
Study 
Title/author 

874 The effect of family 
intervention on chronic 
schizophrenics under individual 
psychosocial treatment: a 3-year 
study 
Tomaras et al 

Authors’ comments  

 
Comparison of the two groups did not reveal significant 
differences in sociodemographic or clinical variables. 
Low EE patients received control treatment only. 

Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to generate 
random allocation 

A systematic selection process (one out of two) was used in 
order to evenly assign the high EE patients to either 
experimental or control condition.  
No randomization 
 

High Risk of 
bias 

-Allocation 
concealment 

Description of steps taken to conceal  the 
process how to achieve implementation of 
random allocation 

Not described High Risk of 
bias 

Performance 
bias 

   

-blinding Description of who, if any, and how they 
were blinded after assignment to 
 intervention (participants, care providers, 
administers of co-intervention, 
 assessors). 
If blinding was not possible, description of 
steps taken to limit bias 

Outside psychiatrist carried out diagnostic procedures and 
baseline assessment, and all other assessments of the 
participants. The assessors were blind to both treatment and 
the subjects assignment to treatment 
( steps taken to limit risk of bias in non-blinded study) 

Low risk of 
bias 

-adherence Description of intervention for the 
treatment and the comparator groups. 
Description of how  
-the intervention was standardized, 
-protocol adherence of care providers was 
assessed/enhanced 
-participants adherence to the intervention 
was assessed/enhanced 
 ( incl. medication adherence) 

The experimental group received family intervention combined 
with individual treatment; the control group received individual 
treatment only. 
Low EE received control treatment only. 
Individual treatment consisted of vocational and social skills 
training, and addressing medication adherence.  
The individual treatment as well as the family intervention is 
described in detail. The psychoeducation part of the 
intervention followed described guidelines. 
Control treatment was not specified. 
Patient and staff adherence is not described 

High risk of 
bias 

-staff educational 
background 

 

Description of staff education, whether 
there was a particular training 
preceding participating in the intervention, 
and whether there is  
comparability of staff skills across the 
groups of the intervention 

No mention of staff training or staff skills unknown 

Detection bias    

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

Outcome is described for each group Low risk of 
bias 

Attrition bias    

-analysis Description of the number of participants 
in each analysis, 
and whether the analysis included the 
entire original group. 
Intention to treat or a description of 
another method/strategy.   
Effect size and confidence interval.  

40 participants were divided in the two high-EE group, 35 
participants were in the low-EE group.  
Ten participants dropped out. The profile of the dropouts was 
significantly different from the rest of the participants in terms 
of relapse and rehospitalization. Ten were lost to follow-up. 
After completion of the intervention 12 participants dropped 
put. They were also lost to follow-up. The overall attrition rate 
was 29%. 
The inability to follow-up on the drop outs rendered the 
intention to treat methodology problematic. The intention to 
treat analysis was applied to the extent possible. 
All dropouts were entered in the analysis as relapse and 
rehospitalizations. 
Of the 107 key relatives, only 4 dropped out. 
The proportion of partially compliant subjects at post 
treatment: 16.9 %; at first follow-up: 12.3%; and at second 
follow-up 15.1%. 
Medication compliance was included in the analysis of 

High risk of 
bias 
a) large 
participant 
attrition  
b) loss to 
follow-up  
c) significant 
difference 
between 
drop-out 
and 
completers 
d) the 
“application” 
of intention 
to treat 

Risk of bias assessment:  Quantitative study 
The Cochranes collaboration’s tool for assessing risk of bias and Cochranes systematic review “Intervention” was used as 

inspiration in development of this table (1,2) v. 20.08.19 

 



treatment effect. 
There were significantly more relapses ( p=0.005) among 
patients with high EE relatives compared to low EE relatives. 

Reporting bias    

-selective 
outcome 
reporting 

Describe if the results as presented match 
the aim and the outcome(s) of the study 

Aim: is family intervention combined with individual 
psychosocial treatment more effective than individual 
psychosocial treatment alone, in improving the clinical and 
social prognosis of schizophrenia. 
The results presented match the aim. 

Low risk of 
bias 

Other sources 
of bias 

The study was scrutinized for other sources 
of bias due to the lack of randomization 

Large drop-out causing risk of bias 
Lack of reporting on low-EE group causing risk of reporting bias 
Lack of baseline comparison of intervention ad controlgroup 
 

High Risk of 
bias 

 

 

 

 



Study 
Title/author 

944  
Prevention of rehospitalization in 
schizophrenia: results of an 
integrated care project in Germany 
Schmidt-Kraepelin et al. 2009 

Authors’ comments Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to 
generate random allocation 

There was no randomization of patients. Recruitment for the 
intervention group was conducted from inpatients prior to discharge, 
based on interview. The control group was selected using the hospital 
electronic database. 

High risk of 
bias 

-Allocation 
concealment 

Description of steps taken to conceal  
the process how to achieve 
implementation of random allocation 

No steps taken High Risk of 
bias 

Performance 
bias 

   

-blinding Description of who, if any, and how 
they were blinded after assignment to 
intervention (participants, care 
providers, administers of co-
intervention, assessors). 
If blinding was not possible, 
description of steps taken to limit bias 

An un-blinded study 
 
 

Low of bias 

-adherence Description of intervention for the 
treatment and the comparator 
groups. 
Description of how  
-the intervention was standardized, 
-protocol adherence of care providers 
was assessed/enhanced 
-participants adherence to the 
intervention was assessed/enhanced 
 ( incl. medication adherence) 

The choice of measures in the intervention was mainly based on the 
software “Schizophrenia Decision Support system”. The software is 
based on the documentation of diagnostic and therapeutical 
procedures by the treating psychiatrist. The recommendations were 
based on the guidelines of the German society for psychiatry and 
psychotherapy. The recommendations contained medical 
interventions and psycho- and social-therapeutical interventions. The 
interventions contained in this complex intervention are described. 
Based on this the intervention seems to be very standardized. 
 
The control group received treatment as usual by external psychiatric 
specialists or at the hospital outpatient care unit. 

Low risk of 
bias 

-staff educational 
background 

 

Description of staff education, 
whether there was a particular 
training preceding participating in the 
intervention, and whether there is 
comparability of staff skills across the 
groups of the intervention 

The treatment-team consisted of 
two physicians, two psychologists, one psychotherapist, a 
nurse specialized in psychiatry and psychotherapy, and a 
social worker. 
The documentation was carried out by a trained member of 
the project team. Otherwise no mention of specialized training for the 
intervention. 
IT seems that there is comparability of staff competence across the 
different groups of the intervention. 

Low risk of 
bias 

Detection 
bias 

   

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

The outcome looked for was a 50 % reduction of rehospitalization rate 
12 months after the intervention. Adequate description of the 
rehospitalization rates pre and post intervention is supplied. 

Low risk of 
bias 

Attrition bias    

-analysis Description of the number of 
participants in each analysis, 
and whether the analysis included the 
entire original group. 
Intention to treat or a description of 
another method/strategy.   
Effect size and confidence interval.  

Intervention group n= 46, control group n=47 
11.1 % of patients in the intervention group aborted treatment, for 
most it was due to “loosing contact with patient”.  
The patients were all part of the analysis, due to the intention to treat 
analysis. 
The rate of rehospitalization after 12 months was 41% in the 
Intervention group, and 64% in the control group. Significant reduction 
p= 0.018. Within the intervention group there was a significant 
reduction in rehospitalization 12 months after the index stay 
compared to 12 months before the index stay p<0.001 

Low risk of 
bias 
 
Error in 
participant 
numbers in 
table 1 

Reporting 
bias 

   

-selective 
outcome 
reporting 

Describe if the results as presented 
match the aim and the outcome(s) of 
the study 

The described results match the aim and the outcome of the study. Low risk of 
bias 

Other sources 
of bias 

The study was scrutinized for other 
sources of bias due to the lack of 

The control group was matched to the intervention group on 
Diagnosis. The lack of match on demographics of the participants in 
the intervention and control group constitute a risk of bias 

Low risk of 
bias 

Risk of bias assessment:  Quantitative study 
The Cochranes collaboration’s tool for assessing risk of bias and Cochranes systematic review “Intervention” was used as 

inspiration in development of this table (1,2) v. 20.08.19 



randomization 

 



Study 
Title/author 

2744 Advanced directives based on 
cognitive therapy: A way to overcome 
coercion related problems 
Khazaal et al 

Authors’ comments Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to generate 
random allocation 

No randomization High risk of 
bias 

-Allocation 
concealment 

Description of steps taken to conceal  the 
process how to achieve implementation of 
random allocation 

No concealment 
Participants in this study is selected among patients who had 
written an advanced Directives following an intervention of 
Advanced Directives Based on Cognitive Therapy (ADBCT)in the 
24 months period prior to study start. Inclusion was based on 
inclusion criteria described. The intervention was conducted for 
patients following a compulsive admission procedure.  

High risk of 
bias 

Performance 
bias 

   

-blinding Description of who, if any, and how they 
were blinded after assignment to 
 intervention (participants, care providers, 
administers of co-intervention, assessors). 
If blinding was not possible, description of 
steps taken to limit bias 

The investigators were not blinded, but had no influence on the 
outcome measures of the chart review. 

Low risk of 
bias 

-adherence Description of intervention for the 
treatment and the comparator groups. 
Description of how  
-the intervention was standardized, 
-protocol adherence of care providers was 
assessed/enhanced 
-participants adherence to the intervention 
was assessed/enhanced 
 ( incl. medication adherence) 

The ADBCT intervention was described in detail. Prior to the 
intervention the participants received mood stabilizing 
medication. The participants were compared with themselves in 
terms of number and duration of hospitalizations, number of 
compulsory admissions and seclusions before and after ADBCT 
intervention. 
Medication compliance was addressed as part of the 
intervention. 

Low risk of 
bias 

-staff educational 
background 

 

Description of staff education, whether 
there was a particular training  preceding 
participating in the intervention, and 
whether there is comparability of staff skills 
across the groups of the intervention 

All caregivers ( nurses, psychologists and medical doctors) were 
trained in this approach 

Low risk of 
bias 

Detection bias    

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

18 charts were identified. The sample size is small. The outcome 
measures of rehospitalization, compulsory admission and days 
spent in hospital were described before and after AD 

Low risk of 
bias 

Attrition bias    

-analysis Description of the number of participants in 
each analysis, 
and whether the analysis included the 
entire original group. 
Intention to treat or a description of 
another method/strategy.   
Effect size and confidence interval.  

18 charts = patients were identified. All were part of the 
analysis. 
The result show a significant decrease in rehospitalization ( p 
=0.001), compulsory admissions (p=0.002) and days spent in 
psychiatric hospitalizations (p=0.005) after AD compared to 
before. 

Low risk of 
bias 

Reporting 
bias 

   

-selective 
outcome 
reporting 

Describe if the results as presented match 
the aim and the outcome(s) of the study 

The results presented match the aim of the study. There are 
however some limitations in terms of sample size and lack for 
comparison group, that reduces comprehension of the impact 
of ADBCT.  

Low risk of 
bias 

Other sources 
of bias 

The study was scrutinized for other sources 
of bias due to the lack of randomization 

Due to the sample consisting of a selection of patients having 
participated in ADBCT, there is a risk of selection bias.  
Generalizability of the study is low. It can only be generalized to 
Bipolar patients wanting to make an AD. Noncompliant Bipolar 
patients was not part of the study. 

High risk of 
bias 

 

 

Risk of bias assessment:  Quantitative study 
The Cochranes collaboration’s tool for assessing risk of bias and Cochranes systematic review “Intervention” was used as 

inspiration in development of this table (1,2) v. 20.08.19 

 



Study 
Title/author 

4588 Is structured group 
psychoeducation for bipolar 
patients effective in ordinary 
mental health services? A 
controlled trial in Italy. 
Candini et al 

Authors’ comments Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to generate 
random allocation 

No randomization of participants in this pragmatic study 
 

High risk bias 

-Allocation 
concealment 

Description of steps taken to conceal  the 
process how to achieve implementation 
of random allocation 

Not possible to performed High risk of 
bias 

Performance 
bias 

   

-blinding Description of who, if any, and how they 
were blinded after assignment to 
 intervention (participants, care 
providers, administers of co-intervention, 
 assessors). 
If blinding was not possible, description of 
steps taken to limit bias 

No blinding in this study 
No steps taken to limit bias 

High risk of 
bias 

-adherence Description of intervention for the 
treatment and the comparator groups. 
Description of how  
-the intervention was standardized, 
-protocol adherence of care providers 
was assessed/enhanced 
-participants adherence to the 
intervention was assessed/enhanced 
 ( incl. medication adherence) 

The experimental intervention treatment consisted of treatment 
as usual and additional psychoeducation, according to the model 
by Colom and Vieta ( 2006), aiming at improving the patient life 
areas of illness awareness, treatment adherence, early detection 
of prodromal symptoms and recurrence and lifestyle regularity. 
(manual based intervention) 
The comparator, treatment as usual, consisted of one monthly 
visit with the treating psychiatrist ( sometimes more than one) 
and pharmacological treatment specific to bipolar disorder. 
 

Low risk of 
bias 

-staff educational 
background 

 

Description of staff education, whether 
there was a particular training 
preceding participating in the 
intervention, and whether there is  
comparability of staff skills across the 
groups of the intervention 

The treating psychologists in the intervention participated in a 5 
day psychoeducation training course held by Colom, author to 
the model, followed by 1 months training at the Barcelona 
Bipolar Disorder program. The therapists strictly adhered to the 
psychoeducation treatment manual by Colom during the 
intervention.  
Treatment adherence was part of the intervention program.  
It is stated that the treating clinician delivering the standard care 
was a psychiatrist. It is likely that staff skill across groups of the 
intervention is comparable. 

Low risk of 
bias 

Detection bias    

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

The outcome of this study is the effectiveness of psychoeducation 
in terms of reduced number of hospitalizations and reduced 
numbers of days hospitalized. 
The outcome is described for both groups. 

Low risk of 
bias 

Attrition bias    

-analysis Description of the number of participants 
in each analysis, 
and whether the analysis included the 
entire original group. 
Intention to treat or a description of 
another method/strategy.   
Effect size and confidence interval.  

The total number of participants: n= 102 patients. Treatment 
group n=57, control group n= 45. 
11 patients allocated to treatment dropped out. The intention to 
treat analysis included all 102 participants. A need to treat 
analysis was performed. 
No significant results in the year of the intervention. 
At 1-year follow-up: 
The difference in number of hospitalizations, and in the numbers 
of days spent in hospital between the standard care group and the 
psychoeducation group was significant, in both cases  p=0.001. 
Further, a significant “between-group” difference in the number 
of people hospitalized were observed p=0.000, as well as both a 
significant reduction of mean number of hospitalizations and the 
mean number of days hospitalized in the group of completers 
p=0.000. 

Low risk of 
bias 

Reporting bias    

-selective 
outcome 

Describe if the results as presented match 
the aim and the outcome(s) of the study 

The reported results of the study match the aim described namely 
assess the effectiveness of psychoeducation in terms of reducing 
the number of hospitalizations and the number of days 

Low risk of 
bias 

Risk of bias assessment:  Quantitative study 
The Cochranes collaboration’s tool for assessing risk of bias and Cochranes systematic review “Intervention” was used as 

inspiration in development of this table (1,2) v. 20.08.19 

 



reporting hospitalized. 

Other sources 
of bias 

The study was scrutinized for other 
sources of bias due to the lack of 
randomization 

Using a Convenience sample constitute a risk of selection bias. 
However, a significant difference in demographics between 
intervention and control group is not immediately visible 

Low Risk of 
bias 

 

 

 

 



Study 
Title/author 

5129 Long term impact of the 
lifegoals group therapy 
program for bipolar patients. 
Aubrey et al 

Authors’ comments Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to 
generate random allocation 

Patients were included based on previous  participation in Life Goals Program, 
therefore no randomization was performed 

High risk of 
bias  

-Allocation 
concealment 

Description of steps taken to 
conceal  the process how to 
achieve implementation of 
random allocation 

Not described High risk of 
bias 

Performance 
bias 

   

-blinding Description of who, if any, and 
how they were blinded after 
assignment to 
 intervention (participants, 
care providers, administers of 
co-intervention, 
 assessors). 
If blinding was not possible, 
description of steps taken to 
limit bias 

No blinding High risk of 
bias 

-adherence Description of intervention for 
the treatment and the 
comparator groups. 
Description of how  
-the intervention was 
standardized, 
-protocol adherence of care 
providers was 
assessed/enhanced 
-participants adherence to the 
intervention was 
assessed/enhanced 
 ( incl. medication adherence) 

The intervention consisted of two phases.  
Phase 1: 6 weekly sessions with the content focus being education about Bipolar 
disorder. Two experienced nurses conducted the sessions. Phase 2 were weekly 
sessions continuously, conducted by one nurse from phase one and the primary 
investigator.  
Phase 2: The content adhered to a behaviorally structured program, operating 
in progressive stages in order to attain the principal objective of the study.  
Care-provider adherence was probably facilitated by the structured program of 
the intervention. The Life Goals program is a manual driven group 
psychotherapy intervention program. Participants were encouraged to adhere 
to the program. The actual adherence was assessed. Medication adherence was 
measured in the outcome 

Low risk of 
bias 

-staff educational 
background 

 

Description of staff education, 
whether there was a particular 
training 
preceding participating in the 
intervention, and whether 
there is  
comparability of staff skills 
across the groups of the 
intervention 

The staff/ staff skills  
Phase 1 is organized into 6 weekly sessions administered 
by two well trained nurses with 6 to 10 years of experience, 
who participated in our earlier feasibility study (de Andres 
et al., 2006).  
In phase 2 weekly sessions, the therapists (the same 
nurses as for phase 1 and the principal investigator of this 
study) adhere to a behaviorally structured program. 
 

Low risk of 
bias 

Detection bias    

-outcome 
assessment 

Description of primary and 
secondary outcome for each 
group. 

The study set out to evaluate the long term effect of the life goals program on 
parameters as number and length of hospitalizations, mood stability, preventing 
and coping with relapse. The study report on all parameters for both phases. 

Low risk of 
bias 

Attrition bias    

-analysis Description of the number of 
participants in each analysis, 
and whether the analysis 
included the entire original 
group. 
Intention to treat or a 
description of another 
method/strategy.   
Effect size and confidence 

Study participants n=85. Phase 1 participants n= 85, phase 2 participants n=35. 
50 of the 85 participants only participated in phase 1. Group sizes for phases 1 
and 2 were generally 6 to 8 participants. 
The final analysis of phase 1 included 50 participants, and the analysis of phase 
1 and 2 included 35 participants. 
2 patients were excluded due to missing data. 
 
Intention to treat was not used. This was a pre post intervention study, using 
descriptive statistics for categorical variable and median range for continuous 
variables. 
Comparing the 3 years before and after participation, the number of 
participants hospitalized decreased significantly, for  Phase 1 participants 

High risk of 
bias 

Risk of bias assessment:  Quantitative study 
The Cochranes collaboration’s tool for assessing risk of bias and Cochranes systematic review “Intervention” was used as 

inspiration in development of this table (1,2) v. 20.08.19 

 



interval.  p=0.008, phase 1 and 2 participants p=0.008. The number of hospitalizations 
decreased in both groups p=0.017 and p=0.035 respectively.  
Social relationship improved when comparing phase 1 only participants in 
phases 1 and 2 significantly improved p=0.034. 
Considering the whole sample n=83 (Intention to treat?) both the number 
(p=0.001) and the cumulative duration of hospital stays (p=0.009) significantly 
decreased from 3 years before phase 1 to the 3 year period after participation, 
whether phase 1 or phase 2. There was a statistical significant decrease in 
number of hospitalizations (p=0.001) and cumulative duration (p=0.004) among 
patients diagnosed 2 years or less before entering phase 1. 
 

Reporting bias    

-selective 
outcome 
reporting 

Describe if the results as 
presented match the aim and 
the outcome(s) of the study 

The results presented in the study match the parameters aimed to investigate in 
this study. 

Low risk of 
bias 

Other sources 
of bias 

The study was scrutinized for 
other sources of bias due to 
the lack of randomization 
 
 

As this is a retrospective study there is a risk of recall bias. 
The number of patients with comorbid diagnosis, as borderline, may play a role 
in the results, especially due to the fact that the group is decreased by half in 

phase 2. As 20 patients could not be contacted, and an unknown number 

was not contacted as they did not fulfill phase I. Patients participation in phase 2 
was based on motivation, and non-participating patients can be considered as 
dropouts.. There is no control group, and therefore lack of generalizability. 
The wide limits of the inclusion period in the study constitute a risk of detection 
bias 

High risk of 
bias 

 

 

 

 


