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Summary

Background: Gut-directed hypnotherapy improves symptoms for patients with ir-
ritable bowel syndrome (IBS). Group hypnotherapy, as well as hypnotherapy admin-
istered by nurses, can increase treatment availability, but there are few comparisons
between individual and group-based hypnotherapy.

Aim: We aimed to evaluate and compare the effectiveness of nurse-administered
hypnotherapy for IBS delivered individually or in groups.

Methods: IBS patients were randomised to individual or group hypnotherapy (8 ses-
sions, 12weeks). The primary endpoint was changes in severity of IBS symptoms.
A responder was defined as reduction of IBS severity scoring system (IBS-SSS) >50
points at the end of treatment compared to baseline. The effects on extracolonic and
psychological symptoms, and quality of life were also assessed. Symptoms were also
followed up 6 months after treatment start.

Results: A total of 119 patients were randomised (61 individual, 58 group hypno-
therapy). Patients reported improvements in IBS symptoms (IBS-SSS) (individual:
332 (273-401) (median, IQR), versus 216 (140-308), (p <0.0001), group: 315 (239-
382), versus 217 (149-314), (0 <0.0001)), with no differences between the groups
(p = 0.16). Extracolonic symptoms, psychological symptoms and quality of life also
improved, without clear differences between the groups. Sixty-nine percent of the
individual hypnotherapy patients were responders after treatment versus 57% of the
group hypnotherapy patients (p = 0.25). Symptom improvements were also seen at
follow-up.

Conclusions: Nurse-administered gut-directed hypnotherapy, delivered individually
or in groups, relieves IBS symptoms, improves psychological symptoms and quality of
life. Group hypnotherapy can be an efficacious alternative, enabling more patients to
benefit from the treatment (ClinicalTrials.gov ID no of study: NCT03432078).
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1 | INTRODUCTION

Irritable bowel syndrome (IBS) is a common gastrointestinal disorder,
affecting approximately 4% of the population in the world according
to epidemiological studies using the Rome IV diagnostic criteria, al-
though widely different prevalence estimates have been published
in the past due to different survey methodologies and changing di-
agnostic criteria.r® It is one of the most common of the disorders of
gut-brain interaction (previously called functional gastrointestinal
disorders), and is defined based on a combination of abdominal pain
and altered bowel habits, that is, constipation or diarrhoea, or a mix
of these. IBS patients also frequently complain of other gastrointes-
tinal (Gl) symptoms such as bloating and abdominal distension, as
well as extracolonic symptoms, such as back pain, headache and fa-
tigue.** The pathophysiology of IBS is incompletely understood, but
the biopsychosocial model enables viewing this diagnosis as an en-
tity wherein different possible causes are taken into consideration,
psychological as well as physiological. Both may influence symptoms
and how patients experience and cope with these in their daily life.®
Furthermore, the presence of psychological distress often worsens
the patients” experience of their IBS symptoms and psychological
factors influence health care seeking. 7 It is common that the pa-
tients report an association between anticipatory anxiety and wors-
ening of the current symptoms,8 and the patient’s coping abilities
may have an impact on symptom experience and health care-seeking
behaviour.”

The efficacy of available treatment options for patients with IBS
is limited.!® Medical treatments targeting the predominant symp-
toms can be helpful, but a large proportion of patients do not find
drug treatment effective to a satisfactory extent.'° Dietary inter-
ventions, such as traditional diet advice and the low FODMAP diet,
have been shown to improve IBS symptoms,**™® but existing trials
have been criticised and long-term effects remain uncertain.
Patients can also benefit from education about IBS, which can lead
to both symptom improvement and a better quality of life, but the
effects on IBS symptoms are relatively limited. ** Psychological
therapies have also been reported to be efficacious in patients with
IBS, but availability is a limiting factor.*® Hence, there is certainly an
unmet need for widely available treatment options that can improve
outcomes for patients with IBS.

Gut-directed hypnotherapy was developed in the 1980s by
Professor Peter Whorwell, and was used for IBS patients, with pos-
itive effects on IBS symptoms and quality of life.'”"*? Since then,
numerous additional published clinical trials have confirmed the
effectiveness of this form of psychological intervention for im-

2021 and the treatment has become more

proving IBS symptoms,
common in Western countries, although availability is still a prob-
lem. In many countries gut-directed hypnotherapy is usually deliv-
ered by psychologists or other mental health professionals, and in
many communities, these clinicians are not available except per-
haps in major tertiary care centres. Using a standardised protocol
enables a broader range of health care professionals to provide the

treatment,?? thereby increasing availability. We have tested the
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feasibility of nurse-administered hypnotherapy with results compa-
rable to the already existing data of other studies.?® There are only
two other reports of nurse-administered hypnotherapy for I1BS,?42°
and although both demonstrate positive results, differences in pri-
mary endpoints and the variance of study settings (primary or sec-
ondary/tertiary care) make direct comparisons between the studies
difficult. To further make the treatment more time-efficient and
with higher availability, delivering it in a group setting could be an
efficacious solution. A few studies have reported positive effects of
group hypnotherapy, with both short-term symptom improvements
and durable therapeutic benefit lasting up to 1 year after the end
of treatment.?42® However, only one larger randomised controlled
study has been reported, comparing the two ways of delivering
hypnotherapy.?’ In that multi-centre study, group hypnotherapy
was not found to be inferior to individual hypnosis treatment and
both hypnotherapy groups had more symptom relief after treatment
than a control group receiving educational supportive therapy. The
patients in this trial were recruited from both primary and second-
ary care, so the results might not be applicable to the tertiary care
patients.

The aim of the present randomised controlled study was to com-
pare the efficacy of nurse-administered gut-directed hypnotherapy,
administered either individually or in groups, in a secondary/tertiary
care setting. Primarily we focused on improvement of IBS symp-
toms, but also on psychological and extracolonic symptoms, as well
as quality of life. Furthermore, we also aimed to identify predictors

of treatment response to individual or group hypnotherapy.

2 | MATERIALS AND METHODS
2.1 | Study participants

Patients with IBS according to the Rome Il criteria, 4 with bowel
symptoms that had been refractory to usual medical treatment, were
consecutively recruited to the study at a gastroenterology outpa-
tient clinic at Sahlgrenska University Hospital, Gothenburg, Sweden.
The study participants were included by the two gastroenterologists
in the study (MS and HT) from 2011 to 2015. They confirmed the IBS
diagnosis based on detailed clinical history and appropriate tests as
needed, and study eligibility was assessed based on inclusion and ex-
clusion criteria (Table 1). Before the treatment started, patients met
the nurse responsible for the hypnotherapy treatment (JL), receiving
further verbal and written information about hypnotherapy and the
study procedure. Patients were instructed not to test other treat-
ments (medical or other) for their IBS symptoms during the study
period. Written informed consent was obtained from all study par-
ticipants prior to treatment. The study was approved by the Regional
Ethical Review Board in Gothenburg (no 686-11), and registered at
ClinicalTrials.gov (ID no: NCT03432078).

Randomisation was performed by a statistician at Gothia Forum,
a regional coordinating research unit. For every 14-16 patients in-

cluded in the study, a new block randomisation was carried out,
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assigning half of the new study participants into one of the two
treatment arms. Before treatment initiation, patients were asked
to complete baseline questionnaires concerning IBS and extraco-
lonic symptom severity, psychological symptoms and quality of
life,%93> as detailed below. IBS symptom severity assessment was
repeated every other week during the treatment according to the

study protocol (Figure 1). At visit 8 (end of treatment), as well as at

TABLE 1 Inclusion and exclusion criteria

Inclusion criteria

1. Signed written informed consent

2. I1BS according to the Rome Ill criteria
3. Age 18-67years

4. Ability to understand the Swedish language and to comply with
study procedures

Exclusion criteria

1. Pregnancy or trying to become pregnant during the time of the
study

2. Severe psychiatric disease

3. Ongoing participation in another clinical study

4. Other disease that could affect the gastrointestinal symptoms

5. Gut-directed hypnotherapy treatment prior to study participation

6. Changes in medical treatment of relevance for IBS symptoms
during the last 3 months

7. Recent or ongoing life changing experience such as loss of a close
family member or divorce

8. Ongoing psychotherapy
Study eligibility according to the inclusion and exclusion criteria was

assessed by the gastroenterologist (MS, HT) before the patients were
entered into the randomised controlled study.

Randomisation
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follow-up (6 months after treatment initiation), IBS symptoms, extra-
colonic symptoms, psychological symptoms and quality of life were
reassessed.

2.2 | Hypnotherapy

Patients received eight sessions of gut-directed hypnotherapy dur-
ing a period of 12weeks. The first four sessions were administered
weekly and the last four sessions every second week. Treatment was
given by a nurse specialised in cognitive behavioural therapy and
hypnotherapy, with a long-standing experience in managing patients
with disorders of gut-bran interaction (JL).

The North Carolina Protocol®® was used in both treatment arms.
The first part of the hypnotherapy session, the induction, was ad-
justed to fitin a group format and individual suggestions (eye-fixation
induction) were exchanged to a more general relaxation induction.
After deepening the relaxed state further by different techniques,
according to the standardised script, the therapist described differ-
ent beautiful sceneries, often in nature, that were used as metaphors
to induce feelings of pleasantness, tranquillity and protection or
distancing from discomfort and stressors for the patients. This was
followed by therapeutic suggestions to normalise gut sensations, en-
hance gut function and improve symptoms.

Patients in the individual treatment arm received hypnother-
apy lying down in a comfortable chair with a footstool in one of the
rooms at the gastroenterology unit. The groups (consisting of six to
eight patients) were given hypnotherapy lying down on mattresses
placed on the floor in a larger room in the hospital area. They re-
ceived blankets and pillows for comfort. Patients were informed of
the possibility to leave the room at any time if needed, even during

Individual Hypnotherapy

Follow-up;

(no treatment

Group Hypnotherapy (6-8 patients per group)

> provided)

Screening
0 1 2 3 4 6 8 10 12 _ 6 Months
| ‘ ‘ ‘ ‘ ‘ ‘ | | Time (weeks)
|
\ \ \ \ \ \ \ \ \ I
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FIGURE 1 Timeline illustrates the visits of the treatment period as well as follow-up, and the patient reported outcome measures
assessed at specific time points. fIBS-SSS, IBS Severity Scoring System, *HAD, Hospital Anxiety and Depression scale, SVSI, Visceral
Sensitivity Index, TIBSQolL, Irritable Bowel Syndrome Quality of Life questionnaire
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the hypnosis session. The treatment procedure was the same for
both treatment arms: the only thing that differed was the individual
or group-oriented format. At the second session, patients received
an audio file of a hypnotic relaxation exercise, and were instructed to

use it daily at home throughout the treatment period.

2.3 | Questionnaires

IBS Severity Scoring System (IBS-SSS) is a validated questionnaire de-
veloped to measure Gl symptoms as well as extracolonic symptoms
in IBS patients. An overall IBS severity score is calculated from five
items of Gl symptoms (each scored 0-100): pain severity, pain fre-
quency, abdominal bloating severity, bowel habit dissatisfaction and
life interference. The overall extracolonic score is measured by 10
items including nausea/vomiting, early satiety, headaches, back-
ache, excess wind, heartburn, body aches, urinary symptoms, thigh
pain and lethargy. The two subscores range from O to 500 and the
higher the score, the more severe are the symptoms. A reduction
of 50 points or more on the IBS symptom subscale is considered an
improvement of clinical relevance. 3934

Visceral Sensitivity Index (VSI) is a questionnaire created with the
purpose of assessing Gl-specific anxiety. It consists of 15 items,
using a 6-point Likert scale. Total scores range from O to 75, O in-
dicating no Gl-specific anxiety and 75, the most severe Gl-specific
anxiety. 3%

The Hospital Anxiety and Depression Scale (HAD) was developed in
a medical outpatient setting to measure the presence of depression
and anxiety. It consists of two subscales; each subscale consists of
seven items using a 4-point Likert scale (scoring from O to 3), creat-
ing a subscale score ranging from O to 21. A higher score indicates
more pronounced anxiety or depression. Scores of 11 or higher in-
dicate with reasonable accuracy a clinically significant anxiety or
depression.%?

Irritable Bowel Syndrome Quality of Life (IBSQolL) is a validated
disease-specific, health-related quality of life questionnaire consist-
ing of 30 questions and nine domains: emotional functioning, mental
health, sleep, energy, physical functioning, diet, social role, physical
role and sexual relations. Scores for each subscale are transformed
to a score between 0 and 100, the higher the score, the better

health-related quality of life.3®

2.4 | Statistical procedures

Before study start, we calculated that, in order to detect a differ-
ence in IBS-SSS of 50 between the groups (SD 90), with 80% sta-
tistical power at « = 0.05, we needed to include at least 51 patients
in each treatment arm. The primary endpoint was change in overall
IBS symptom severity measured with IBS-SSS. We also assessed the
percentage of patients in each arm who reduced their IBS-SSS score
>50 at the end of treatment compared with baseline, who were

defined as treatment responders. These comparisons were also
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performed for data collected at follow-up, that is, 6 months after the
hypnosis treatment started. Intention-to-treat (ITT) analyses for IBS
symptoms were performed in order to take into account treatment
dropouts.

The collected data regarding symptoms and group assignments
were entered in the database by a person otherwise not involved in
the study. In case of missing responses to questions in a question-
naire, current methods to compensate for this were used. Values for
missing responses were imputed based on the other answers in the
questionnaire if less than 25% was missing. For missing data on an
entire questionnaire at a visit, the last-data-carried-forward princi-
ple was used. The first author performed all the statistical analyses.

The secondary endpoints were effects on extracolonic symptoms,
psychological symptoms and quality of life at the end of treatment
compared with baseline. These assessments were analysed by Per
Protocol (PP) analyses, that is, only patients who completed the treat-
ment were included in the calculations. All patients who had attended
at least 7 of the 8 hypnotherapy sessions were considered to have
completed the treatment and were included in the PP analyses. The
change in symptom severity was analysed both within- and between
the groups, using Mann-Whitney U and Wilcoxon signed ranks tests
respectively. In addition, a mixed between-within subjects ANOVA was
conducted in order to assess the impact of the two different interven-
tions on IBS symptom severity (IBS-SSS) across the entire treatment
period. Responder rates in the two treatment arms were compared by
chi-squared tests. Continuous variables are presented by median and
interquartile range (IQR), categorical data by proportion (%).

Baseline characteristics as well as symptom severity half-way
through the treatment period were compared between responders
and non-responders in order to investigate potential predictors of
treatment response (Table 2). A p<0.05 was considered statistically
significant.

3 | RESULTS
3.1 | Participants

In total, 144 patients were assessed for eligibility for the study. Out
of these, 25 patients were not included, mainly because of social
reasons (e.g. no possibility to combine work and treatment appoint-
ments, living too far from treatment location and not motivated
enough to start treatment). Other reasons included pregnancy and
recent medication changes that could affect GI symptomatology.
A total of 119 participants (mean age 41, 20-67 years, 87 females)
entered the study and were randomised to one of the two study
arms (61 patients to individual and 58 patients to group hypnother-
apy). Baseline characteristics were similar for both groups, apart
from the distribution of IBS subtypes (Table 2). The first patients
received hypnosis in 2011 and the final study participants finished
the hypnotherapy treatment in 2016. A total of 110 patients, 57 in
the individual hypnotherapy arm and 53 in the group hypnotherapy

arm, completed the trial and attended at least seven or all of the
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eight sessions. Nine patients (7.5% of all patients, 4 in the individual-
treatment arm, 5 in the group-treatment arm), dropped out prior to
completion of treatment. The reported reasons for discontinuing the
treatment included lack of time to participate in the study, lack of
improvement of symptoms during treatment or other reasons, such
as new employment. These patients did not differ significantly com-
pared with the others regarding severity of IBS symptoms or anxi-
ety, although the dropouts were younger and more frequently male
and tended to have higher depression scores at baseline (Table S1).
The study flow data are summarised in Figure 2.

One patient (individual hypnotherapy) had a minor anxiety reaction
during the first hypnotherapy session. The patient completed the treat-
ment and attended the following sessions without any further discom-
fort. No other adverse reactions during treatment were reported.

TABLE 2 Baseline characteristics of the randomised patients

Variables Hypnotherapy treatment form

Individual (n = 61)  Group (n = 58)

Females, n (%) 44 (72) 43 (74)
Age, mean (range) 43 (20-67) 39 (20-67)
IBS subtype, n (%)
IBS with diarrhoea 16 (26) 29 (50)
IBS with constipation 17 (28) 12 (21)
Mixed IBS 28 (46) 17 (29)
IBS-SSS, median (IQR) 332 (273-401) 315 (239-382)
Mild (score <175), n (%) 4(7) 5(9)
Moderate (score 176-299), 20 (33) 18 (31)
n (%)
Severe (score 2300), n (%) 37 (61) 35 (60)
HAD anxiety, median (IQR) 9 (7-12) 10 (6-14)
HAD depression, median 6(3-9) 6(3-9)
(IQR)
VSI, median (IQR) 47 (37-57) 47 (34-59)

Abbreviations: IBS-SSS, IBS Severity Scoring System; HAD, Hospital
Anxiety and Depression scale; VSI, Visceral Sensitivity Index.
*p<0.05 between the two treatment groups.

FIGURE 2 Flow chart demonstrating
the number of patients during different

phases of the study

Dropouts
(n=4)

1505
APGT Alimentary Pharmacology & Therapeutics —W | LEYJ—

3.2 | IBS symptoms

Baseline IBS symptom severity data was compared to the as-
sessments completed at the end of the treatment period (visit 8).
Improvement in the overall severity of IBS symptoms was seen for
both group- and individual hypnotherapy (Table 3 and Figure 3)
and the improvement did not differ between the groups (p = 0.16).
The improvement in IBS symptom severity was also seen at fol-
low-up for both treatment groups, with no differences between
the groups (Table 3). Furthermore, significant improvement in the
severity of IBS symptoms compared with pre-treatment scores
was seen at all time points during gut-directed hypnotherapy and
in both treatment groups compared with baseline (p<0.0001),
(Figure 4). The IBS symptom reduction improved gradually over
time during the 12weeks of treatment. In agreement with this,
the mixed between-within subjects ANOVA showed a main effect
for time for both groups (Wilks"'Lambda = 0.46, F [6, 112] = 21.6,
p<0.001), with a large effect size (partial eta squared = 0.54). The
main effect comparing the two interventions was not significant
(F [1, 117] = 0.83, partial eta squared = 0.00), again supporting
no difference between the two ways of delivering hypnotherapy.
There was no significant interaction between group and time
(Wilk’s Lambda = 0.96, F [6, 112] = 0.87, p = 0.52, partial eta
squared = 0.05).

Forty-two (69%) of the patients receiving individual hypnother-
apy were defined as responders (reduction of the IBS-SSS score =50
at the end of treatment compared to baseline), as compared with 33
(57%) in the group hypnotherapy arm (p = 0.25 between groups).
At follow-up 6 months after start of the intervention, 39 (64%) of
the patients who had received individual hypnotherapy fulfilled the
responder criterion, as compared with 35 (60%) of the group hypno-
therapy patients. Both treatment groups also demonstrated reduced
scores in all of the five items of the IBS-SSS (i.e. frequency and se-
verity of abdominal pain, severity of bloating, dissatisfaction with
bowel habits and life interference from bowel symptoms) following
hypnotherapy (p<0.0001), with no differences between the two
groups (Figure 5).

Assessed for

eligibility
(n=144)
Not included:
Social reasons (n= 12)
Other disease (n=4)

Other reasons (n=9)

Randomised
(n=119)

Individual
(n=161)

Dropouts
(n=5)

Individual Group
Completed Completed
(n=57) (n=53)
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TABLE 3 Symptom variables before, after the hypnotherapy treatment period (visit 8) and at follow-up (6 months)

p-value—between groups

=53)

Group hypnotherapy (n

Individual hypnotherapy (n = 57)

Baseline-
visit 8

Baseline-follow-up

Follow-up

Visit 8

Visit 8 Follow-up Baseline

Baseline

Variables

0.45
0.41

0.16
0.94

216 (140-308)**** 215 (130-334)**** 315(239-382) 217 (149-314)*** 206 (130-298)****

332(273-401)

IBS-SSS score

116 (57-189)**** 106 (55-190)****

180 (131-246)

145 (82-226)**** 151 (75-239)****

201 (155-272)

IBS-SSS extracolonic

score

0.56
0.29
0.47

0.03
0.16
0.05

30 (22-46)"***
6 (4_10)****

4 (2_7)***

36 (27-50)****
8 (4-13)**

47 (34-59)
5(2-8)

0 (20-42)****
7 (4-10)***
4(1-7)*

34 (22-43)****

47 (37-57)

VSl score

10 (5-14)
6(3-9)

9(7-12) 6 (4-10)****
3 (1_7)****

6(3-8)

HAD anxiety score

HAD depression score

Note: ITT data for IBS-SSS score, Per Protocol data for other variables. Median (IQR).

Abbreviations: HAD, Hospital Anxiety and Depression scale; IBS-SSS, IBS Severity Scoring System; VSI, Visceral Sensitivity Index.

*p<0.05 vs baseline; **p<0.01 vs baseline; ***p <0.001 vs baseline; ****p <0.0001 vs baseline.
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FIGURE 3 Severity of gastrointestinal symptoms before
(baseline) and after (visit 8) hypnotherapy treatment assessed
with the IBS severity scoring system (IBS-SSS) (median, IQR).
****p<0.0001

3.3 | Extracolonic and psychological symptoms, and
quality of life

Both treatment groups demonstrated significant improvement in
overall severity of extracolonic symptoms after receiving hypno-
therapy, relative to baseline assessments (p <0.0001), with no dif-
ference between groups (Table 3).

Gl-specific anxiety also improved in both groups after treat-
ment, but with a slight tendency towards greater improvement after
individual hypnotherapy immediately after the end of the treatment
period. Anxiety and depression scores were significantly improved
for patients receiving individual hypnotherapy, compared with
baseline (p<0.0001). More modest improvements were seen in
depression scores directly after group hypnotherapy, but between-
group comparisons were not significant (p = 0.05). At follow-up,
both treatment groups demonstrated significant improvements
regarding both anxiety and depression, compared with baseline
scores, with no differences between the groups (Table 3).

Those receiving individual hypnotherapy demonstrated im-
proved scores for all of the nine domains of the IBSQoL question-
naire after treatment, relative to the baseline. A similar positive
change was seen for group hypnotherapy, with the exception of
physical functioning. No significant differences between the groups

regarding quality-of-life improvement were detected (Table 4).

3.4 | Early response to treatment

We investigated whether a positive treatment response at visit 5 (after
six of the 12 weeks of the hypnotherapy treatment period) could pre-
dict a positive outcome at the end of the treatment. Our PP analysis

showed that 71% of the patients receiving individual gut-directed
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FIGURE 4 Severity of gastrointestinal symptoms (IBS-SSS; median, IQR), before (baseline), every second week during hypnotherapy,
and after treatment (visit 8). A) individual hypnotherapy, B) group hypnotherapy. A mixed between-within subjects ANOVA demonstrated a
significant effect of the hypnotherapy treatment (p <0.001), but with no differences between the groups (p = 0.83). ****p <0.0001 vs. baseline
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FIGURE 5 VAS change in each of the five components of the
IBS-SSS after treatment, compared to baseline. ITT, median (IQR)

hypnotherapy and who were responders after the end of the treat-
ment period, already fulfilled the responder criterion at visit 5. Fifty-
three percent of the patients who did not have a favourable treatment
response after treatment, were in the “non-responder group” at visit
5 (p = 0.09). Sixty percent of the responders after treatment in the
group hypnotherapy arm fulfilled the responder criterion at visit 5,
and the majority (70%) of the non-responders after treatment were
consistent with the non-responder assessment at mid-treatment as

well (p = 0.03). These findings are illustrated in Figure 6.

3.5 | Baseline predictors for treatment response

We assessed a number of baseline variables as potential predictors

forapositive treatment response. No significant differences between

the responders and non-responders in the whole study population
(individual and group hypnotherapy combined) were found regard-
ing age, sex, baseline IBS symptom severity or psychological symp-
toms, (Table S2). However, when assessing each treatment group,
only 25% (3/12) of the IBS patients with constipation who received
group hypnotherapy, responded to treatment, compared with 70%
(12/17) in the individual hypnotherapy arm. Otherwise, no potential
predictors of treatment response were detected in the two treat-
ment groups when assessed separately (Table 5).

Sixty-five percent of the male patients in the individual treat-
ment group responded favourably. The proportion of male respond-
ers among those receiving group hypnotherapy was slightly lower
with only 40% reporting a similar positive response (p = 0.18). This
tendency of a lower response rate depending on treatment form

were not seen among the female patients (70% vs 63%), (Table 5).

4 | DISCUSSION

This study demonstrated that nurse-administered hypnotherapy,
delivered either individually or in groups, improved IBS symptoms
in patients with IBS. No significant differences regarding improve-
ment of IBS symptoms between the groups were observed, and
we can therefore draw the conclusion that neither of the two
treatments is clearly superior to the other from this respect, as
they also have similar response rates in line with previous treat-
ment studies in IBS. The reduction in overall IBS symptom severity
occurred early in the treatment period and was persistent and fur-
ther improved at all time points during treatment for both treat-
ment groups. The IBS symptom improvement also seems to last,
as patients in both treatment groups reported a similar symptom
reduction at follow-up. There was a non-significant tendency to-

wards a greater responder rate for patients receiving individual
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TABLE 4 Quality of life before and after hypnotherapy

LOVDAHL ET AL.

Group hypnotherapy (n = 53) p-value—between

Domain Individual hypnotherapy (n = 57)
Baseline Visit 8
Emotional functioning 44 (31-56) 69 (44-81)****
Mental health 75 (55-80) 85 (70-90)****
Sleep 67 (50-83) 75 (58-92)**
Energy 50 (25-63) 63 (50-88)****
Physical functioning 67 (46-92) 83 (58-100)****
Diet 53 (40-67) 67 (53-80)****
Social role 56 (38-69) 69 (56-83)****
Physical role 53 (27-75) 69 (45-86)****
Sexual relations 58 (38-83) 75 (50-92)**

Per protocol data, median (IQR).
*p<0.05 vs. baseline.; **p <0.01 vs. baseline.; ****p <0.0001 vs. baseline.
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FIGURE 6 Proportion of responders and non-responders after hypnotherapy (visit 8), who were responders and non-responders at mid-
treatment (visit 5). Responder = 250 p reduction in IBS-SSS at visit 8 vs baseline. *p <0.05

hypnotherapy directly after the treatment, but this difference was
not evident at follow-up. This further strengthens our interpre-
tation of a good efficacy for both treatment options and with a
durable effect over time. Furthermore, group hypnotherapy pa-
tients also showed similar results to those of the individual hyp-
notherapy regarding improvements of extracolonic symptoms,
psychological symptoms and quality of life. This clearly suggests
that nurse-administered group hypnotherapy could serve as an ef-
fective treatment option in IBS in order to increase availability and
reduce cost, without losing efficacy.

The IBS symptom improvement and the proportion of respond-
ers to the treatment are in line with reports from previous studies of
gut-directed hypnotherapy for IBS patients in tertiary care settings,

with respect to individual hypnotherapy,'?3¢

as well as group hypno-
therapy.?”?® However, there are so far a limited number of published
reports on the efficacy of group hypnotherapy for IBS, and only two
studies have performed direct comparisons between individual and

group hypnotherapy.

Harvey et al.?® conducted a randomised study comparing individ-
ual and group hypnotherapy and reported that group hypnotherapy
showed similar IBS symptom improvement in both groups. However,
the study group was relatively small (n = 33), and the patients re-
ceived only four sessions of hypnotherapy during a 7-week period,
which is half the number of sessions in our study and delivered in a
shorter period of time. The results of the two studies are, therefore,
difficult to compare. Given the fact that the study was conducted
in 1989 and much has developed since then, regarding medical and
other treatment options for patients with IBS, one could argue that
the result from the study is difficult to apply fully to present times.

Flik et al.?? recently conducted a large (n = 344) multi-centre,
randomised controlled study, comparing individual and group hyp-
notherapy, with educational supportive therapy as a control group.
Responder rates in the different hypnotherapy groups were lower in
this study compared with ours, although the responder criterion in
the study (adequate relief for three or four times out of the last four

consecutive weeks of treatment) could be considered a responder



LOVDAHL ET AL.

1509
APGT Alimentary Pharmacology & Therapeutics —W | LEYJ—

TABLE 5 Potential predictors for treatment response, individual versus group hypnotherapy

Baseline variables

Individual hypnotherapy (n = 61)

Group hypnotherapy (n = 58)

Responders Non-responders p-value Responders Non-responders p-value
(n=42) (n=19) (n=33) (n=25)

Sex (females/males), n 31/11 13/6 0.66 27/6 16/9 0.13
Age, mean (range) 43 (20-67) 41 (22-67) 0.47 39 (21-62) 38 (20-67) 0.67
Predominant bowel habit 12/13/17 5/3/11 0.36 3/18/12 9/11/5 0.04"
Constipation/Diarrhoea/Mixed, n

IBS-SSS, median (IQR) 322 (269-378) 340 (281-415) 0.19 337 (277-385) 280 (210-360) 0.20
IBS-SSS extracolonic score, median (IQR) 184 (140-252) 205 (159-309) 0.25 181 (125-262) 178 (135-242) 0.67
HAD anxiety, median (IQR) 9 (6-12) 10 (8-13) 0.26 12 (6-14) 9 (4-12) 0.42
HAD depression, median (IQR) 6(3-9) 6 (2-8) 0.99 6 (4-9) 6(3-11) 0.69
VSI, median (IQR) 43 (35-54) 53 (46-64) 0.38 52 (40-60) 38(33-58) 0.16

Abbreviations: IBS-SSS, IBS Severity Scoring System; HAD, Hospital Anxiety and Depression scale; VSI, Visceral Sensitivity Index.

*p<0.05.

criterion that is more difficult to reach compared with ours (IBS-SSS
reduction 250 points relative to baseline). Patients were enrolled
from primary or secondary care and since our study participants
were recruited from a secondary/tertiary care setting, the results
of the two studies might not be fully comparable. However, they %
concluded that group hypnotherapy was not inferior to individual
hypnotherapy in their study cohort, which is in line with our results.
To our knowledge, there is no other randomised controlled trial of
this relatively large size that compares individual and group hypno-
therapy for IBS patients in tertiary care settings. Therefore, our re-
sults could be an important addition to what we know so far about
the efficacy of group hypnotherapy for IBS.

In addition to the investigation of group hypnotherapy efficacy,
our comparatively large study confirms previous reports of good ef-
fects of nurse-administered hypnotherapy for IBS patients.?*?° This
could, as well as the group format, help to increase availability for
the treatment, and is an important contribution to the few existing
reports of nurse-administered, gut-directed hypnotherapy.

We also noted clear improvements in psychological and extraco-
lonic symptoms, as well as quality of life in both treatment groups,
further strengthening the clinical relevance. Some minor differences
were noted regarding treatment effects between the study groups in
these aspects. The trend noted was that patients who received indi-
vidual gut-directed hypnotherapy had greater improvements regard-
ing psychological factors, in particular for Gl-specific anxiety, where
a significant difference between the groups was observed. These
differences between the two treatment groups suggest that individ-
ual gut-directed hypnotherapy may have a somewhat bigger impact
when it comes to improving anxiety and depression for IBS patients.
However, higher baseline scores for psychological symptoms did not
predict treatment response in group treatment, indicating that group
hypnotherapy might still be as efficacious as individual hypnotherapy
when it comes to improving Gl symptoms, also for patients who re-
port a higher degree of psychological symptoms before treatment.

Another aim of our study was to identify potential predictors for

a positive treatment response, but we failed to identify any clear

predictors from our baseline data. There are some indications in the
literature that age, gender, severity of IBS and psychological symp-
toms may influence the chances of a positive response to hypno-
therapy treatment,?”232834 put these data have been inconsistent
across studies. In our study, we noted a tendency towards differ-
ences regarding responder rates between groups for the patients
with IBS with constipation, who were less likely to respond favour-
ably to group relative to individual hypnotherapy. However, due to
the small number of patients with constipation receiving group hyp-
notherapy (n = 12), it is difficult to draw any firm conclusions from
this observation. Three of the other four published studies of group
hypnotherapy have not reported such a tendency,?®2%2? whilst the
fourth study even presented a more favourable effect regarding
bowel habit improvements for constipation and not diarrhoea at the
1-year follow-up.?’

We have previously reported that an early response to gut-
directed hypnotherapy after six of 12 weeks could predict the treat-
ment outcome at the end of the treatment period.?® The relationship
between responder status halfway through the treatment period
in the current study versus after the treatment period was not as
pronounced as in our previous study, even though the same pattern
was noted in those receiving group hypnotherapy, where a signif-
icant relationship was observed between an early response and a
positive treatment outcome, with the same tendency seen, but not
statistically significant in the individual hypnotherapy group. Hence,
an early and positive IBS symptom response seems to be an indicator
of a favourable treatment outcome of hypnotherapy.

There are of course limitations with our study. One potential lim-
itation is that we did not have a control group in addition to the two
hypnotherapy groups. However, the primary aim of our study was to
compare these two hypnotherapy formats and not to show that hyp-
notherapy is effective in IBS, which is well established from many
previously published controlled studies.?* Another potential limita-
tion is that we performed a single-centre study, and the hypnother-
apy treatment was given by only one therapist. This has, of course,

implications for reproducibility. On the other hand, we believe that it
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could also be an advantage that the treatment has been delivered to
the study participants in a uniform way, with the same hypnothera-
pist for all patients in both study groups. Moreover, our use of stan-
dardised scripts for the entire treatment course that are widely used
elsewhere ensured that the treatment was given in the same way
for all patients in our study, differing only regarding the individual or
group format, and makes it easy for others to reproduce the exact
treatment that we tested. Despite a randomisation procedure, the
distribution of the subtypes of IBS differed somewhat between our
two study groups, with the largest proportion of patients reporting
diarrhoea as their predominant bowel habit in the group hypnother-
apy arm. However, we do not consider it likely that this had any sub-
stantial impact on treatment response rates between groups since
the proportion of responders of patients who had diarrhoea as the
predominant bowel habit did not differ between groups.

To conclude, our study, together with previous studies, indi-
cates that group hypnotherapy is an efficient and safe treatment
form for patients with IBS without any reported side effects, which
not only reduces gastrointestinal symptoms for patients but also
improves psychological symptoms and quality of life. The use of
nurse-administered group hypnotherapy can increase availability of
this treatment option. However, more studies of this treatment form
are needed in order to further establish the efficacy of group hyp-
notherapy and investigate the reproducibility of existing studies. In
addition, other ways to increase availability of this efficacious treat-
ment form for IBS patients further, such as online therapy and use of

apps, need to be considered.
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