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  Abstract
  BackgroundThe long-term efficacy of psychological interventions for bipolar
disorders has not been tested.

AimsThis study assessed the efficacy of group psychoeducation to prevent
recurrences and to reduce time spent ill for people with bipolar
disorders.

MethodA randomised controlled trial with masked outcome assessment comparing
group psychoeducation and non-structured group intervention during 5-year
follow-up. One hundred and twenty people with bipolar disorders were
included in the study and 99 completed 5-year follow-up. Time to any
recurrence, number of recurrences, total number of days spent ill,
frequency and length of hospitalisations were the main outcome
measures.

ResultsAt the 5-year follow-up, time to any recurrence was longer for the
psychoeducation group (log rank=9.953, P<0.002). The
psychoeducation group had fewer recurrences (3.86 v.
8.37, F=23.6, P<0.0001) of any type
and they spent less time acutely ill (154 v. 586 days,
F=31.66, P=0.0001). The median
number of days of hospitalisation per hospitalised participant was also
lower for the psychoeducation group (45 v. 30,
F=4.26, P=0.047).

ConclusionsSix-month group psychoeducation has long-lasting prophylactic effects in
individuals with bipolar disorders. Group psychoeducation is the first
psychological intervention showing such a long-term maintained efficacy
in people with bipolar disorders.
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 The evidence for the use of psychoeducation and family-focused therapy as
prophylactic adjuncts to medication in people with stabilised bipolar disorders
is, at present, quite conclusive.
Reference Colom and Vieta1,Reference Scott, Colom and Vieta2
 Our group, in 2003, published a randomised controlled study of
recurrence prevention using group psychoeducation, reporting efficacy of this
intervention in preventing mania and hypomania, depression and mixed episodes,
decreasing the rates of rehospitalisation
Reference Colom, Vieta, Martinez-Aran, Reinares, Goikolea and Benabarre3
 and enhancing adherence.
Reference Colom, Vieta, Sanchez-Moreno, Martinez-Aran, Reinares and Goikolea4
 Several psychosocial approaches have shown different degrees of efficacy
in the short term.
Reference Lam, Watkins, Hayward, Bright, Wright and Kerr5–Reference Simon, Ludman, Bauer, Unutzer and Operskalski8
 All the cited studies examined the efficacy of several psychological
interventions at a maximum of 2-year follow-up. However, there are no data on
the longer-term maintenance efficacy of such treatments.

 The purpose of the present article is to report an additional 3 years of
follow-up for our original trial, resulting in a total of 5-year follow-up.
Moreover, we report data on time spent acutely ill, a very relevant issue
regarding functioning and quality of life.
Reference Lam, Watkins, Hayward, Bright, Wright and Kerr5,Reference Miklowitz, George, Richards, Simoneau and Suddath6
 To our knowledge, this is the first randomised masked clinical trial
assessing the longer-term efficacy of a psychological intervention as a
prophylactic adjunct to pharmacotherapy in bipolar disorders.




 Method


 Study design

 This is a continuation study of a published randomised clinical trial.
Reference Colom, Vieta, Martinez-Aran, Reinares, Goikolea and Benabarre3
 The first part of the study had a 2-year cut-off but in the present
study we have extended the assessments up to 5 years. This was a parallel
two group (experimental and control) randomised, single-masked trial with 20
weeks of treatment, carried out in the Bipolar Disorders Program of the
Hospital Clinic of Barcelona (Barcelona, Spain), whose research and ethics
committee approved the study. This programme merges clinical care, research
and education, and focuses primarily on people with the most severe bipolar
I and II disorders.

 The study had two phases. The treatment phase consisted of 21 weeks of
randomised treatment in which all participants received standard psychiatric
care with standard pharmacological treatment. The experimental group
(n=60) received additional group psychoeducation (21
sessions on a weekly basis) and the control group (n=60)
met every week in groups of 8–12 without special instructions from the
therapist (21 meetings on a weekly basis). This design was aimed to control
the variability induced by the possible supportive effect of the group
reunions themselves. To avoid interferences, participants agreed not to
visit any psychologist outside the centre.

 The follow-up phase comprised 5 years during which all participants
continued receiving standard pharmacological treatment without psychological
intervention in the study centre and were assessed monthly for several
outcome measures. For statistical purposes we considered the whole time of
the study after randomisation (5 years and 6 months) in our follow-up. After
written informed consent was signed, participants were assessed at baseline
and randomised, stratifying the groups by gender, age and number of previous
episodes. Randomisation was made by a computerised random number generator,
ensuring restricted randomisation allocation and was run by an independent
statistician. All the statistical analysis was run considering as a start
the point where the intervention began. Significance was set at
P=0.05.




 Treatment


 Standard psychiatric care

 All participants were seen by two psychiatrists (E.V. or A.B.) every 4
weeks and were specifically told to go to the centre whenever they felt
any change in their mood or any other problem such as insomnia. The
psychiatrists had a minimum of 4 years of clinical and research
experience in bipolar disorders.

 Participants received pharmacological treatment following the treatment
algorithms of the Barcelona Bipolar Disorders Program. Psychiatrists and
assessors were masked to the nature of the treatment given to the
participants, who were told not to tell their psychiatrists if they were
receiving psychoeducative treatment. The psychiatrist was not allowed to
provide formal psychotherapy or specific psychoeducation beyond good
clinical practice.






 Participants

 One hundred and twenty people fulfilling DSM–IV
9
 criteria for bipolar disorder type I or II, aged 18–65 years, were
recruited from participants with bipolar I and II disorders enrolled in the
naturalistic prospective follow-up of the Bipolar Disorders Program of the
Hospital Clinic at the University of Barcelona (Spain). Inclusion criteria
were a lifetime diagnosis of bipolar disorder type I or II elicited by a
trained psychiatrist (E.V. or A.B.); being euthymic (Young Mania Rating
Scale (YMRS)
Reference Young, Biggs, Ziegler and Meyer10
 score <6, Hamilton Rating Scale for Depression (HRSD–17)
Reference Hamilton11
 score <8) for at least 6 months immediately prior to study entry;
having sufficient data on the prior course of illness collected from a
prospective follow-up of at least 24 months; and written consent to
participate in the study. Exclusion criteria were current DSM–IV Axis I
comorbidity (only if severe conditions and excluding caffeine and nicotine
dependence) assessed by means of the Structured Clinical Interview for
DSM–IV Axis I Disorders (SCID–I; ‘mental retardation’ (IQ <70); organic
brain damage; or deafness). Individuals currently receiving any kind of
psychotherapy or enrolled in any pharmacological trial were also excluded.
Axis II comorbidity (except mental retardation) was not considered as an
exclusion criteria.


 Psychoeducation group

 Group psychoeducation was performed according to our manual.
Reference Colom and Vieta13
 This programme consists on 21 sessions of 90 min, each aimed at
improving four main issues: illness awareness, treatment adherence, early
detection of prodromal symptoms and recurrences and lifestyle regularity.
The programme was in groups of 8–12, conducted by two experienced
psychologists (F.C. and A.M.-A.) who had previous experience with bipolar
patients (3 years) and specific training on patients' group management.
The structure of each session consisted of a 30–40 min talk on the topic
of the day, followed by an exercise related to the issue (e.g. drawing a
life chart, writing a list of potential triggering factors) and a
discussion. Participation was encouraged.




 Control group

 In addition to standard pharmacological treatment, participants assigned
to the control group received an intervention consisting of 20 weekly
group meetings of 8–12 participants with the same two psychologists (F.C.
and A.M.-A.). The psychologists had instructions to avoid giving any
psychoeducational feedback. Examples of this non-psychoeducative attitude
could be answers like ‘What do you think?’ or ‘What is the group opinion
towards this comment?’ when a question was posed to the therapist.






 Assessments

 All participants were assessed monthly by the study psychiatrists and every
2 weeks by a research assistant who had instructions to contact the
psychiatrist if a recurrence was suspected. The psychiatrist and research
assistant were masked to treatment and participants were requested not to
reveal significant details.

 All participants in this study had been enrolled in the naturalistic
prospective follow-up of the Bipolar Disorders Program of Barcelona for at
least 2 years. This follow-up includes assessment of recurrences, symptom
checking and treatment registration, and is performed every 2 months.
Baseline assessment includes the administration of the SCID–I, SCID–II,
YMRS, HRSD–17, and the Holmes & Rahe inventory for stressful
life-events, which are also repeated every 2 months or whenever a new
episode was suspected by the psychiatrist in charge of the participant.

 Psychiatric medication and reasons for changes were recorded. The number of
hospitalisations, reasons for admission and the total number of days that
the participant remained hospitalised were also recorded. Adherence was
assessed by the combination of an adherence-focused interview with the
individual, an adherence-focused interview with significant first-degree
relatives or a partner and by analyses of plasma concentrations of mood
stabilisers. This method has been extensively explained elsewhere.
Reference Simon, Ludman, Bauer, Unutzer and Operskalski8






 Main outcome measures


 Time to recurrence

 The primary outcome measure was time to recurrence. This was defined as
the time (days) elapsed between baseline and the emergence of a new acute
episode according to DSM–IV criteria and scores above or equal to 20 on
the YMRS for manic recurrence; above or equal to 12 for hypomanic
recurrence; above or equal to 17 on the HRSD–17 for depressive
recurrence; and above or equal to 20 on the YMRS and 12 on the HRSD–17
for mixed recurrence.




 Number of recurrences

 The number of recurrences, separating for type of episode (manic,
hypomanic, mixed or depressive) was also recorded as a secondary outcome
measure.




 Time spent ill

 Another secondary outcome measure was time spent ill. We obtained this
data by prospectively registering the number of days that a participant
fulfilled criteria for a specific episode.






 Participant flow and drop out

 Overall, 120 euthymic out-patients were recruited at the Bipolar Disorders
Program of Barcelona; 60 were randomly assigned to psychoeducation and 60 to
the control group. Group rules, which were provided equally to both
experimental and control participants, included the possibility of group
exclusion for those individuals missing five sessions. Within the
experimental group, 44 individuals out of 60 (73.3%) fully adhered to the
psychoeducation programme. Sixteen people (26.6%) withdrew from the group
for a number of reasons, the most common being manic recurrence (eight
participants) followed by depressive recurrence (four participants) emerging
during group intervention. Full participant flow is shown in Fig. 1. 

[image: ]




Fig. 1 CONSORT flow of participants.




 Out of 60 people in the control group, 7 (11.6%) withdrew from the weekly
meetings but continued with the psychiatrist visits, the pharmacological
treatment and the follow-up phase procedures. The total number of
participants who withdrew was higher among the experimental group
(P<0.05). There were no significant differences in
the number of sessions not attended: people in the control group did not
attend a mean of 3.75 (s.d.=0.87) sessions compared with 3.38 (s.d.=1.16)
sessions in the treatment group.

 Twenty-one participants out of 120 (25.2%) dropped out from the 5-year
follow-up and had to be considered as lost to follow-up. Of these, 11
belonged to the control group and 10 to the psychoeducation group. Hence,
the number of non-completers per group was almost equal.




 Baseline characteristics of treatment groups

 Both groups were comparable at baseline regarding clinical (Table 1) and therapeutic variables.
Each group consisted of 38 women and 22 men with a similar number of
previous episodes. 


Table 1
Comparison of clinical characteristics of participants at
study entry
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	Characteristic	Control
group (n=60)	Psychoeducation group (n=60)	Statistical test
a
 (d.f.)
	Male
gender, n (%)	22
(36.7)	22
(36.7)	
z=0 (1)
	Diagnostic
subtype, bipolar I: n (%)	48
(80)	52
(86.7)	
z=0.96 (1)
	Psychotic
features, yes:
b

n (%)	42
(70)	47
(78.3)	
z=1.08 (1)
	Attempted
suicide, yes:
b

n (%)	19
(31.7)	21
(35)	
z=0.15 (1)
	Axis II
comorbidity, yes: n (%)	22
(36.7)	15
(25)	
z=1.91 (1)
	Age, years:
mean (s.d.)	34.26
(7.80)	34.03
(9.32)	
t=0.15
	Age at
onset, years: mean (s.d.)	23.25
(7.55)	22.26
(6.69)	
t=0.75
	Total
number of episodes, mean (s.d.)	8.81
(6.60)	10.31
(10.55)	
t=-0.93
	Number of
hospitalisations, mean (s.d.)	2.01
(2.12)	1.81
(1.78)	
t=0.56




a.
P not significant in all instances




b. Lifetime history










 Statistical analysis

 Recurrence free curve analysis was performed using Kaplan–Meyer's survival
analysis. Cox proportional hazards regression analysis was used to assess
the association between number of previous episodes and time to recurrence,
independent of other predictors. The following covariates were included in
every analysis: age at onset, number of previous episodes and number of
previous hospitalisations. Comparison of baseline characteristics of the
sample were made by a χ2-test for categorical variables such as
gender, diagnostic subtype, polarity of first episode, history of rapid
cycling, seasonal pattern, psychotic features, history of suicide attempts,
Axis II comorbidity and type of treatment received using the Fisher
z-test when needed and the t-test for
quantitative variables. The separate analysis at follow-up of the number of
participants who relapsed for each condition was by a χ2-test.
The comparison of the mean number of recurrences during the treatment and
the follow-up phase was made using the ANCOVA model including age at onset,
number of previous episodes and number of previous hospitalisations as
covariates. Statistical significance was set at
P<0.05.






 Results


 Time to recurrence

 Survival analysis of participants remaining in remission is shown in Fig. 2. The event curves for the control
and treatment groups were significantly different for time to any recurrence
(log rank=9.953, P<0.002). Number of previous episodes
was not associated with time to recurrence (95% CI 0.013–0.461,
P=0.49 by Cox model) 

[image: ]




Fig. 2 Survival curve on time to recurrence.







 Number of recurrences

 Over the 5-year follow-up period, people in the psychoeducation group had
less recurrences than those in the non-psychoeducation group (3.86
v. 8.37, F=23.6,
P<0.0001). When analysing each type of episode (mania,
hypomania, mixed or depression), individuals in the psychoeducation group
had a lower number of recurrences. When comparing effect sizes (Cohen's
d) between the 2-year and the 5-year assessments, we
could see how effect sizes did not decrease with the passing of time. This
was true for any episode (0.79 v. 0.87), mania (0.40
v. 0.57), hypomania (0.27 v. 0.42) and
mixed episodes (0.34 v. 0.61). As for depression, the
effect size at 5 years was slightly inferior to the 2-year effect size but
still in the range of large effect (0.91 v. 0.80).




 Time spent ill

 People in the psychoeducation group spent much less time acutely ill than
those in the non-psychoeducation group. This is mainly owing to the dramatic
differences accounting for time spent with depression, but it is also true
for every type of episode (Table
2). 


Table 2
Comparison of mean number of days spent on each episode at
5-year follow-up
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				Statistics	
		Control
group (n=49) Mean (s.d.)	Psychoeducation group (n=50) Mean
(s.d.)	Fisher's
F
	
P

	Total	586.45
(510.91)	153.72
(184.38)	36.49	0.000
	Mania	61.27
(114.1)	26.1
(42.31)	4.59	0.035
	Hypomania	60.35
(106.41)	13.8
(24.92)	8.84	0.004
	Mixed
episode	66.29
(100.39)	20.54
(41.1)	9.12	0.003
	Depression	398.55
(364.17)	364.17
(165.47)	35.46	<0.001







 Hospitalisations

 During the treatment phase, 8 individuals out of 60 (13.3%) in the control
group were hospitalised owing to recurrence compared with 9 out of 60
(16.1%) in the treatment group (non-significant difference). At the end of
the 5-year follow-up period, 24 individuals out of 60 (40%) in the control
group had been hospitalised v. 17 out of 56 (30.4%) in the
treatment group (P=0.278).

 The number of hospitalisations at the 5-year follow up for the
psychoeducation group was 0.24 (s.d.=0.52) admissions v.
0.59 (s.d.=0.96) in the control group (F=5.34,
P=0.023). The median number of days of hospitalisation
per hospitalised participant was also lower for people in the
psychoeducation group (45 v. 30) (F=4.26,
P=0.047).




 Treatment adherence

 As for treatment adherence, both groups were comparable at entry, with rates
of poor adherence reaching 25.9% (15 individuals out of 58) in the control
group and 30.5% (18 individuals out of 59) in the psychoeducation group at
baseline (χ2=0.312, P=0.577). At 5-year
follow-up there were no differences regarding adherence, with rates of poor
adherence of 14.3% and 14% respectively (χ2=0.002,
P=0.967).






 Discussion

 Although several psychological interventions tested on people with bipolar
disorders report short-term prophylactic efficacy (up to 1 year), the use of
6-month group psychoeducation is the first one to show efficacy in the long
term. In fact, other psychological therapies may lose effect in the middle
term. This may be the case for cognitive–behavioural relapse prevention therapy
as this intervention showed prophylactic efficacy in the short term, 1 year,
Reference Lam, Watkins, Hayward, Bright, Wright and Kerr5
 but had no significant effect in relapse reduction after 2 years other
than the number of days being ill.
Reference Lam, Hayward, Watkins, Wright and Sham16
 Thus, the present study might change the way in which psychological
interventions for bipolar disorders are considered, as one of the traditional
criticisms that psychotherapy for severe mental disorders has received in the
past is that its effect may progressively disappear once the intervention has
finished. In contrast, our study shows how a time-limited, single intervention,
without the help of any booster session, is able to bring about a major
improvement in the outcome of bipolar disorders in the long term (5 years).
Thus, group psychoeducation may enhance behavioural and attitudinal changes
that seem to be maintained over the years.

 The study has several limitations. Generalisability is limited by the exclusion
of individuals with severe comorbidities and substance misuse, and by the fact
that this was a single-site trial. The outcome was measured as the presence of
full episodes and subthreshold presentations were not included in the
definition. Masking may also be an issue in this sort of study, as some
participants might have made comments to the psychiatrists that would
indirectly indicate their treatment allocation.

 All our 5-year follow-up data confirm the 2-year follow-up findings: the number
of bipolar episodes is much lower for the psychoeducation group over time. In
the long term, group psychoeducation may prevent all sorts of episodes
including mania. Interestingly enough, when comparing 2-year and 5-year
follow-up, prevention of mania seems to be more powerful in the longer term
(Cohen's d effect size=0.4 v. 0.57), probably
as a result of the fact that changes concerning regularity of habits and,
especially, early detection, may be more noticeable in the longer term.
Psychoeducation goes far beyond a mere transmission of information and should
be considered as disease-management training more than anything else. According
to this view, it is completely logical that its effects are more noticeable
with the passing of time (Cohen's d effect size for prevention
of all sorts of episodes=0.79 v. 0.87).

 On the other hand, it should be emphasised that the psychoeducation programme
and the subsequent follow-up was highly accepted by our participants, as most
of them did not withdraw and engaged in the follow-up visits, as demonstrated
by the fact that just 20% of the participants had to be considered as lost to
follow-up at the 5-year end-point.

 It is worth mentioning the effect of psychoeducation on hospitalisations. We
could not find any difference regarding the number of participants who required
hospitalisation, either at 2- or at 5-year follow-up. However, a significant
difference was found regarding the number of hospitalisations per individual,
lower for people in the psychoeducation group, which may mean that through
psychoeducation we could be avoiding the ‘revolving door’ phenomena (the
frequent rehospitalisation of a subgroup of people). This effect has not been
described by any other psychological intervention in bipolar disorders. Simon
et al

Reference Simon, Ludman, Bauer, Unutzer and Operskalski8
 reported how their ‘systematic care program’ for bipolar disorders had a
significant effect on reducing the frequency and severity of mania at a worthy
cost but could not find any efficacy on hospitalisations.

 We have observed a significant effect of group psychoeducation on time spent
ill, whereas individuals in the non-psychoeducation group spent up to 30% of
their time acutely ill; for people in the psychoeducation group, this was
approximately just 8%. Results for the control group were slightly different
from those reported by Judd et al

Reference Judd, Akiskal, Schettler, Coryell, Endicott and Maser17,Reference Judd, Akiskal, Schettler, Endicott, Maser and Solomon18
 as people in that study spent between 47% and 54% of time being ill;
depending on the bipolar subtype, this difference was somewhat predictable if
we keep in mind that we were using quite narrower recurrence criteria. But what
is more striking is the benefit regarding time spent in each sort of episode
depending on the participation or not in a psychoeducation programme: the
psychoeducation group participants spent 66% less time in mania, hypomania or
mixed episodes and spent 75% less time in depression. Again, psychoeducation
seems to have more effect on days in an episode than other interventions that
previously looked at this issue: participants assigned to cognitive therapy
spent 35% less time in mania and 56% less time in depression.
Reference Lam, Hayward, Watkins, Wright and Sham16



 Regarding the lack of effect of psychoeducation on adherence, it might well be
a statistical artefact related to selective withdrawal and lack of data of
those less adherent individuals in both groups, giving the false idea of both
groups ‘improving’ their adherence rates. An alternative hypothesis though
would be that the effect of the group on adherence disappears with the passing
of time. In this case, booster sessions would be highly recommended.

 Further research on the use of psychoeducation should look at the specific
mechanisms by which group psychoeducation reduced every single type of episode.
According to the study of Perry et al,
Reference Perry, Tarrier, Morriss, McCarthy and Limb19
 prodromal sign identification would be especially efficacious for
preventing mania but not depression. Improvement of adherence is another
obvious potential mechanism
Reference Colom, Vieta, Martinez-Aran, Reinares, Benabarre and Gasto20
 as people on lithium showed significantly more stable lithium levels
after psychoeducation than the control group.
Reference Colom, Vieta, Sanchez-Moreno, Martinez-Aran, Reinares and Goikolea4
 Our own previous studies
Reference Colom, Vieta, Reinares, Martinez-Aran, Torrent and Goikolea21
 showed the efficacy of psychoeducation with people who adhered. Hence,
prophylaxis would not rely exclusively on adherence enhancement, although this
is a very important part of the programme. A further potential mechanism of
psychoeducation might be regularity of habits, particularly regarding sleep;
insomnia may either be a prodromal sign of recurrence (which can be targeted
with early recognition) and a triggering factor for an episode; sleep
deprivation has been reported to induce manic switch,
Reference Wehr22
 and interventions specifically (but not exclusively) aimed at improving
sleep have been proven to be effective in people with bipolar disorders.
Reference Vieta23
 Moreover, another potential active ingredient of psychoeducation may be
the improvement of comorbidities, and specifically Axis II features. Although
individuals with acute substance misuse or dependence were not enrolled, one
session was devoted to potential risks of substance misuse, including legal
drugs such as alcohol or caffeine, which may have a detrimental effect on
sleep. Furthermore, in a secondary analysis of 2-year data, people with
comorbid Axis II disorders significantly improved with psychoeducation.
Reference Colom, Vieta, Sanchez-Moreno, Martinez-Aran, Torrent and Reinares24
 In a recent trial, cognitive–behavioural therapy was not effective in
preventing further episodes in people with bipolar disorders in general, and
particularly in those with comorbidities.
Reference Scott, Paykel, Morriss, Bentall, Kinderman and Johnson25
 The improved understanding about the disease and increase of illness
awareness may be another factor underlying the positive effects of
psychoeducation, especially regarding empowerment for decision-taking, which
may include dose increase of certain medications as soon as some warning sign
is detected, if the psychiatrist is not available at that point.
Reference Colom and Vieta13
 The better the knowledge about the disease is, the lower the burden on
the individual and caregivers.
Reference Reinares, Vieta, Colom, Martinez-Aran, Torrent and Comes26
 The decrease in subjective burden might correlate with increased
resilience and perhaps changes in brain neuroplasticity, providing a biological
background for the mechanism of action of this psychological intervention.
Increased behavioural resilience may help people to cope with stigma and this
might account for some of the large effects on time spent in depression in this
study. Although some of these mechanisms may be still somewhat speculative,
they are clearly related to the content of the psychoeducational package that
was delivered to the participants.

 No treatment is free of side-effects and a few people had some kind of
undesired behavioural reactions to psychoeducation. Namely, three individuals
reported ‘increased anxiety’, ‘fear’ or ‘ruminations’. Another person started
to obsessively check his mood and reported mood changes day in day out during a
3-week period after the session devoted to mood checking. Most of these changes
were transient, but they deserve careful monitoring; too often, psychotherapies
are seen as free of adverse events and this is simply not true. However, this
is the first time that a particular form of psychotherapy is proved to be
effective in the real long term (up to 5 years) in bipolar disorders,
significantly reducing illness morbidity and recurrence rates.
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 Fig. 1 CONSORT flow of participants.
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 Table 1 Comparison of clinical characteristics of participants at study entry
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 Fig. 2 Survival curve on time to recurrence.
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 Table 2 Comparison of mean number of days spent on each episode at 5-year follow-up
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