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Abstract

Background and Aims—Given the limitations of conventional therapies and restrictions imposed
on newer pharmacological agents, there is an urgent need to develop efficacious and efficient
treatments that teach patients behavioral self management skills for relieving irritable bowel
syndrome (IBS) symptoms and associated problems.

Method—75 Rome Il diagnosed IBS patients (86% female) without comorbid GI disease were
recruited from local physicians and the community and randomized to either 2 versions of cognitive
behavior therapy (10 session, therapist administered CBT vs. 4 session, patient administered CBT)
or a wait list comparison (WLC) that controlled for threats to internal validity Final assessment
occurred two weeks after the 10 week treatment phase ends. Outcome measures included adequate
relief from pain and bowel symptoms; global improvement of IBS symptoms (CGI-Improvement
Scale); IBS symptom severity (IBS SSS); quality of life (IBSQOL); psychological distress (Brief
Symptom Inventory); patient satisfaction (Client Satisfaction Scale).

Results—At week 12, both CBT versions were significantly (p < .0001) superior to WLC in the
percentage of participants reporting adequate relief (e.g., MC-CBT = 72%, S-CBT = 60.9%, WLC
=7.4%) and improvement of symptoms. CBT treated patients reported significantly improved quality
of life and IBS symptom severity but not psychological distress than WL patients (p < .0001)

Conclusions—Data from this pilot study lend preliminary empirical support to a brief patient
administered CBT regimen capable of providing short term relief from IBS symptoms largely
unresponsive to conventional therapies.

Irritable bowel syndrome (IBS) is a common, oftentimes disabling functional GI disorder
whose full range of symptoms (abdominal pain/discomfort with altered bowel habits such as
diarrhea and/or constipation) are generally unresponsive to conventional therapies. The few
efficacious medications developed specifically for IBS have either been withdrawn or severely
restricted in response to concerns about safety, creating an urgent need to develop behavioral
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self management treatments that train patients to adopt effective strategies for relieving
symptoms unresponsive to available dietary or pharmacological agents. The broader disease
management literature L indicates that effectively managing the day to day burden of chronic
medical conditions involves the adoption of specific behavioral self care skills (self monitoring,
goal setting and problem solving, education, managing negative emotions and other aversive
somatic states such as pain). These skills form the basis of a psychological treatment approach
called cognitive behavior therapy (CBT). CBT’s overarching goal is to teach patients skills for
taking a more proactive role in controlling symptoms, coping with their emotional
unpleasantness, and improving quality of life.

A number of clinical trials support the efficacy of CBT when administered over multiple
(weekly) sessions by trained therapists in tertiary care settings 2,34 Treatment gains associated
with CBT include improvements in key GI symptoms (pain, bowel dysfunction)4, quality of
life > 6, and psychological distress® ©. In its standard form, however, CBT has practical
limitations (high cost, shortage of adequately trained therapists, long waiting lists, time
requirements) that hamper its clinical utility. As the “second generation” of IBS treatments
under development, it is increasingly clear that efficacy demonstration is a necessary but not
sufficient condition of treatment viability for IBS treatments. An unmet need exists for a brief
form of CBT that is less costly, time intensive and more transportable, yet retains the clinical
efficacy of the “gold standard” CBT delivered in routine office settings.

One strategy for economizing CBT is to decrease therapist contact time through the use of
primarily self-administered or “home based” treatments. In a minimal-contact (MC) treatment
(e.g.7), self-management skills are introduced in periodic clinic sessions but most of what is
learned occurs at home using self-study materials. As a result, MC-CBT requires only 4 clinic
sessions rather than the 10-20 weekly sessions featured in the literature. Potential advantages
of MC-CBT include compatibility with the number of counseling sessions (N = 6) most patients
attend 8, greater patient involvement, a reduction in patient costs (direct and opportunity),
expanded availability of services, lower stigma, easier scheduling and penetration into
underserved areas, and more rapid integration into routine clinical settings subject to yearly
HMO limits on outpatient counseling visits. In a health care culture that emphasizes stepped
care, an MC-CBT treatment represents a logical first step intervention for individuals who
require more than advice, reassurance or simple lifestyle changes but a less complex, and costly
option than more intensive behavioral treatments administered in specialty care settings.

The primary goal of this pilot study was to test the acute treatment effects of self administered
CBT with reference to a waitlist control condition. On an exploratory level, we compared the
self-administered CBT to a standard-of-care, therapist administered CBT condition to examine
comparability of effects. We predicted a priori that the brief CBT would show evidence of
overall relief of GI symptoms, improvement of quality of life, and reduction of severity of IBS
symptoms as compared to a wait list control and comparable effects to patients assigned to
therapist based CBT.

Patients and Methods

Study Design

This study is a single site, three arm randomized clinical trial pitting a 4 session, self
administered version of CBT against a “passive” wait list control group that controlled for
several threats to internal validity (passage of time, maturation, the effects of repeated
assessment) and a 10 session, therapist administered version of CBT. The study was approved
by the IRB at the University at Buffalo, SUNY and all participants signed informed consent.
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Females and males between the ages of 18 and 70 years were recruited primarily through
referral from local specialists (e.g., gastroenterology) and primary care physicians, media
coverage and advertisements in local media. Recruitment began in February 2005 and ended
in April 2006. A total of 327 subjects contacted the Behavioral Medicine Clinic at the
University at Buffalo and underwent a telephone screening interview to assess basic eligibility
criteria. Those who qualified were scheduled for formal medical and psychological evaluations
to determine their standing on inclusion/exclusion criteria. Inclusion criteria included Rome 11
IBS diagnosis9 established during a medical examination conducted by a gastroenterologist;
IBS symptoms of at least moderate severity; willingness to maintain a stable dosage of IBS
medications during the pre treatment baseline period; ability to provide written consent; and a
minimum 6! grade reading level10. Exclusion criteria were: presence of a comorbid organic
Gl disease (e.g., IBD, lactose intolerance) or mental retardation; concomitant or lifetime
participation in psychotherapy featuring cognitive-behavioral techniques; current or past
diagnosis of schizophrenia or other psychotic disorders; current diagnosis of unipolar
depression with suicidal ideation; current diagnosis of psychoactive substance abuse. Moderate
to severe IBS was operationally defined 4, 11,12 35 a score of 2 or greater on physician
administered global ratings scale of IBS severity (1 = mild, 2 = moderate, 3 = severe, 4 = very
severe). The average duration of IBS symptoms for the study sample was 16.5 years. Patients’
Bredominant bowel habit was determined after medical examination using Rome Il guidelines

and clinical impression: 53% were diarrhea-predominant; 25% constipation-predominant,
and 21% were alternating or mixed. Additional demographic data are presented in Table 1. Of
138 individuals whose eligibility was formally assessed in clinic, 75 completed pretreatment
assessments that ended with the completion of 4 weeks of daily symptom monitoring. At this
point, the study research coordinator who had no therapeutic relations with any of the
participants used a computer generated treatment allocation scheme to randomly assign patients
to one of the three conditions. Because it is not possible to disguise the “contents” of
psychosocial treatments, we adopted the practice 6,13 of assessing patients’ perceived
credibility of the treatments to which they were assigned. Participants were allocated to
therapists, with the goal of balancing the number of patients treated in each condition by each
therapist.

Treatment Conditions

All treatments were standardized and conducted on an individual, outpatient basis at a tertiary
care setting at an academic medical setting.

Standard CBT (S-CBT) is a skills—based training program 14 delivered to patients in 10 weekly,
one hour sessions. Treatment involved six overlapping phases: (1) education regarding stress
and its relationship to IBS (2) self monitoring of stressful situations associated with IBS
episodes (3) muscle relaxation exercises to increase physiological self regulation and to
cultivate a sense of self control over symptoms (4) learning to identify, reevaluate, and change
negatively skewed thoughts (e.g.,catastrophizing15) associated with IBS, (5) changing
underlying “core” beliefs (e.g., perfectionism) that fuel threatening cognitions; (6) formal
training in problem solving to strengthen the ability to cope with realistic stressors associated
with IBS. Weekly home exercises were assigned to facilitate skills acquisition.

Minimal Contact CBT (MC-CBT) covers the same range of procedures featured in S-CBT but
relies extensively on self-study materials16. Whereas S-CBT involved ten, 1 hour clinic visits,
MC-CBT meets for only four, 60-minute clinic visits over the same period. At the first MC-
CBT session, treatment is explained, self-study materials 16 are provided and muscle relaxation
and self-monitoring are introduced. The second treatment session introduces cognitive coping
techniques (e.g. decatastrophizing through prediction testing). At the third session, patients
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learn problem solving training and advanced cognitive coping skills (e.g., modifying core
beliefs such as perfectionism). The fourth session introduces relapse prevention skills. Two 10
minute phone contacts were scheduled at week 3 and 7 to troubleshoot any problems.

Wait List Control Subjects in this condition were placed on a 10-week delayed treatment wait
list, during which time they engaged in daily self-monitoring of GI symptoms

Therapists and Treatment Integrity

Three doctoral level clinical psychologists (2 male, 1 female) with an average of 10 years of
experience in the psychological treatment of painful medical disorders provided treatment
under the supervision of an experienced Ph.D level psychologist (JML). All therapists received
extensive training which included review of both concepts and techniques of CBT, topic-by-
topic review of the manuals, listening to audio taped examples of treatment, role playing and
practicing exercises, discussion of case examples and rehearsing strategies for difficult or
challenging cases; and practice cases. To ensure fidelity of treatment delivery, therapists
followed a manualized treatment protocol that provided detailed session by session guidance.
A checklist of procedures specific to each session was used to assure compliance. Review of
checklist revealed no violation of treatment procedures. No adverse events were reported.

Statistical Power

Measures

The primary focus was to compare a brief CBT to a wait list control to demonstrate its
effectiveness. Prior research comparing IBS specific CBT to wait-list control® suggests a
standardized effect size mean difference comparable to a “large” effect should be observed
(namely, a d of 0.80 as defined by Cohen17). The study therefore targeted a sample size of 25
per group in each of the three conditions, which yields approximate power of 0.80 to detect a
large standardized effect size difference between means when contrasting two groups. To
establish comparability between the brief and standard CBT, one needs considerably larger
sample sizes that support formal equivalence testing paradigms. This facet of the research is
therefore exploratory. We expect to observe effect sizes in these two conditions that are
comparable and, if this is the case, this justifies a future more expensive clinical trial that can
support such equivalence tests

Primary outcome variables—Clinical efficacy was assessed with two adequate relief
mesaures!8: 19, The first asks “In the past 7 days, have you had adequate relief from irritable
bowel syndrome pain or discomfort?"(Yes/No)lg. Because IBS is a multisymptom problem
that involves other (non pain) symptoms, we created a second item assessing adequacy of relief
from bowel symptoms for which they initially sought treatment. Per Rome 111 guidelines 20,
we also assessed clinical efficacy using the Clinical Global Impressions - Improvement Scale
(CGI—I)21: “Compared to how you felt prior to entering the study, how would you rate the IBS
symptoms for which you sought treatment during the past week?” (1 = substantially improved,
4= no change, 7 = substantially worse). Consistent with past research?2 we defined treatment
responders a priori by a score of 1 (substantially) or 2 (moderately improved).

Secondary outcome variables—Additional clinical endpoints included overall
psychological distress (Global Severity Index of the Brief Symptom Inventory23), IBS
symptom severity (IBS Symptom Severity Scale24), overall patient satisfaction (Client
Satisfaction Form? ), and health related quality of life (IBS Quality of Life26). Outcome
measures were obtained at intake and post treatment with the exception of global relief
measures and patient satisfaction measures that were administered only at post treatment.
Patients returned to the clinic 14-16 days after their last scheduled CBT session to provide
post treatment efficacy data.
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Preliminary Data Analyses

Treatment Dropouts and Missing Data—The number of individuals assigned to MC-
CBT, S-CBT and WLC conditions was 25, 23 and 27, respectively. Sixteen individuals (21%)
dropped out of the study during the course of treatment. Five were in the MC-CBT condition,
6 were in the S-CBT condition and 5 were in the WLC condition. Dropouts identified 27
“getting to the session” as the most common reason for dropping out of treatment. Forty three
percent (7/16) of dropouts terminated treatment before session one. To identify dropout bias,
a dummy variable (1= dropped out, 0 = did not drop out) was correlated with a variety of
demographic variables (e.g., gender, ethnicity, education) and pre-treatment assessments.
Drop-out was related to the baseline clinical severity measure (r =0.40, p <0.05) in the direction
that patients with higher severity scores were more likely to drop out of treatment. There were
no other statistically significant predictors of treatment dropout.

Analyses used both an intent-to-treat (ITT) framework and a dosage-response (DR) framework.
The DR analyses were based only on individuals who completed the treatments, whereas ITT
analyses were based on all individuals who were randomized to condition. For the ITT analyses,
of the 16 individuals who dropped out of treatment, follow-up assessments were obtained for
5 of them (31%). All 5 of these individuals responded negatively to achieving adequate relief
for abdominal pain as well as adequate relief for bowel symptoms and all five indicated “no
change” (a score of zero) on the global improvement (CGI) measure. These values were
therefore imputed for individuals who dropped out of treatment.

Follow-up data were missing for 12 of the 75 clients (16%). Seven of the twelve individuals
were in the S-CBT condition and 5 were in the MC-CBT condition. Eleven of the twelve
individuals were treatment drop-outs. For the single individual who completed treatment but
for whom no follow-up assessment was obtained (who was in the S-CBT condition), for the
adequate relief measures, we randomly selected and imputed a score from a binomial
distribution with a mean and variance equal to the observed mean and variance for treatment
completers in the S-CBT condition. For the global improvement measure, we imputed a
randomly selected score from a normal distribution with a mean and variance equal to the mean
and variance for treatment completers in the S-CBT condition. A multiple imputation strategy
was used to estimate parameters, standard errors and confidence intervals 28, but because
multiple imputations were pursued for only a single individual, the effect of imputation based
variability was negligible.

Primary Analyses

Comparison of Treatment Groups: Dosage Response Analysis—The top half of
Table 2 presents the percentage of individuals reporting adequate relief of abdominal pain, the
percentage of individuals reporting adequate relief of bowel symptoms, and mean patient
global improvement for the three treatment conditions for people who completed treatment
and who completed the WLC. In terms of adequate relief of abdominal pain, the percentage
difference between S-CBT and the WLC was 73.3 (p < 0.05), with a 95% Bayes adjusted
confidence interval (Cl) of 51.6 to 95.0. The percentage difference between MC-CBT and the
WLC was 80.9 (p < 0.05), with a 95% Bayes adjusted CI of 63.1 to 98.7. The percentage
difference between S-CBT and MC-CBT was —7.6 (ns) with a 95% Bayes adjusted Cl of —30.0
to 14.8. Thus there were sizeable differences between the two treatment conditions and the
WLC, but minimal differences between the two treatment conditions. There were no between
group differences in treatment credibility or expectancy of improvement at baseline.
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For adequate relief of bowel symptoms, no one in the WLC reported adequate relief whereas
81.3% and 75% reported such relief in the S-CBT and MC-CBT conditions, respectively. The
zero frequency for the WLC precludes formal significance tests contrasting the S-CBT and
MC-CBT conditions with the WLC group, but the lower limit of the 95% CI for the S-CBT
and MC-CBT conditions were both well above zero (53.1 and 59.0, respectively), suggesting
sizeable improvement over the WLC condition. The percentage difference between S-CBT
and MC-CBT was 7.4 (ns) with a 95% Bayes adjusted CI of —18.8 to 33.6.

Finally, the mean difference between S-CBT and the WLC on patient impression of
improvement was 1.99 (p < 0.05), with a 95% CI of 1.50 to 2.48. The mean difference between
MC-CBT and the WLC was 1.96 (p < 0.05), with 95% CI of 1.50 and 2.42. The mean difference
between S-CBT and MC-CBT was 0.025 (ns) with a 95% CI of —0.52 to 0.47. This pattern of
statistical significance maintained when an analysis of covariance (ANCOVA) strategy was
used comparing posttest means adjusted for pretest scores. When we analyzed the proportion
of responders by classifying patients reporting “moderately” or “substantially” improvement
(scored 2 and 1, respectively) as responders and those reporting “slight” improvement or above
(3>) as nonresponders, 87.5% of the individuals in the S-CBT condition reported very much
to much improvement, 80% of the individuals in the MC-CBT condition did so and 0% of the
WLC individuals did so. The former two percentages did not differ significantly from one
another (p > 0.55). These data are presented in Figure 1. CBT treated participants were
uniformly satisfied with the care they received as evidenced by their close to maximum possible
scores (MC-CBT M = 30.1, SD=1.8; S-CBT M = 30.3, SD = 2.3) on the Client Satisfaction
Scale (range = 8 to 32)

Comparison of Treatment Groups: Intent-To-Treat Analysis—The bottom half of
Table 2 presents relevant data summaries for all individuals randomly assigned to conditions.
In terms of adequate relief of abdominal pain, the percentage difference between S-CBT and
the WLC was 53.5 (p < 0.05), with a 95% Bayes adjusted CI of 31.2 to 75.8. The percentage
difference between MC-CBT and the WLC was 64.6 (p < 0.05), with a 95% Bayes adjusted
Cl of 44.4 to 84.8. The percentage difference between S-CBT and MC-CBT was —11.1 (ns)
with a 95% Bayes adjusted CI of —37.7 to 15.5. As with the dosage response analyses, there
were sizeable differences between the two treatment conditions and the WLC, but minimal
differences between the two treatment conditions.

For adequate relief of bowel symptoms, no one in the WLC reported adequate relief whereas
60.9% and 60% reported such relief in the S-CBT and MC-CBT conditions, respectively. The
presence of a zero frequency for the WLC again precludes a formal significance test contrasting
the S-CBT and MC-CBT conditions with the WLC group. The lower limit of the 95%
confidence interval for the S-CBT and MC-CBT conditions were both well above zero (41.0
and 40.8, respectively), suggesting a sizeable improvement relative to the WLC condition. The
percentage difference between S-CBT and MC-CBT was —0.9 (ns) with a 95% Bayes adjusted
confidence interval of —28.5 to 26.8.

Finally, the mean difference between S-CBT and the WLC on global symptom improvement
was 1.45 (p < 0.05), with a 95% CI of 0.90 to 2.00. The mean difference between MC-CBT
and the WLC was 1.57 (p < 0.05), with 95% CI of 1.03 and 2.10. The mean difference between
S-CBT and MC-CBT was 0.11 (ns) with a 95% CI of —0.44 to 0.67. This pattern of statistical
significance maintained when the aforementioned ANCOVA strategy was used to compare
posttest means adjusted for pretest scores. When translated into the traditional dichotomy of
reporting “moderate” or “substantial” improvement (scored 1) versus assigning a rating
category of “moderate” improvement or above, the results were essentially the same as the
dosage response analyses.
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Sensitivity Analysis and Equivalence Tests—The above contrasts were pursued from
a variety of alternative analytic perspectives to ensure that results were robust across forms of
analysis in the spirit of sensitivity analysis. For example, small sample logistic regression
methods based on exact probabilities tested group contrasts in conjunction with covariates that
included gender, education level and age. Similarly, different strategies for dealing with
missing data were evaluated, such as an expectation-maximization (EM) approach. In all cases,
the fundamental conclusions remained unchanged.

An interesting result was the near equivalence of effects for the S-CBT and MC-CBT
conditions. It is, of course, not possible to make statements of equivalence using traditional
hypothesis testing, because one can never accept the null hypothesis. A better approach is to
use formal equivalence testing methods, which involves specifying a threshold value (TV) for
defining equivalence and then examining confidence intervals relative to that threshold. For
example, for adequate relief for abdominal pain, it might be argued that if the percent of patients
claiming adequate relief in the respective group populations is within 10% of each other, then
the therapies should be judged to be “functionally equivalent.” The value of 10% is the
threshold value. If the lower limit of the sample confidence interval for the percent difference
is larger than —10% and the upper limit of the confidence interval is less than +10%, then the
therapies are declared functionally equivalent. If either the upper or lower limit of the
confidence interval is within the interval defined by —TV to +TV, then one can not make a
definitive statement about functional equivalence. This was the case for the present data.
Essentially, the small sample sizes in the study yielded confidence intervals that were too wide
to make definitive statements about functional equivalence between the S-CBT and MC-CBT
conditions.

Supplementary Analyses

In addition to the primary outcome variables, we compared treatment conditions on several

variables that were of secondary interest. Relevant dosage-based means for these variables are
in Table 3. The S-CBT and MC-CBT group means differed statistically significantly (p < 0.05)
from the WLC at the follow-up for the quality of life outcome and the IBS symptom severity
ratings, but not for the index of distress. For the former two outcomes, the change was in the
direction of improvement. Behaviorally treated patients reduced the severity of IBS symptoms
and their quality of life impairment. None of the contrasts between the S-CBT and MC-CBT
groups were statistically significant and the means for these two conditions tended to be similar.

Discussion

The goal of this study was to test experimentally the feasibility, acceptability, and clinical
efficacy of a brief, patient administered behavioral self management treatment for patients with
severe IBS. At the conclusion of a 10 week treatment phase, a majority of patients assigned to
brief CBT described their IBS symptoms as significantly improved and reported adequate relief
from I1BS symptoms. The proportion of MC-CBT patients who reported adequate relief from
IBS symptoms was comparable to that of patients assigned to therapist administered, clinic
based CBT (60% — 72%) and exceeded that of patients assigned to a wait list control condition
(0%—7%). A similar pattern of data was observed for treatment response on secondary
endpoints. CBT treated patients showed statistically significant improvements in their quality
of life (IBS QOL) and severity of IBS symptoms that well exceeded gains of WL patients at
post treatment. Our failure to show prospective changes in mental well being may appear
somewhat counterintuitive but is consistent with the results of a recent large scale CBT trial
29 and 20 years of treatment outcome research 30 showing that CBT’s most robust effect is
improvement in Gl symptoms not distress variables.

Clin Gastroenterol Hepatol. Author manuscript; available in PMC 2009 August 1.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Lackner et al.

Page 8

These data compare favorably to two recently published trials of brief behaviorally oriented
programs for IBS. Robinson et al 31 examined the efficacy of a self help guidebook and found
that while patients perceived themselves as globally improved (CGI-I) at the 12 month follow
up, their actual level of IBS symptom severity remained statistically unchanged from baseline.
Similarly, Heitkemper et al 2 found no change in IBS symptoms in patients treated with a
single session behavioral treatment program, although select dimensions of QOL improved.
These studies echo the disappointing track record of most single session behavioral treatments
developed for a range of mental (e.g., anxiety) and physical (e.g., headache) problems. While
very low intensity behavioral treatments have obvious logistical appeal, their efficiency
typically involves reducing therapist contact below a level than is required for behavior change
to occur33-38. For this reason, we were careful to design an MC-CBT treatment that retained
a therapeutic level of therapist contact that provided patients corrective feedback around
problems they encountered between sessions, as well as other program features (e.g., goal
setting, follow up, menu of strategies34) common across empirically validated, self
administered behavioral interventions for diverse health problems (e.g., headache, alcohol,
depression, anxiety, smoking, binge eating, depression). This may explain why CBT treated
patients reported improvement on global improvement of and adequate relief from I1BS
symptoms as well as reduction in their actual symptom severity immediately following CBT.
Additionally, the MC-CBT protocol benefited from a year long therapy development process
that included (a) initial writing of a working manual specifying techniques to be used and
excluded, (b) use of the manual by well trained, well supervised therapists with 10 cases, ()
revision of the manual, based on feedback from outside experts, therapists conducting the
sessions, and patients, (d) use of the updated manual with new cases, and (e) final revision of
the manual based on further feedback from outside experts, therapists, and participants. We
also believe that the methodological rigor, systematic approach to protocol development,
reliance on psychometrically sound outcome measures, and attention to quality control
throughout the trial may explain the discrepancy between our largely positive findings and the
more equivocal findings of two recent behavioral trials39 40,

While traditional CBT is not typically associated with adverse side effects, it is not without its
costs. If one assumes that (1) CBT is delivered weekly for 12 weeks (e.g., 39) and (2) per
session costs are $100, treatment costs amount to $1200 per patient. By comparison, the average
wholesale price of a 12-week regimen 39 of the tricyclic antidepressant desipramine is $207.78
41 Beyond cost, logistical problems complicate CBT. CBT requires experienced clinicians
who number only several hundred worldwide. Psychotherapy requires a significant investment
of time on the part of patients who must often travel long distances -- often in inclement weather
and or during the work day — for traditional face to face treatment over a three month period.
Patients undergoing intensive CBT are often required to pay high co-payment charges,
deductibles and/or out of pocket expenses depending on insurance restrictions. Patients who
are candidates for psychotherapy are also subject to stigma, especially IBS patients 42 \whose
medically benign symptoms are often viewed as psychological and “not real”. It is likely that
many people choose not to pursue behavioral treatments because they neither desire to be
labeled a “head case” nor wish to endure the stigma this entails. By reducing travel and therapist
time, we believe we have developed a brief CBT that may incur fewer costs without any
apparent loss of efficacy. Formal cost effectiveness studies are required to monetize the true
economic value and impact of CBT on health care utilization, work productivity, and other
“real world” endpoints.

While we found a statistically non-significant difference between the 4 session and 10 session
CBT interventions, these data should be interpreted cautiously. Our data are based on a small,
exploratory study with only 25 patients assigned to the two CBT conditions at a single
investigative site. The statistical power to observe a statistically significant difference between
the groups was low. We are therefore are not on sufficiently strong scientific grounds to
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conclude that both versions of CBT are equivalent. Our study was not designed to permit an
adequate equivalence test analysis. Rather, it was a tightly controlled feasibility study that
sought to use rigorous experimental design and conservative statistical methods to provide
perspectives on whether the 4 session CBT intervention produces sufficient treatment effects
to warrant their investigation in an appropriately powered, randomized controlled trial. There
are characteristics of the sample that may limit generalizability of our findings. Our sample
represented severely affected IBS patients with a relatively homogeneous demographic profile
and results may not generalize to a more diverse sample or one treated by other therapists at
other sites. Because we used a wait list control comparison, we can conclude that treatment
effects are not due to measurement artifact or temporal processes such as spontaneous
remission, life events, or passage of time. While the WLC has limitations, it is an ideal control
for ruling out whether treatment effects are due to treatment or simply the fluctuating nature
of IBS. Whether treatment gains attributed to CBT are due to its specific techniques and
strategies or nonspecific factors common to all therapies (e.g. provision of a convincing
rationale for the treatment, support and encouragement, the quality of the therapeutic
relationship, positive expectancy of improvement) is an important research question beyond
the scope of this study. Despite this, we believe that even in its preliminary state the information
from this trial lays the foundation of future trials for determining the effectiveness of self
directed behavioral treatments that minimally supervised paraprofessionals can administer.

This work was based on the stage model of behavioral therapies research 43, Developed by
the National Institute on Drug Abuse 44 the model is an effort to create an organizational
framework for facilitating the transition of clinically useful, novel, scientifically rigorous
treatment from pilot work, through RCT, to tests in “real life” clinical settings. The model
specifies three progressive stages that roughly parallel those for the development of
pharmacologic therapies. Stage | involves initial development and pilot or feasibility testing
of new and untested treatments. Stage 1 consists principally of randomized controlled clinical
trials to evaluate efficacy of treatments that have shown promise or efficacy in initial studies.
Stage 111, which corresponds to phase IV research for drug trials, aims to address issues of
transportability of treatments whose efficacy has been demonstrated in at least two stage |1
trials. This study is concerned with the Stage 1 whose primary measures of success is whether
a treatment is feasible to administer, whether it is acceptable and tolerable to patients, and
whether it evidences desirable treatment effects based on a recommended ample size of 15—
30 patients per cell to warrant a large scale clinical trial (Stage 2)45.

The present study suggests that a brief, patient administered version of CBT is a well tolerated,
efficient, and clinically useful treatment associated with global relief from more severe IBS,
symptom reduction, and improvement in quality of life. This is an important finding that comes
at a critical time when few empirically validated therapies are available to more severely
affected IBS patients. Further research is needed to establish the therapeutic potential and
limitations of this novel approach to IBS management.
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Patient-Related Global Impression of Improvement

at Week 12
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Figure 1.
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Table 1

Sample baseline characteristics for total sample and by treatment group.

Page 14

Treatment Group

Total Sample (N = MC-CBT (n = 25) S-CBT (n =23) Wait List (n = 27)
75
Age (mean, sd) 46.6 (16.7) 41.9 (13.6) 48.13 (18.2) 49.7 (17.6)
Gender (%)
Male 13.3% 24.0% 8.7% 7.4%
Female 86.7% 76.0% 91.3% 92.6%
Marital Status (%)
Single 24.0% 24.0% 30.4% 18.5%
Married 45.3% 48.0% 39.1% 48.1%
Divorced 22.7% 24.0% 17.4% 25.9%
Widowed/separated 2.7% 0.0% 4.3% 3.7%
Living w/ partner 5.3% 4.0% 8.7% 3.7%
Ethnicity (%)
Asian 1.3% 4.0% 0.0% 0.0%
African American 2.7% 4.0% 0.0% 3.7%
White 94.7% 92.0% 100% 92.6%
Hispanic 1.3% 0.0% 0.0% 3.7%
Education
Some High School 2.7% 0.0% 8.7% 0.0%
High School Grad/GED 8.0% 8.0% 8.7% 7.4%
Some College 17.3% 16.0% 13.0% 22.2%
Vo-Tech/Associate’s 17.3% 28.0% 8.7% 14.8%
College Grad 18.7% 16.0% 30.4% 11.1%
Some Post-Grad 8.0% 0.0% 4.3% 18.5%
Master’s Degree 21.3% 16.0% 21.7% 25.9%
Doctoral Degree 6.7% 16.0% 4.3% 0.0%
Years with IBS (mean, sd) 16.5 (15.3) 12.00 (12.1) 16.2 (12.2) 20.9 (19.2)
Bowel habit (%)
Diarrhea 53.3% 48.0% 60.9% 51.9%
Constipation 25.3% 32.0% 21.7% 22.2%
Mixed 21.3% 20.0% 17.4% 25.9%
IBS-SSS 294.0 (79.4) 312.4 (81.2) 282.9 (77.3) 286.6 (79.5)

Note. IBS-SSS Categories: Mild = 75-175; Moderate = 175-300; Severe = > 300.
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Comparison of Groups on Primary Outcomes

Table 2
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Outcome Variable WLC S-CBT MC-CBT
Adequate Relief — Abdominal Pain: DR 9.1 82.42 90.0°
Adequate Relief — Bowel Symptoms: DR 0.0 82.4% 75.0°
Global Symptom Improvement : DR 0.14 2122 2.10°
Adequate Relief — Abdominal Pain: ITT 7.4 60.9 72.0°
Adequate Relief — Bowel Symptoms: ITT 0.0 60.9% 60.0°
Global Symptom Improvement: ITT 0.11 1.56% 1.68%

Note: DR = Dosage response analysis; ITT = Intent-To-Treat Analysis; WLC = wait list control, S-CBT = standard cognitive-behavior therapy; MC-CBT
= minimal contact cognitive-behavior therapy. Groups within a row that do not share a common superscript are statistically significantly different, p <

0.05.
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Supplementary Analyses on Secondary Outcomes: Dosage Response Means

Table 3
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QOL BSI-GSI IBS-SSS Satisfaction
WLC: Baseline 62.0 57.7 286.6
WLC: FU 64.2° 56.9° 266.3
WLC: Change 2.2 -0.8 -20.3
S-CBT: Baseline 52.0 60.3 282.9
S-CBT: FU 74.051b 55.Gi 158.1a* 30.3°
S-CBT: Change 18.0 -47 —124.8
MC-CBT: Baseline 58.7 58.7 3124
MC-CBT: FU 78.31 52.51 162.7a* 30.12
MC-CBT: Change 19.6 —6.2 —149.7

Note: WLC = wait list control, S-CBT = standard cognitive-behavior therapy; MC-CBT = minimal contact cognitive-behavior therapy; Baseline = baseline
assessment; FU = follow-up assessment; Change = follow-up minus baseline; QOL = quality of life measure; Satisfaction = client satisfaction rating.

*

= mean change is statistically significantly different from 0, p < 0.05; Empty cells indicate measure not administered at the designated time point. For
follow-up assessments, groups within a column that do not share a common superscript are statistically significantly different, p < 0.05. None of the group

differences at baseline were statistically significant.
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