
Study 
Title/author 

392 The development and 
implementation of an individualized 
early signs monitoring system in the 
prediction of relapse in schizophrenia 
Tait et al (2002) 

Authors’ comments 
KJ 

Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to generate 
random allocation 

There was no description of the strategy used to randomly 
allocate the participants to intervention or TAU. 
 

unknown 

-Allocation 
concealment 

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

Not described unknown 

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 description of blinding. No description of steps taken to 
limit bias. 

Unknown 

-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) 

There was an extensive description of the intervention 
protocol. Treatment as usual involved each patient 
attending routine appointments with a psychiatrist and 
additional keyworker (community psychiatric nurse, 
social worker, occupational therapist). 
 
 
The participant adherence to the intervention was 
monitored by the return of early signs monitoring forms 
every 2 weeks. There was no mention of medication 
adherence, apart from an expected effect du to staff-
patient collaborative nature of the intervention. 

Low Risk 

-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 special staff training was mentioned. 
Staff skills TAU: Psychiatrist, community psychiatric nurse, 
social worker, occupational therapist. 
Staff intervention: Therapiust 

Low Risk 

Detection bias    

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

Outcome assessment is reported for both groups Low risk 

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 analysis includes all included patients. 
The sample size is small – effect size /confidence interval 
does not make sense. 

Low risk 

Reporting bias    

-selective 
outcome 
reporting 

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

Can individual ESM effectively predict relapse? 
The results describe that 75 % (n=3) of the relapses(n=4) 
were predicted during the intervention ( n=9) group. The 
unpredicted relapse was in the tau group. 
The presented result match the aim 

Low risk of 
reporting bias 

Other sources 
of bias 

 High risk of type II error due to small sample size  

 

 

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 

749 An Intervention Study to 

Prevent Relapse in Patients with 

Schizophrenia 

B. van Meijel et al (2006) 

Authors’ comments 
KJ 

Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to 
generate random allocation 

Randomization of both nurses and patients, according to the research 
protocol. The nurses selected for the study were divided at random 
between control and intervention groups. To avoid selection bias the 
researcher determined at random in which order the patients were 
approached for participation in the study. 

Low Risk 

-Allocation 
concealment 

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

The nurses selected from the various departments were allocated in 
the 2 groups at department level. The researcher randomly allocated 
the patients, concealing the process from the nurses. 

Low 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 nurses were not blinded, the patients in the intervention group 
was not blinded. Uncertainty regarding blinding of the control group. 
 
In case of patients experienced a relapse, according to the protocol, it 
was described in the progress report. The caregiver of the patient 
relapsed would receive a call from an independent researcher, not 
knowing the research status of the patient. The nurse would be 
interviewed regarding the patient. The interview was structured based 
on PANSS items, and later compared to the patients T1 PANSS scores. 

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) 

A detailed step by step description of the intervention is provided. The 
intervention nurses applied the intervention. The control group nurses 
were instructed not to provide any structured relapse prevention 
strategy, but continue treatment as usual. The time periods for the 2 
groups were equivalent, as the data collection were conducted at the 
same time for both groups. 
 
The use of medication was addressed in the research question. 

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 nurses participating in the intervention received 2 training 
sessions on how to apply the method. The nurses involved in the 
control group received 1 session of introduction in broad lines 
regarding the objective and procedures of the project. 
The staff skills, other than the project training sessions, were 
comparable across groups, as they all met the same requirements to 
participate in the study. 

Low risk of 
bias 

Detection bias    

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

The relapse rate of the experimental group was 12.5% and in the 
control group 26.4%. 
Women were overrepresented in the experimental group ( 12/40) 
compared to control group(5/42). As the disease process in women is 
generally slightly more favorable than in men the results could be 
distorted. This represent an increased risk of bias* 

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.  

There was a dropout of 11 patients in the intervention group( n= 51 -
11=40) and 2 in the control group(n=44-2=42). On investigation for 
difference between drop-outs and completers it was found that 
dropouts had generally higher GAF score and lower PANSS score than 
completers. P=0.05 
The analysis of the results included only the completers. 
There was no difference between experiment and control group on T1 
variables, except gender. 
RR of relapse in intervention group compared to control group was 
0.48 (CI: 95%). RRR was 0.52% (CI:95%) meaning a 52% reduced risk of 
relapse by applying the intervention. NNT is 7.3, meaning that when 
the intervention is applied to 7 patients, one relapse is prevented. 
 

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 include the survival rate the relapse rate of both groups. 
Results on relapse prevention, insight, collaboration and medication 
consumption is reported. 

Low risk of 
bias 

Other sources  Selection bias due to randomization process Low risk 

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 

 



of bias 

 



Study 
Title/author 

4406 Service Use Among Patients 
With Schizophrenia in 
Psychoeducational Multiple-Family 
Group Treatment  

Dyck et al (2002) 

Authors’ comments Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to generate 
random allocation 

Randomization to standard care or multiple family group 
treatment was done in each of the seven cohorts. 
No description of the randomization strategy. 

Unknown 

-Allocation 
concealment 

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

Not described unknown 

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 

Not described unknown 

-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) 

Standard care included medication management, case 
management, therapeutic and rehabilitation services. 
 
The intervention treatment was based on research reported 
by McFarlane and colleagues.  
The treatment included a standardized protocol of 
videotapes, lectures and written guidelines. 
 
The clinicians were trained and supervised according to a 
protocol, including a treatment manual for the intervention. 
Medication management was part of the standard care that all 
participants received.  
 

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 a case manager, a 
psychiatrist, and a social worker. The team provided case 
management services and out-of-facility services as needed. 
Patients randomized to multiple family group treatment 
received standard care and group treatment. 
Clinicians providing the group treatment were not the case 
managers for the patients in the group. The clinicians were 
trained and supervised according to a stringent protocol that 
included specification of the multiple family group 
intervention in a treatment manual. 
It appears that all the intervention groups had special trained 
staff, compared to the TAU groups. 

Low risk of 
bias 

Detection bias    

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

Outpatient service was measured in minutes; use of inpatient 
services was measured by determining whether or not the 
patient was hospitalized. 
The outcome was 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.  

Intervention group N= 55; standard care group n= 51. The 
analysis used an intention to treat design, where the analysis 
included all the included participants, regardless of their level 
of participation. 
26 patients dropped out during the first year: 11 from 
intervention group and 15 from standard care. 
The outpatient service use during the intervention was lower 
than the year before, but not significantly. Outpatient service 
use was not affected by group membership. 
The analysis showed a significant association between group 
membership and hospitalization (p= 0.04) 
The number of  minutes of current outpatient service (p=0.03) 
and group membership( intervention) (p= 0.03) were 
significantly  correlated with hospitalizations in the first year 
after randomization. 

Low risk of 
bias 

Reporting 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 

 



-selective 
outcome 
reporting 

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

The aim was to test if multiple family group intervention 
would reduce hospitalization rate, without an increase in 
outpatient service use. 
The results reported match the aim of the study. 

Low risk of 
bias 

Other sources 
of bias 

   

 

 

 

 



Study 
Title/author 

756 Collaborative care for patients 
with bipolar disorder: randomized 
controlled trial 
Trijntje Y. G. van der Voort et al 
(2015) 

Authors’ comments Risk 
of 
bias 

Selection bias    

-Randomization  
 generation 

Description of strategy used to 
generate random allocation 

Clustered randomization was performed at the level of the outpatient teams. 
The teams were matched on 
the number of nurses who were willing to participate in the study, 
in order to obtain approximately the same number of respondents 
in both research conditions. The two teams within every matched pair were 
randomly assigned to either the experimental or the control condition, by 
use of an internet random generator, performed blind by the second author 

Low 
risk of 
bias 

-Allocation 
concealment 

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

See above Low 
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 

It was not possible to blind participants and caregivers of the intervention.  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) 

Detailed description of the intervention for the experimental group. The 
intervention investigated contained collaborative as the core element. The 
comparator group received treatment as usual. Due to a high degree of 
practice variation, the quality and level of care delivered by the teams that 
were eligible for participation was assessed before start of the trial, to avoid 
including teams that already used collaborative care as their core elements of 
treatment. 
 
 

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 

A manual base training program was developed for the nurses in the 
experimental condition, consisting of 3 day training sessions with 2 weeks 
between each training day. Training aimed at enhancing knowledge about 
the interventions to be delivered, skills training to ensure adequate skills to 
perform the interventions. Since PST ( problem-solving treatment) was new 
to the nurses, they received 6 h training by an experienced trainer. 
Fifteen nurses were trained in collaborative care. Four psychiatrists 
participated in part of the training, receiving an overview of the rationale and 
the various elements of the collaborative care intervention, as well 
as information about the study procedures. 
The nurses were offered supervision by the PST trainer and coaching by the 
primary investigator. 
Nurses in TAU did not receive training, supervision or coaching. 

Low 
risk of 
bias 

Detection bias    

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

The primary and secondary outcome is described for both the intervention 
group and the Tau group. To prevent bias in the data collection on patient 
progress, a patient self-report interview was conducted, using a retrospective 
format from the national institute of Mental Health Life Chart. 

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 number of participant s in the analysis is different from the originally 
included number of participants. The circumstances for attrition are 
described in the flow chart. 
The strategy applied is intention to treat. 
 
The results presented: A significant decrease in the time spent with 
depressive symptoms in the last 6 and 12 months in the collaborative care 
group had decreased (p=0.01) and (P= 0.002) and the severity of the 
depressive symptoms had decreased7improved ( p=0.004) 
Der was no statistical significant difference in duration and severity of mania, 
or medication adherence in the 2 groups. 

Low 
risk of 
bias 

Reporting 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 

 



-selective 
outcome 
reporting 

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

The outcome reported match the outcome the study set out to investigate Low 
risk of 
bias 

Other sources 
of bias 

   

 

 

 

 



Study 
Title/author 

1909 and 1915 
Family focused treatment of bipolar disorder of a 
post educational program in conjunction with 
pharmacotherapy/A randomized study of family 
focused psychoeducation and pharmacotherapy 
in the outpatient management of bipolar 
disorder. 
Miklowitz et al 2000 and 2003 

Authors’ comments Authors judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to generate random 
allocation 

Patients were assigned randomly, using a 1:2 
formula, to one of two 9-month psychosocial 
protocols: FFT 
with pharmacotherapy (N = 31) or crisis 
management with pharmacotherapy (N = 70). 
(Randomization 1:2 was done in order to 
include “all comers, in order to prevent 
selection bias. 67 % in control group and 33% 
in intervention group.) 

Low risk of bias 

-Allocation 
concealment 

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

Allocation was concealed until the group 
assignment had been made 

Low 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 described 
A blinded rater (unaware of patient’s psycho 
social treatment) rated the EE level of the 
family interviews. 
 

Unknown 

-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) 

Manual based intervention for experimental 
group  - clinicians followed  an FFT manual (p. 
584 col 1) 
To maximize compliance sessions took place in 
the family’s home. 
 
TAU consisted of crisis management and 2 
homebased sessions of family education. 
Clinician phoned as a minimum once a month 
to monitor status. 

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 was trained in FFT according to a 
standard protocol, and certified by the first 
author in FFT and Crisis management. The 
staff was supervised during the study. 
It was the same staff that made the family 
education sessions in both the TAU and the 
intervention group.( p 584 col 1) 

Low risk of  
Bias 
 
 
Risk contamination 
bias as it is the same 
staff that train in the 
two groups?? 

Detection 
bias 

   

-outcome 
assessment 

Description of primary and secondary outcome for 
each group. 

Outcome ( relapse/not relapse/ unchanged/ 
drop out) was assessed and described in both 
control and intervention 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.  

101 patients (82 inpatients and 19 
outpatients) were recruited from 4 psychiatric 
units. During the pretreatment period 5 
patients were lost to followup. 
79 completed the study. Of the remaining 22 
in the intent to treat sample, 17 refused 
involvement shortly after randomization, 3 
terminated due to diagnosis, 2 moved away. 
Dropping out was more likely in control than 
intervention group. 
At 2 years follow-up there was a statistical 
significant difference in relapse between FFT 
and CM participants ( p<0.005) and FFT was 

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 

 



associated with longer survival than CM 
(p=0.002) 

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, namely the difference 
in relapse between groups receiving FFT and 
crisis management. 

Low risk of bias 

Other sources 
of bias 

   

 

 

 



Study 
Title/author 

2848 Training skills for illness self-
management in the rehabilitation of 
schizophrenia. A Family-assisted Program 
for Latinos in California 
Robert Paul Liberman, Alex Kopelowicz (2009) 

Authors’ comments Authors 
Judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to generate 
random allocation 

After inclusion and baselines assessment patients and family 
members were randomly assigned to either TAU (n=47) or Skills 
training with generalization and TAU (n=45) 

unknown 

-Allocation 
concealment 

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

Not described unknown 

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 

Separate raters were used to assess patients and relatives. All 
raters were blind to treatment condition. 

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) 

Detailed description of the experimental intervention was 
provided. The use of manuals/guidelines /videos was mentioned. 
Also the TAU intervention applied in both groups was described. 
Medication management was included in TAU. 

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 

To ensure that the modules of the intervention were conducted 
systematically and correctly, a therapist fidelity evaluation was 
performed. Raters were trained to high levels of competency on 
this scale, demonstrating at least 90% of the key techniques 
required by the module procedures. They were monitored for 
maintenance of fidelity throughout the study and given feedback 
when diverging from the 90% level. 
Staff competency was comparable across groups (nurse, 
psychiatric nurse, psychologist, psychiatrist, social worker). 

Low risk of 
bias 

Detection 
bias 

   

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

Outcome on every measure is described for both intervention 
and tau 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.  

8 patients dropped out after baseline assessment. 6 from 
experimental group n=39, and 2 from the tau group n=45. 
Baseline comparison include 92patients, the rest of the analysis 
contain only patients that were assessed at all 3 time points. No 
intention to treat. 
Psychopathology: significant decrease (p< 0.0001) in intervention 
group. Skills acquisition ( medication management and symptom 
management) improved significantly in the study group 
compared to control group (p<0.0001) 
After the study participants in the intervention group were more 
likely to adhere to the medication regimen; there was a 
significant difference between groups on rehospitalization rates, 
during the study. 

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 aim was to investigate the effect of the intervention on 
disease management and medication adherence. The presented 
results describe the effect of the intervention on several aspects 
of disease management and medication adherence, and 
rehospitalization.  

Low risk of 
bias 

Other sources     

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 

 



of bias 

 



Study 
Title/author 

3232 and 4634 Long-term effects of a 
psychoeducational 
psychotherapeutic intervention 
for schizophrenic outpatients and 
their key-persons – results of a five-
year follow-up/ Psychoeducational 
psychotherapy for schizophrenic 
patients and their key relatives or 
caregivers: result of a 2 year follow-
up. 
Hornung et al 1997 and 1999 

Authors’ comments Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to 
generate random allocation 

A randomization procedure to balance the prognostic criteria of gender, 
prognostic score and medication compliance was carried out to 
eliminate significant differences in the balancing factors among the 
groups. Ratio of allocation 1:1:1:1:2 between 4 treatment groups and 1 
control group. 

Low risk of 
bias 

-Allocation 
concealment 

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

Not described unknown 

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 raters performing the 5 year follow-up assessment were blinded to 
the patient treatment condition. 

 
 
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) 

Description of the intervention was provided.  
The treatment was administered in line with previously prepared 
treatment manuals (art. 4634 p. 485 col 1, bottom) 
Supervision controlled treatment adherence of the therapists. 
 
The methodological details were provided in previous papers 
 ( Hornung 1995, 1996). The intervention contained psychoeducational 
medication training. 
Control treatment was a structured leisure time group. Management of 
the leisure time group was supervised by the project staff. 

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 conducting the intervention is not mentioned in the study. 
The control group was run by students of psychology and sociology. 

unknown 

Detection 
bias 

   

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

The raters rating outcome measures were trained to use these 
measures by psychiatrist not directly involved in the evaluation 
procedure  
The primary and secondary 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.  

N=191, 44 patients dropped out after randomization before treatment, 
and were excluded from the intention to treat analysis. Which groups 
were the 44 dropouts assigned to??There was no significant difference 
in balancing factors between the drop outs (n=44) and the remaining 
patients (n=147). ( according to table 2 the number of participants at 1 
year is 138 – what happened to the 9 missing patients??)However, the 
excluded patients had a higher level of symptomatology and dose of 
neuroleptics. The 44 patients excluded from the analysis is not 
described. 
At five year follow-up information regarding rehospitalization and other 

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 

 



relevant events was collected from 129 patients. 4 patients had died, 
one due to suicide. Suicide was incl. in the modified intention to treat 
analysis ( art 3232 p. 164 col 1 bottom). 
Thus the evaluation was based on 126 patients. 
The rehospitalization in the group receiving the most comprehensive 
intervention (psychoeducation, cognitive  psychotherapy and key 
person counselling) experienced significantly fewer rehospitalizations at 
two years( p=0.0043), and at five years (p=0.034) follow-up 

Reporting 
bias 

   

-selective 
outcome 
reporting 

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

The result present the relapse rate  for patients included in treatment 
groups of different complexity, meeting the aim to examine the long-
term effect on relapse and development of psychopathology in patients 
with schizophrenia 

Low risk of 
bias 

Other sources 
of bias 

   

 

 

 

 



Study 
Title/author 

3320, 3321 
Prodromal symptoms and Early 
intervention in Schizophrenia; A 
program for relapse prevention 
in Schizophrenia 
Herz et al (1998 and 2000) 

Authors’ comments Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to generate 
random allocation 

Randomly assignment of 82 patients to control( n=41) and 
experimental (n=41) treatment. 
No strategy described. 

unknown 

-Allocation 
concealment 

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

Not described – most likely that no concealment took place. unknown 

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 was described.  
Assessors blinded 

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) 

Description of a five component experimental intervention for 
early intervention treatment was provided. 
Control group received treatment as usual, containing 
individual supportive therapy and medication management 
biweekly. Meetings with individual families were provided for 
both intervention and control group when indicated. Home-
visits were also available for both groups, but was more 
heavily emphasized for patients from the experimental group, 
when patients lost insight early in a relapse. 
Guideline for handling relapse in experimental group. 
No description of manual. 
Medicamentiel ensuring medication compliance (p279, col 2, 
bottom) 

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 

Special training not described. 
Treatment teams in both groups consisted of psychiatrist, 
nurse therapist, social-worker and case manager. Different 
teams were assigned to experimental and control group, in 
order to avoid contamination of treatment. 

Low risk of bias 

Detection 
bias 

   

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

Outcome of relapse and rehospitalization was described for 
both groups. See below. 

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.  

Each analysis contained 41 patients in both control and 
experiment group i.e. the entire group. 
No analysis strategy identified, but it seems that intention to 
treat was applied. 
Attrition rates  
in experimental group was 12% and  
in TAU group 15% 
Outcome 
Intervention group: 17% ( n=7) relapse ; 22% (n= 9) 
rehospitalization. P=0.01 
TAU: Relapse 34% (n=16), rehospitalization 39% (n=16) P=0.03 
Treatment group assignment and medication compliance 
were significant predictors of both outcome variables. 
 

Low risk of bias 

Reporting 
bias 

   

-selective Describe if the results as presented The aim of the study was to compare early intervention 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 

 



outcome 
reporting 

match the aim and the outcome(s) of 
the study 

effectiveness with treatment as usual in preventing relapse 
and rehospitalization in patients with schizophrenia this is 
adequately reflected in the presented outcome. 

Other sources 
of bias 

 Bias resulting from medication in the TAU group ensuring 
medication compliance 
See article 3321, p. 279, col. 2 bottom  

Contamination bias 
– due to uneven 
medication 
presecription  
 

 

 

 



Study 
Title/author 

3657 A randomized controlled trial of 
the Illness management and recovery 
program for persons with 
schizophrenia 
Färdig et al (2011) 

Authors’ comments Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to 
generate random allocation 

A computerized random-number generator was used to assign the 
41 patients to one of six IMR programs or to treatment as usual. 
The patients included constitute a convenience sample.  

Low risk of bias 

-Allocation 
concealment 

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

Not described Unknown 
 

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 

Assessment of psychiatric symptoms was conducted by trained 
clinicians who were blind to treatment assignment. 
 
Nonblinded clinician ratings may have introduced bias in favor of 
IMR group (p. 611 col 2) 

 
 
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) 

Experimental group received Illness Management Recovery (IMR) 
treatment as well as treatment as usual, which contained 
extensive psychiatric service at the rehab center, incl. case 
management, psychotherapy and antipsychotic medication as well 
as access to recreational and therapeutic activities. The IMR 
program description is provided (manual based intervention). 
The IMR program is a curriculum based, and is delivered in either 
groups or individual format over 40 sessions or more. 
The control group received the treatment as usual described. 
During the program the clinicians received weekly supervision, to 
resolve challenges and to ensure program fidelity. 
Patient adherence: not described 

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 clinicians in the IMR program received five full days of training 
before the study.  
There was no description of the professional background for the 
treatment as usual staff.  
The IMR staff has received special training 

Low risk of bias 

Detection bias    

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

All the outcomes were 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.  

All participants (n=41) completed assessment 9 months after 
baseline. IMR group n=21, TAU group n=19. 
One participant left the program but completed the assessment at 
post treatment and follow-up. Intention to treat analysis. 
38 participants completed 21 months follow-up assessment ( 19 
from IMR and 19 from TAU).one from each group could not be 
reached for an appointment and one had died. 
IMR group improved significant in PECC scores ( psychosis 
evaluation) compared to TAU (p<0.001), and on the coping factors 
“seeking social support”(p=0.005), “escape avoidance” (p=0.007) 
and “planful problemsolving” (p=0.018). Antipsychotic daily dose 
showed no significant difference between groups. 
The IMR group showed significant decrease in suicidal ideation 
between baseline and follow-up (p=0.013). There was no statistical 
significant difference in hospitalization. 

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 stated aim was not specific: “test the effect of IMR” 
The results presented match the aim for the study. 

Low risk of bias 

Other sources 
of bias 

Stated limitations:  
The extensive TAU treatment both groups received 
may have caused a substantial part of the changes 
seen in the IMR group, falsely ascribing the 

.  
 
 
 

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 

 



improvements to the intervention. 
The recruitment of participants was based on 
convenience, which may hamper the 
generalizability of the findings ( p. 611 col 3 
middle) 

 
Risk of 
selection bias 

 

 

 



Study 
Title/author 

4406 Service Use Among Patients 
With Schizophrenia in 
Psychoeducational Multiple-Family 
Group Treatment  

Dyck et al (2002) 

Authors’ comments Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to generate 
random allocation 

Randomization to standard care or multiple family group 
treatment was done in each of the seven cohorts. 
No description of the randomization strategy. 

Unknown 

-Allocation 
concealment 

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

Not described unknown 

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 

Not described unknown 

-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) 

Standard care included medication management, case 
management, therapeutic and rehabilitation services. 
 
The intervention treatment was based on research reported 
by McFarlane and colleagues.  
The treatment included a standardized protocol of 
videotapes, lectures and written guidelines. 
 
The clinicians were trained and supervised according to a 
protocol, including a treatment manual for the intervention. 
Medication management was part of the standard care that all 
participants received.  
 

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 a case manager, a 
psychiatrist, and a social worker. The team provided case 
management services and out-of-facility services as needed. 
Patients randomized to multiple family group treatment 
received standard care and group treatment. 
Clinicians providing the group treatment were not the case 
managers for the patients in the group. The clinicians were 
trained and supervised according to a stringent protocol that 
included specification of the multiple family group 
intervention in a treatment manual. 
It appears that all the intervention groups had special trained 
staff, compared to the TAU groups. 

Low risk of 
bias 

Detection bias    

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

Outpatient service was measured in minutes; use of inpatient 
services was measured by determining whether or not the 
patient was hospitalized. 
The outcome was 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.  

Intervention group N= 55; standard care group n= 51. The 
analysis used an intention to treat design, where the analysis 
included all the included participants, regardless of their level 
of participation. 
26 patients dropped out during the first year: 11 from 
intervention group and 15 from standard care. 
The outpatient service use during the intervention was lower 
than the year before, but not significantly. Outpatient service 
use was not affected by group membership. 
The analysis showed a significant association between group 
membership and hospitalization (p= 0.04) 
The number of  minutes of current outpatient service (p=0.03) 
and group membership( intervention) (p= 0.03) were 
significantly  correlated with hospitalizations in the first year 
after randomization. 

Low risk of 
bias 

Reporting 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 

 



-selective 
outcome 
reporting 

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

The aim was to test if multiple family group intervention 
would reduce hospitalization rate, without an increase in 
outpatient service use. 
The results reported match the aim of the study. 

Low risk of 
bias 

Other sources 
of bias 

   

 

 

 

 



Study 
Title/author 

4758 A randomized trial on the efficacy 
of group psychoeducation in the 
prophylaxis of recurrences in Bipolar 
patients whose disease is in remission. 
Colom et al. (2003) 

Authors’ comments Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to 
generate random allocation 

Randomization was made by a computerized random-number 
generator, ensuring restricted randomization. 

Low risk of 
bias 

-Allocation 
concealment 

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

Not described unknown 

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 psychiatrists conducting the standard care were blinded to the 
nature of treatment given to the patient. Singleblind. The patients 
were told not to disclose if they received psychoeducational 
treatment. 

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) 

Manual based intervention. The study consisted of an intervention 
phase and a follow-up phase. 
The treatment phase comprised 21 weeks of standard psychiatric 
care with standard pharmacologic treatment. Patients were 
prohibited from visiting a psychologist outside the center. 
The experimental group received additional psychoeducation, and 
the patients assigned to the control group met every week in groups 
of 8 – 12 patients without special instructions from the therapist. 
The psychoeducation comprised 21 sessions aiming at improving 4 
main issues: Illness awareness, treatment compliance, early 
detection of prodromal symptoms and recurrences, and lifestyle 
regularity. 
Treatment compliance in general was addressed. 

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 

Pre-intervention staff training was not mentioned. 
The psychiatrist involved in standard psychiatric care had at least 4 
years of clinical and research experience in bipolar disorder. As all 
patients received standard care staff skills across groups was 
comparable. 

Low risk of 
bias 

Detection bias    

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

The primary outcome measure was recurrence. It is defined in the 
study according to diagnosis criteria and Young measuring Rating 
Scale. 
Outcome was described for both groups in the study. 

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.  

Study participants n= 120. Experimental group n=60; control group 
n= 60. 
In the experimental group 44 participants adhered to 
psychoeducation. Of the 16 who withdrew, 12 were followed up for 
2 years, and 4 were lost to follow-up. 
Of the control group 7 withdrew from the weekly visits, but 
continued the psychiatric visits. 
Intention to treat analysis was probably done, as the numbers fits. 
During the treatment phase 36 patients in the control group fulfilled 
criteria for recurrence compared with 23 on the psychoeducation 
group (p<0.05). After the follow-up phase 55 subjects from the 
control group had fulfilled the criteria for recurrence, compared 
with 40 from the intervention group (p<0.001). 
At 12 and 18 months follow-up there was a statistical significant 
difference in hospitalizations between control and intervention 
group, p<0.05 and p<0.01 respectively. 

Low risk of 
attrition bias 
 

Reporting bias    

-selective Describe if the results as presented The aim was to test the efficacy of psychoeducation versus Low risk of 
reporting 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 

 



outcome 
reporting 

match the aim and the outcome(s) of 
the study 

standard care as treatment approach for patients with 
bipolar disorder. The results show the difference in 
treatment effect between the two approaches in terms of 
recurrence and hospitalizations. There is a match between 
aim and outcome of the study. 
 

Other sources 
of bias 

Limitation: As 4 different parameters are being 

treated/addressed in the intervention, it is not 
possible to determine if the treatment of one of 
these parameters is causing the major part of the 
effect seen. 

  

 

 

 

 



Study 
Title/author 

4965 and 4966 Course of illness in a 
sample of 265 patients with first 
episode psychosis – Five-year follow-up 
of Danish OPUS trial/Five-year Follow-
up of a randomized multicenter trial of 
intensive early intervention vs standard 
treatment for patients with first 
episode of psychotic illness. 
Bertelsen et al (2008 and 2009) 

Authors’ comments Authors judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to generate 
random allocation 

Patients were centrally randomized to the 
intensive early intervention program or standard 
treatment. 
In Copenhagen randomization was carried out 
through centralized telephone randomization at 
the Copenhagen Trial Unit.  

Low risk of selection 
bias 

-Allocation 
concealment 

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

The allocation was computer-generated ratio of 1.1 
in blocks of 6 and stratified in each of 5 centres. In 
Aarhus a research secretary was contacted after 
entry assessment of each patient. The secretary 
drew a lot from among five red and five white lots 
in a black box. When the block of 10 was used, the 
lots were redrawn. Block sizes were unknown to 
the investigators. 

Low 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 

Investigators conducting the five year follow-up 
interviewers were blind to previous treatment. 
Assessors were blinded 

Low risk of 
performance 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 an intensive early 
intervention program, including an enriched 
assertive community treatment program, 
psychoeducational family treatment and social 
skills training (caseload 1:10). The standard 
treatment consisted of the standard routines 
offered in the mental health services in 
Copenhagen and Aarhus(caseload 1:30) 
Administration of antipsychotics were based on the 
same principles in both groups. 
Patient compliance was measured by questioning 
and by aid of the medical reports. 
It is likely that staff adhered to the OPUS protocol. 

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 investigators were independent and trained in 
the tools needed for assessment in the 
intervention. Interrater reliability was tested 
during the five year follow-up. 
The staff training was not described. 

Low risk of 
performance bias 

Detection 
bias 

   

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

The primary outcome measures were psychotic 
and negative symptoms ( SANS and SAPS) and 
social functioning (GAF); the secondary outcome 
included secondary diagnosis, , substance abuse, 
medication, use of services, depressive symptoms, 
suicidal behavior, housing situation and vocational 
situation. Primary and secondary outcome was 
described for both groups. 

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 
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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.  

547 patients with a first episode psychosis were 
included in the trial. Due to attrition in the follow-
up period the final analysis sample consisted of 313 
patients, of these 48 were excluded based on 
diagnosis. Total number for analysis n=265. 
Intention to treat. 
The effect on the primary outcome, seen as 
differences between the intervention and control 
group regarding psychotic dimension, negative 
dimension and GAF function, experienced at 2 
years follow-up had disappeared at five years 
follow-up. 
At five years follow-up: the intervention group had 
spent significantly fewer days in hospital compared 
to control group p=0.05; Investigating the entire 5 
year period, patients from the intervention 
program had 20 % fewer days in hospital compared 
to the control group p=0.05. 
The proportion of patients living in supported 
housing did not differ at 2 years, but at five years 
there was a significant difference (p= 0.02) with 4 
% from the intervention group compared to 10% 
from the control group. 

Low risk of bias 
 
As the patients who 
dropped out of the 
intervention does 
not constitute a 
special group, 
attrition bias is not 
likely. 

Reporting 
bias 

   

-selective 
outcome 
reporting 

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

The results reported match the aim of the 
investigation.  

Low risk of bias 

Other 
sources of 
bias 

   

 

 

 



Study 
Title/author 

5018 Psychoeducation in 
schizophrenia: 7 years follow-up 
concerning rehospitalization and 
days in hospital in the Munich 
psychosis Information Project study. 
Bäuml et al (2007)  

Authors’ comments Authors 
judgement 

Selection bias    

-Randomization  
 generation 

Description of strategy used to 
generate random allocation 

Group randomization to either treatment as usual or 
psychoeducation was done centrally. The groups were formed 
independently in each study center. 

Low risk of bias 

-Allocation 
concealment 

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

Not described Unknown 

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 therapists were not blind concerning the psychoeducational 
pretreatment conditions, but 3 of the 4 therapists had not been 
involved in the psychoeducational study. They were told to treat 
all patients in the same manner, independent of study conditions. 
It is not entirely clear if it was these therapists who performed the 
ratings on the mentioned scales. 
The investigator (assessor) was blind to the study and had not 
been involved in the construction of the psychosis Information 
Project 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) 

After discharge the outpatient treatment was the same for all 
patients, regardless of study conditions, which is described as 
treatment as usual. They all underwent maintenance therapy with 
individually adapted antipsychotic medication.  
The intervention group received treatment as usual with the 
addition of psychoeducation. The study includes a description of 
the psychoeducation intervention. 
The therapists conducting the psychoeducation group sessions 
with patients and relatives were not involved in the routine 
treatment. 
The study does not mention a staff protocol. 
Patient compliance was rated by a psychiatrist and the results were 
validated by a plasma drug level measurement. 

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 

There is no mention of particular staff training preceding the 
intervention. 
The standard care given to all participants was conducted by the 
same therapists, ensuring comparability of staff skills across 
groups. The intervention staff had no interaction with the control 
group, preventing contamination of the difference in treatment. 

Low risk of bias 

Detection 
bias 

   

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

The outcome measures were rehospitalization rate, number of 
intervening hospital days, compliance, mean number of CPZ 
(antipsychotic medication) consumption.  The results regarding 
these measures were reported for both groups. 

Low risk of 
detection 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 7 year follow-up included the TUM part of the study (n=101). 
51 were allocated to intervention and 50 to control treatment. For 
various reasons, specified in the study, 11 from the intervention 
group and 8 from the control group exited the program. For the 
analysis of 7 years follow-up period 82 participants were eligible. 
Intervention n=40, control treatment n=42. 34 were lost to follow-
up, 16 from the intervention group and 18 from the control group. 
The analysis included the completers n= 48, intervention group 
analyzed n=24, control group analyzed n=24. 
Intention to treat was not used. Survival analysis was conducted. 
Seven years after index discharge 54% of the intervention and 88% 
of the control patients had to be re-hospitalized (p<0.05). After 7 
years, the mean number of re-hospitalizations in the intervention 
group was 1.5 and in the control group it was 2.9 (p<0.05). The 
rehospitalization rate( days in hospital during the seventh year) 
after 7 years was 75 days for the intervention group, and 225 days 
in the control group (p<0.05) 
There was no statistical significant difference in medication 
compliance between the two groups. 
No statistical significant difference in social functioning and Quality 

High risk of bias 
Due to major 
changes in the 
study design 
during the study. 

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

Reporting 
bias 

   

-selective 
outcome 
reporting 

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

The study set out to investigate the rehospitalization rates, number 
of re-hospitalizations and number of hospital days, compliance 
with medication dosage, psychopathology and Q of Life. The 
results presented match the aim of the study. 

Low risk of 
reporting bias 

Other 
sources of 
bias 

 At index admission patients in the intervention group had longer 
duration of illness and more previous hospitalizations than patients 
in the control group. (P. 856 col 1 bottom) 

A source of 
selection bias due 
to the 
randomization 
process  

 

 

 



Study 
Title/author 

Early intervention for relapse in Schizophrenia: 
A result of a 12-month randomized controlled 
trial of CBT. 
A. Gumley et al 

Authors’ comments Authors 
judgement 

Selection bias   Low risk 

-Randomization  
 generation 

Description of strategy used to generate 
random allocation 

Patients were randomized after the interview, 
according to predetermined envelopes containing 
treatment group to which patients were allocated. 

Not described 

-Allocation 
concealment 

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

A member of the research team opened the envelope, 
witnessed by another member of the team. The 
envelope was placed in the participant’ casefile. 
Concealment is attempted 

Low risk of 
bias 

Performance 
bias 

  Low risk of 
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 of research assessors 
No blinding of treatment status for each participant 
 
 
Attempted to maintain independence of assessors by 
relying on changes in early signs completed by 
participants to initiate targeted CBT. 
 

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) 

Comparator group: TAU 
Treatment group: TAU and CBT 
 
CBT intervention was standardized to 5 engagement 
sessions and targeted sessions according to signs of 
relapse of the  participant in the CBT group 
TAU continuous medication and psychiatrist review 
and follow-up 
Manual driven intervention 

No 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 

Psychiatrist 
Community mental health nurse 

unknown 

Detection bias    

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

Primary and secondary outcome is described for TAU 
and CBT according to plan. 

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.  

Number of participants is equal and fairly matched in 
CBT and TAU groups. 
Intention to treat is applied in the analysis. 
Difference in relapse/admission is P=.089 between 
groups 

No risk of 
bias  

Reporting bias    

-selective outcome 
reporting 

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

Reporting of CBT group is reported as one group, not 
divided into groups of receiving only engagement 
phase and engagement and targeted phase treatment 

Low risk of 
bias 

Other sources 
of bias 

Baseline values in number of admissions  
2 years pre entry 

Difference in history of admission between TAU  
(32) and CBT (43) is problematic, as this is 
primary outcome. 

Low risk of 
bias 

 

1. https://www.cochranelibrary.com/cdsr/doi/10.1002/14651858.CD010842.pub2/full#CD010842-

sec1-0004 
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2. Exercise interventions and patient beliefs for people with hip, knee or hip and knee 

osteoarthritis: a mixed methods review Cochrane Systematic Review - Intervention Version 

published: 17 April 2018  
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3. Qualitative Research: Rigour and qualitative research 

             BMJ 1995; 311 doi: ://doi.org/10.1136/bmj.311.6997.109 (Published 08 July 1995)Cite this   
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Study 
Title/author 

Randomized controlled trial of efficacyof 
teaching patients with bipolar disorder to 
identify early symptoms of relapse and obtain 
treatment. 
Perry et al. 1999. 

Authors’ comments Authors 
judgement 

Selection bias   Low risk of 
bias 

-Randomization  
 generation 

Description of strategy used to generate 
random allocation 

Computerized randomization to treatment or control 
group 

No risk of Bias 

-Allocation 
concealment 

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

Computerized allocation No risk of bias 

Performance 
bias 

  Low risk of 
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 

Single blinded –raters are blinded (denied access to 
randomization and treatment until after the study) 
patients and therapist were not blinded 

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) 

Intervention group received treatment as usual and 
training to identify prodromes, and development of an 
action plan 
Mean number of experimental sessions were 9, mania 
requiring fewer sessions than depression. Max number 
of sessions were 12. 
Control group received treatment as usual 
Manual?? 

No 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 

Interrater reliability is controlled for among research 
assistants. Professional education of keyworker, 
psychiatrist appears equal across groups. 
Research psychologist is associated with the 
intervention. 

Low risk of 
bias 

Detection bias   Low risk of 
bias 

-outcome 
assessment 

Description of primary and secondary 
outcome for each group. 

Primary and secondary outcome are described across 
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.  

Intention to treat, except from one death in the 
intervention group 
Intervention group 34 and control 35 participants 
Confidence interval is described. 

Low risk of 
bias 

Reporting bias   Low risk of 
bias 

-selective outcome 
reporting 

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

The study report results matching aim and outcome. 
Table 2 has no reporting on admission at 6 and 12 
months. Table 3 need explanation regarding social 
function and employment. No p values described. 

Low risk of 
bias 

Other sources 
of bias 

Selection bias 
Fig. 1 ”48 continuously ill patients” 

Is there a reason they don’t participate? The lacking 
participation of this group of patients may result in 
skewed results 

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 

 


