
0.66]; P=0.370), treatment duration (6 weeks [n=6; ES:
0.49, 95% CI: 0.28, 0.71] vs 8 weeks [n=5; ES: 0.54,
95% CI: 0.33, 0.76]; P=0.743), or baseline disease
severity (mild-to-moderate [n=4; ES: 0.68, 95% CI:
0.31, 1.05] vs moderate-to-severe [n=11; ES: 0.54, 95%
CI: 0.36, 0.72]; P=0.508). Heterogeneity was moderate
to high within most subgroups for each of these
moderator variable analyses (P values ranged from
63.3% to 86.6% for all subgroups except for those for
studies with an 8-week treatment duration [7=11.4%)]).

Sensitivity Analysis

All Treatment Arms Included: Sensitivity meta-
analyses were conducted when combining IBDQ-32
outcomes across all reported treatment arms (not just the
treatment arms of the target dose) from studies described
in the 14 articles included in the primary analysis.

Pooled ES estimates and 95% CI for treatment
comparisons of IBDQ-32 outcomes in this sensitivity
analysis are presented in online-only Supplemental Table
S5. Relative magnitudes of pooled Hedges’ g estimates
were generally similar to those observed in the primary
analyses. Differences in pooled ES for IBDQ-32 total
scores were statistically significant between efficacious
studies, for which there was a medium-sized effect (ES:
0.64, 95% CI: 0.48, 0.80), and non-efficacious studies,
for which there was a small effect (ES: 0.27, 95% CI:
0.02, 0.51); Q(1): 6.3; P=0.012. As in the primary
analysis, high heterogeneity was observed among
efficacious studies (7/=76.6%) while there was very little
heterogeneity among non-efficacious studies (77=0.6%).

Further, statistically larger ES for efficacious studies
than non-efficacious studies were found for differences
in change scores for 3 of the 4 IBDQ-32 domains:
systemic symptoms, emotional function, and social
function (P<0.10 for all).

High-Risk-of-Bias Studies Included: Sensitivity meta-
analyses were conducted when including the high-risk-
of-bias study? (n=15 articles) in meta-analytic models
based on target treatment arms.
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Bowel symptoms domain - mean difference
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Control Treatment

Figure 3. Forest plot for treatment comparisons of mean differences in Inflammatory Bowel Disease
Questionnaire (IBDQ-32) bowel symptom domain scores for efficacious and non-efficacious treatments. Pooled
effect estimates were calculated based on random-effects models, with relative weights for individual comparisons
based on inverse variance. The diamond represents a pooled effect estimate for each treatment efficacy subgroup.
Data are Hedges’ g with 95% confidence intervals.

Systemic symptoms domain - mean difference

Group by Study name Hedges's g and 95% CI
Effective treatment?

Hedges's Relative

g weight

No Bloom 2004 0.05 h 45.48
No Panes 2015 0.10 o 5452
No 0.07 ——cem—
Yes Feagan 2007 0.50 40.92
Yes Panes 2017 - OCTAVE 1 0.47 32.03
Yes Panes 2017 - OCTAVE 2 0.51 27.04
Yes 0.49
Overall 0.32 —

-1.00  -0.50 0.00 0.50 1.00

Control Treatment

Figure 4. Forest plot for treatment comparisons of mean differences in Inflammatory Bowel Disease
Questionnaire (IBDQ-32) systemic symptom domain scores for efficacious and non-efficacious treatments. Pooled
effect estimates were calculated based on random-effects models, with relative weights for individual comparisons
based on inverse variance. The diamond represents a pooled effect estimate for each treatment efficacy subgroup.
Data are Hedges’ g with 95% confidence intervals.
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Emotional function domain - mean difference

Group by Study name Hedges's g and 95% ClI
Effective treatment?

Hedges's Relative

g weight

No Bloom 2004 0.07 I 45.49
No Panes 2015 0.12 o 54 51
No 0.10 e R ——
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-1.00  -0.50 0.00 0.50 1.00

Control Treatment

Figure 5. Forest plot for treatment comparisons of mean differences in Inflammatory Bowel Disease
Questionnaire (IBDQ-32) emotional function domain scores for efficacious and non-efficacious treatments. Pooled
effect estimates were calculated based on random-effects models, with relative weights for individual comparisons
based on inverse variance. The diamond represents a pooled effect estimate for each treatment efficacy subgroup.
Data are Hedges’g with 95% confidence intervals.

Social function domain - mean difference

Group by Study name Hedges's g and 95% CI
Effective treatment?

Hedges's Relative

g weight

No Bloom 2004 -0.03 i 45.50
No Panes 2015 0.12 o 54.50
No 0.05 R i S
Yes Feagan 2007 0.51 —n— 41.12
Yes Panes 2017 - OCTAVE 1 0.63 = 31.77
Yes Panes 2017 - OCTAVE 2 0.54 T 27.12
Yes 0.55
Overall 0.51 -+

-1.00  -0.50 0.00 0.50 1.00

Control Treatment

Figure 6. Forest plot for treatment comparisons of mean differences in Inflammatory Bowel Disease
Questionnaire (IBDQ-32) social function domain scores for efficacious and non-efficacious treatments. Pooled
effect estimates were calculated based on random-effects models, with relative weights for individual comparisons
based on inverse variance. The diamond represents a pooled effect estimate for each treatment efficacy subgroup.
Data are Hedges’ g with 95% confidence intervals.
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Table 3. Results From Primary Meta-Regression Analysis

Number of Coefficient for Standard
Outcome Model Comparisons Treatment Efficacy* Error Z-Score P
Total score 16 0.71 0.18 3.96 <0.001
Bowel symptoms 5 0.45 0.25 1.79 0.074
Systemic symptoms 5 0.41 0.25 1.64 0.101
Emotional function 5 0.32 0.25 1.29 0.196
Social function 5 0.32 0.25 1.30 0.195

*Based on Hedges’ g effect size for treatment effects on primary efficacy variable.

Pooled ES estimates and 95% CI for treatment
comparisons of IBDQ-32 outcomes in this sensitivity
analysis are presented in online-only Supplemental
Table S6. Relative magnitudes of pooled Hedges’ g
estimates for differences in IBDQ-32 total scores were
similar to those observed in the primary analyses, with
a statistically significantly larger effect for studies with
efficacious treatment (ES: 0.67, 95% CI: 0.51, 0.83)
than for studies with non-efficacious treatments (ES:
0.26,95% CI: 0.01, 0.52; Q(1): 6.99; P<0.001). Pooled
estimates of Hedges’ g for mean differences for bowel
symptoms, systemic symptoms, and social function
domain scores for efficacious studies were medium-
sized and statistically larger than zero (ES range:
0.50 to 0.58; P<0.001 for all) but for non-efficacious
studies were small and not statistically different from
zero (ES range: 0.08 to 0.25, P>0.10 for all), with the
pooled ES estimate statistically significantly larger for
the efficacious than non-efficacious studies for the 3
domains (P<0.10 for all).

The pooled estimate of Hedges’ g for mean differences
in emotional function domain scores for efficacious
studies was medium-sized and statistically larger than
zero (ES: 0.49, 95% CI: 0.37, 0.60; P<0.001). For non-
efficacious studies it was small and not significantly
different from zero (ES: 0.24, 95% CI: -0.09, 0.58;
P=0.148), although the pooled ES estimate did not
statistically differ between the efficacious and non-
efficacious studies for this domain (Q(1): 1.86;
P=0.172).

Publication Bias

Evaluation of publication bias was conducted for
treatment comparisons of mean differences in IBDQ-
32 total scores for the primary analyses, which
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included 13 of the 14 articles (93%) and 16 of the
19 comparisons (84%). Visual examination of the
funnel plot (online-only Supplemental Figure S4) and
results from Egger’s regression test (2-tailed P=0.888)
indicated that publication bias was unlikely an issue
of concern for this meta-analysis.

DISCUSSION

To the best of our knowledge, this paper provides the first
systematic literature review and synthesis of evidence
regarding the sensitivity of the IBDQ-32 to treatment
for UC. Specifically, the objective of this study was to
examine the impact of efficacious treatment on mean
change in IBDQ-32 outcomes. We defined treatment
efficacy both as a dichotomous variable, based on
success of meeting the primary study endpoint, and
also as a continuous variable, by calculating an ES
estimate for the treatment efficacy of that endpoint. For
both of these approaches, results were pooled across
studies reported in 14 published articles to investigate
whether treatment efficaciousness was a predictor of
change in IBDQ-32 total and domain scores.

For the dichotomous efficacy
primary meta-analysis found that patients in studies
with efficacious treatments showed larger mean
improvements relative to controls in IBDQ-32 total
scores and all 4 domains. At the same time, patients
in studies with non-efficacious treatments showed
small and nonsignificant differences in these outcomes
relative to controls. For the continuous efficacy
approach, the primary meta-regression models showed
that the magnitude of treatment efficacy was a positive
predictor of these same IBDQ-32 outcomes. Results
from sensitivity meta-analyses (of 15 articles) were
generally supportive of findings from the primary

approach, the
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analysis. Thus, this disease-specific patient-centered
measure of HRQoL showed strong correspondence to
changes in clinical health as a function of treatment
interventions.

Meta-analyses were conducted to examine evidence
that effects for treatment comparisons of mean
changes in IBDQ-32 total score were associated with
potential moderator variables, including treatment
type, treatment duration, and severity of patients’
baseline disease activity. No differences in pooled
ES estimate across subgroups were found for any of
these factors. High heterogeneity was found across
ES estimates within most of these subgroups, which
may be due to the fact that each subgroup contained
a mix of efficacious and non-efficacious studies,
across which there were established differences in
ES magnitude. In the primary meta-analysis, high
heterogeneity also was observed across ES estimates
for mean changes in IBDQ-32 total scores within the
subgroup of efficacious studies. Even when removing
a study with an outlying ES relative to the rest within
the subgroup, a moderate amount of heterogeneity
was still observed. Within this subgroup, there were
a number of key differences among studies, including
factors such as types of treatments administered, type
of disease activity index measure used to capture
clinical efficacy, treatment duration, baseline severity
of UC, and potentially demographic factors. While
moderator analyses found that some of these factors
did not explain statistically significant differences in
ES estimates across studies, other factors varied too
greatly among studies to combine into meaningful
subgroups. The combined and possibly interactive
impacts of each of these factors on heterogeneity
in ES estimates cannot be easily assessed given the
limited number of studies.

The current analysis focused on the inclusion of the
IBDQ-32 in studies of patients with UC. However,
the IBDQ-32 is often included as an HRQoL endpoint
in studies of patients with Crohn’s disease.” While
UC and Crohn’s disease are often studied together,
they represent distinct pathophysiological entities.***
Because our a priori research interest was in UC, it
would have been beyond the scope of our research
question to explore Crohn’s disease in this study. We
predict that if the same type of meta-analysis was

202 JPCRR + Volume 7, Issue 2 * Spring 2020

conducted for studies using the IBDQ-32 with patients
with Crohn’s disease, the results would be similar to
those reported here for UC. In the absence of such
data, however, we defer to future research to answer
whether our results also apply to Crohn’s disease.

The primary reason for including the IBDQ-32 as a key
secondary endpoint in clinical trials is that it enables
a broader interpretation of treatment benefit. When
asked to describe their experiences with the disease,
patients with UC often mention clinical symptoms that
are typically assessed using disease activity indices.
Nevertheless, these patients also express concerns about
their disease and its impact on their everyday lives
that go far beyond what is captured by those indices.
They report anxieties stemming from a lack of control
over their bodily functions, fear of disease progression,
hospitalization or surgery, and fear of not having
immediate access to a toilet.**® These concerns impact
their employment opportunities and work productivity
and limit their ability to engage in social and recreational
activities, which can impair their ability to develop and
maintain relationships with others and subsequently
lead to difficulties achieving intimacy and to feelings of
isolation and depression.***7#>-5! Thus, comprehensively
evaluating benefits of a treatment for patients with
UC entails more than merely assessing changes in
clinical and endoscopic activity — it also requires
measuring changes in patient-reported HRQoL. The
results provided here support the use of the IBDQ-32
to capture treatment benefits on functioning and well-
being in patients with UC.

Limitations

A limitation of this study is that the literature search was
restricted to papers published in peer review journals,
with findings in the “gray” literature (eg, conference
presentations) not represented. Given that our study
objective was to evaluate what is typically used as
a secondary outcome measure, and not to provide
evidence supporting efficacy of any particular treatment
regimen, we believe that publication bias would be less
impactful for our review and that the consequences of
possible bias would be relatively low. As the ratio of
efficacious treatments to non-efficacious treatments
was fairly even (10:9), evidence from our examination
of publication bias shows that it is unlikely that an
exhaustive search of unpublished studies meeting our
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selection criteria would result in substantially different
findings than those observed here.

Another limitation of our review stems from the
decision to restrict our data sources to only randomized
controlled trials, such that our review and meta-analysis
did not include data on changes in IBDQ-32 scores from
interventional studies of patients with UC that used other
study designs, such as single-arm or nonrandomized
comparative designs. This decision was made because
the design of randomized controlled trials reduces
bias by minimizing confounds between patient groups
(due to randomization) and by controlling for placebo
effects on HRQoL, which have been demonstrated to be
substantial in studies of patients with UC.>? However,
by restricting our evidence base to only randomized
controlled trials, we limit the generalizability of our
findings and ignore data that could be relevant to the
question of the degree to which IBDQ-32 scores are
sensitive to the clinically efficacious UC treatments.
Future research incorporating findings from studies
using nonrandomized design could potentially provide
additional information with respect to the research
questions addressed in this review.

Another potential limitation of this analysis was a lack
of uniformity in determining whether or not a treatment
was efficacious. We relied on each study’s authors for
the determination about whether the primary efficacy
endpoint was met, according to the a priori definition
for that study. The fact that many studies used similar
definitions of efficacy (ie, significant mean difference
between target and placebo groups on a disease activity
measure, difference in proportion achieving response
or remission as defined by changes on disease activity
indices) reduced the potential variability in these
definitions across studies. The lack of overlap in ES
estimates for non-efficacious and efficacious target
treatments (Hedges’ g ranging from -0.75 to 0.42
and from 0.43 to 1.66, respectively) supports that the
dichotomous classification fairly represented actual
treatment efficacy.

CONCLUSIONS

This review provides new evidence that IBDQ-32
total and domain scores are sensitive and specific
to efficacious treatment, such that treatments that
effectively produced reduction of clinical and
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endoscopic UC symptoms also produced improvements
in IBDQ-32 scores, while treatments that did not
reduce UC disease activity did not produce substantial
changes in IBDQ-32 outcomes. Integrating these
findings with those from reviews providing evidence
for the reliability, validity, and responsiveness of
the IBDQ-32 for measuring IBD-specific HRQoL in
patients with UC7,3!:12 supports the appropriateness
of including this instrument in clinical trials.

Patient-Friendly Recap

* Research studies on ulcerative colitis often
use a tool called the Inflammatory Bowel
Disease Questionnaire (IBDQ-32) to measure
changes in a patient’s health-related quality of
life following treatment. However, this tool has
not been validated as useful in randomized
clinical trials.

» The authors reviewed published results
from 14 randomized controlled trials that
used the IBDQ-32 in this patient population
to determine whether the tool performed to
expectations.

* They found that IBDQ-32 scores do indeed
reflect changes from treatment, supporting
the use of this tool to capture quality-of-life
outcomes in patients participating in ulcerative
colitis clinical trials.
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