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VERSION 1 - REVIEW 

REVIEWER Sine Skovbjerg 
The Research Centre for Prevention and Health, Capital Region, 
Copenhagen, Denmark. 

REVIEW RETURNED 27-Jan-2016 

 

GENERAL COMMENTS This manuscript describes the study protocol for an onoing 
randomized trial on the effect of two psychosocial interventions for 
indoor-air related symptoms. It is a highly relevant and much needed 
study in this field.  
 
Some points for reflection could be mentioned in relation to the 
presentation of the protocol:  
 
Abstract: The introductory section of the abstract could be more 
clearly presented by emphasizing the focus on indoor-air related 
symptoms from the start and how this phenomenon is characterized, 
e.g. Indoor-air related conditions are characterized by non-specific 
symptoms from multiple organ systems that are not fully explained 
by conventional disease or the immunological-toxicological effects of 
environmental factors. Indoor-air related conditons share similarities 
with other conditions characterized by medically unexplained 
symptoms (MUS). It could also be stated in the methods and 
analyses section of the abstract that this is an ongoing trial.  
 
Strengths and limitations do not really highlight the strengths and 
limitatons of the study - apart from perhaps the last bullet point. 
Some suggestions on the strengths could be the need for evidence 
based treatments, the manualised interventions, the multicenter 
involvement, whereas a limitaton could be the difficulties with 
sufficient recruitment.  
 
Methods:  
In the section on individual cognitive-behavioural therapy on page 8, 
it is stated that "participants attended training sessions before the 
treatment..." By participants do you then mean the three 
psychologists?  
 
In the section on sample size, you state that you define a clinically 
significant difference as "SD = 0.03 in the 15D between the arms". 
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What do "SD" refer to in this context and how was a clinically 
significant difference determined?  
 
The number of outcome measures is quite comprehensive, but at 
least a bríef description of especially the primary outcome would be 
helpful for the reader.  
 
The randomization procedure needs to be described in detail.  
 
Statistics:  
Description of the statistical procedures is rather brief and could be 
elaborated much more. One example it that it is stated in the 
discussion that post hoc analyses will be carried out, but this is not 
described in the statistics section. Another question is how drop-out 
and missing data will be handled? A final point is that blinding to 
treatment arm should optimally be secured when analysing the data 
to prevent biasing the results, and the procedure described in this 
section. 

 

REVIEWER Muge Akpinar-Elci 
Center for Global Health  
Old Dominion University  
Norfolk VA USA 

REVIEW RETURNED 27-Jan-2016 

 

GENERAL COMMENTS The paper is very interesting and well written. They created a strong 
methodology for their research hypothesis. I do think that this paper 
brings significant contribution to the scientific community.  
I have a couple of comments and suggestions for the consideration 
of the authors  
1. This is a very comprehensive study. They have many different 
variables and outcomes measures. More detailed information about 
their statistical methodology and how they will measure the 
effectiveness of the interventions would be helpful for readers.  
2. Authors should clearly define their confounding factors and 
explain how they will control them.  
3. They might consider using ANCOVA in their data analysis 
strategy. ANCOVA can increase their statistical power.  
4. Do authors want to use any workplace exposure data in their 
analyses?  
5. The trained psychologists who will deliver the intervention and 
therapy, do they have similar background, experience and 
education? 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

Reviewer Name: Sine Skovbjerg  

Institution and Country: The Research Centre for Prevention and Health, Capital Region, 

Copenhagen, Denmark.  

Competing Interests: None declared  

 

This manuscript describes the study protocol for an ongoing randomized trial on the effect of two 

psychosocial interventions for indoor-air related symptoms. It is a highly relevant and much needed 

study in this field.  
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Some points for reflection could be mentioned in relation to the presentation of the protocol:  

 

Comment 1: Abstract: The introductory section of the abstract could be more clearly presented by 

emphasizing the focus on indoor-air related symptoms from the start and how this phenomenon is 

characterized, e.g. Indoor-air related conditions are characterized by non-specific symptoms from 

multiple organ systems that are not fully explained by conventional disease or the immunological-

toxicological effects of environmental factors. Indoor-air related conditions share similarities with other 

conditions characterized by medically unexplained symptoms (MUS). It could also be stated in the 

methods and analyses section of the abstract that this is an ongoing trial.  

Answer 1: We have modulated the order and contents of the abstract in accordance with these 

suggestions.  

(Abstract section, Introduction): “Indoor air-related conditions share similarities with other conditions 

that are characterized by medically unexplained symptoms (MUS), a combination of non-specific 

symptoms that cannot be fully explained by structural bodily pathology. In cases of indoor air-related 

conditions, these symptoms are not fully explained by medical reasons or the immunological-

toxicological effects of environmental factors.”  

(Abstract section, Methods and analyses, 1st-2nd sentence) “The aim of this ongoing randomized 

controlled trial is to recruit 60 participants in collaboration with five occupational health service units. 

The main inclusion criterion is the presence of indoor air-related recurrent symptoms, from ≥2 organ 

systems, which have no pathophysiological explanation.”  

 

Comment 2: Strengths and limitations do not really highlight the strengths and limitations of the study 

- apart from perhaps the last bullet point. Some suggestions on the strengths could be the need for 

evidence based treatments, the manualized interventions, the multicentre involvement, whereas a 

limitation could be the difficulties with sufficient recruitment.  

Answer 2: This has been changed, please see answer 1 to Editorial Requests.  

 

Comment 3: Methods: In the section on individual cognitive-behavioural therapy on page 8, it is stated 

that "participants attended training sessions before the treatment..." By participants do you then mean 

the three psychologists?  

Answer 3: Yes, this has now been clarified by changing the word “participants” to “psychotherapists” 

(p. 8 2nd paragraph 7th sentence).  

 

Comment 4: Methods: In the section on sample size, you state that you define a clinically significant 

difference as "SD = 0.03 in the 15D between the arms". What do "SD" refer to in this context and how 

was a clinically significant difference determined?  

Answer 4: We have revised the description of sample size concerning the determination of clinical 

significance. The following has been added (Sample size section, p. 11, 1st paragraph): “Sample size 

was calculated in order to detect a clinically significant difference between the treatment arms in 

primary outcome measure 15D, the single index score ranging from 0 (death) to 1 (no health-related 

problems). As a measure of clinical significance, we used a standard deviation (SD) of 0.03, based on 

a nationally representative standardization of 15D scale.(Sintonen, 2013)”  

 

Comment 5: Methods: The number of outcome measures is quite comprehensive, but at least a bríef 

description of especially the primary outcome would be helpful for the reader.  

Answer 5: The description of the outcome measures section has been revised and modified 

(Outcomes measures section, p. 9-10, 1st paragraph) as follows: “The study is designed to evaluate 

the effectiveness of different psychosocial interventions for the health-related quality of life, measured 

using the 15D scale as the primary outcome.[45, 46] The 15D is a generic, 15-dimensional, 

standardized measure, composed of physical, mental and social well-being. The dimensions include 

mobility, vision, hearing, breathing, sleeping, eating, speech, elimination, usual activities, mental 

function, discomfort and symptoms, depression, distress, vitality, and sexual activity. Each dimension 
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has five grades of severity (1=the highest/best level; 5=the lowest/worst level). In this study, the 15D 

is used as a single sum score measure with values from 1 (full health) to 0 (dead) as a primary 

outcome, but a profile can also be presented as descriptive data. In addition, we also measure 

secondary outcomes such as work ability and job strain, cognitive and emotional functioning, and 

psychiatric symptoms (table 4). Background information, for example, medical history and work ability, 

is collected. The description and chronology of the assessments is shown in table 4.”  

 

Comment 6: Methods: The randomization procedure needs to be described in detail.  

Answer 6: We thank the reviewer for this important comment. We have added the following sections:  

(p. 7, 3rd paragraph, 1st sentence): “Randomization is pre-programmed before the participants are 

recruited to produce an equal number of participants in each study group in order to allocate 

participants from the same OHS and workplaces into different interventions in equal numbers.”  

(p. 7, 3rd paragraph, 3rd sentence): “The first author will contact participants by telephone and email 

to inform them of the allocation after the randomization.”  

 

Comment 7: Methods: Statistics: Description of the statistical procedures is rather brief and could be 

elaborated much more. One example it that it is stated in the discussion that post hoc analyses will be 

carried out, but this is not described in the statistics section. Another question is how drop-out and 

missing data will be handled? A final point is that blinding to treatment arm should optimally be 

secured when analysing the data to prevent biasing the results, and the procedure described in this 

section.  

Answer 7: The Plan of statistical methods section has been revised and modified accordingly 

(Outcome measures section, p. 11, 2nd paragraph, 1st, 3rd and 6th-10th sentence): “Before the 

analyses, the group allocation (TAU, psychoeducation or CBT) will be concealed at FIOH by a 

researcher who is not involved in the trial. Summary statistics (frequencies, means and SD) of 

baseline and follow-up data will be analysed and reported. The level of significance will be set at P< 

0.05. Categorical outcomes will be analysed using the χ2 test or Fisher’s exact test. When 

appropriate, we will use the T-test and the Mann-Whitney U test to compare the baseline and follow-

up outcomes of the groups. Analysis of variance or covariance will be used for multiple comparisons 

of the groups and for examining changes in the groups. Item level missing values are not expected 

because of the computerized forced protocol for the questionnaire. We will use both analysis of study 

completers and an intent-to-treat-analysis, meaning that each missing value is replaced by the last 

observed value of that questionnaire to handle drop-out data. Post hoc analysis will be used to 

evaluate the individual factors related to the effectiveness of the interventions, and additional per-

protocol analysis will also be conducted. Statistical analyses will be conducted using the latest version 

of IBM-SPSS for Windows (SPSS Illinois, Chicago, Illinois, USA) software.”  

 

Reviewer 2  

Reviewer Name: Muge Akpinar-Elci  

Institution and Country: Center for Global Health, Old Dominion University, Norfolk VA USA 

Competing Interests: None declared  

 

The paper is very interesting and well written. They created a strong methodology for their research 

hypothesis. I do think that this paper brings significant contribution to the scientific community.  

I have a couple of comments and suggestions for the consideration of the authors.  

 

Comment 1: This is a very comprehensive study. They have many different variables and outcomes 

measures. More detailed information about their statistical methodology and how they will measure 

the effectiveness of the interventions would be helpful for readers.  

Answer 1: The measurement of the effectiveness of the interventions is described in the Sample size 

section by the primary outcome measure (p. 11, 1th paragraph, 1th-2nd sentence). Please see 

Answer 4 to Reviewer 1.  
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Comment 2: Authors should clearly define their confounding factors and explain how they will control 

them.  

Answer 2: Our aim is to recruit study participants with well-defined inclusion and exclusion criteria that 

require the presence of unspecific, indoor-related respiratory and other symptoms, which continue 

despite measures at the workplace to solve the indoor air problems. Further, the onset of the 

symptoms with disability needs to be a maximum of three years before the study, and we excluded 

participants with over six months of sick leave because of the symptoms during the preceding two 

years, or with untreated medical diseases that could contribute to the symptomatology (for full list of 

Inclusion and Exclusion Criteria, see p 6, table 1). With these specific criteria, we aim to diminish the 

heterogeneity among the study participants, and to avoid evident confounding factors, such as an 

untreated psychiatric or somatic disorder, which may contribute to the symptomatology at baseline or 

after the different intervention protocols. With the randomization protocol extending from individuals to 

the OHS and workplaces from which the participants are recruited, our aim is to control, at the levels 

of both individuals and social groups, for potential confounding factors such as compliance to 

psychosocial treatments or beliefs of treatment effectiveness. The following have been modified and 

added:  

(Methods section, p. 5, 3rd sentence) “For symptom definition we use IEI criteria (table 1), according 

to which the obvious medical diseases and exposure-related factors that could explain the symptoms 

and affect the outcome of the intervention, are excluded from OHS before enrolment (table 1. 

Exclusion criteria).  

(Discussion section, p. 12, 4th paragraph, 7th sentence) “The participants are chosen with well-

defined inclusion and exclusion criteria, in order to diminish the heterogeneity among the study 

participants, and to avoid evident confounding factors that may affect the trial.”  

 

Comment 3: They might consider using ANCOVA in their data analysis strategy. ANCOVA can 

increase their statistical power.  

Answer 3: Please see the answer to the comment 7. of Reviewer 1.  

 

Comment 4: Do authors want to use any workplace exposure data in their analyses?  

Answer 4: The main criterion for inclusion is non-specific symptomatology from multiple organ 

systems which is not explained, or not fully explained, by medical reason or the immunological-

toxicological effects of environmental factors. This is assessed by the recruiting OHS.  

 

Comment 5: The trained psychologists who will deliver the intervention and therapy, do they have 

similar background, experience and education?  

Answer 5: This has been clarified in the description of the experience and education accordingly 

(Individual Cognitive-Behavioural Therapy (CBT), p. 8, 2nd paragraph): “The psychologists had 

clinical experience of 6 to 13 years, during which they had undergone four years of psychotherapy 

education (cognitive, cognitive-behavioural and integrative psychotherapy), and have worked as 

psychotherapists for 0.5 to 7 years before the study.” 

VERSION 2 – REVIEW 

REVIEWER Muge Akpinar-Elci 
Center for Global Health, Old Dominion University, VA, USA 

REVIEW RETURNED 10-Apr-2016 

 

GENERAL COMMENTS The authors had included a more detailed explanation into the 
revised manuscript according to the editor and reviewers’ 
comments. I believe that this revised version is acceptable. 
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a randomised control trial protocol. BMJ Open 2016;6:e011003. doi:10.1136/bmjop-
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Some Competing interests were missed out of the original publication. The full 
Competing interests sections should read:

Competing interests All authors have completed the ICMJE uniform disclosure at 
www. icmje. org/ coi_ disclosure. pdf and declare: Financial support for the submitted 
work from The Finnish Work Environment Fund (ref 113076) and the Social Insurance 
Institution of Finland (KELA) (ref 23/26/2014); KK works as a medical expert in the 
Varma Mutual Pension Insurance Company (part-time work), KK worked as a medical 
expert in an Employment Pension Appeal Court (TELK), 1.2.2010-31.12.2014 (part-
time consultancy) (in accordance with the Act on the Employment Pension Appeal 
Court); AV works as a medical expert in The Social Insurance Institute of Finland 
(KELA), Southern Insurance District (part-time work) and in The OP Insurance Ltd 
(part-time work), AK is also a a substitute member of the medical expert group, Unem-
ployment Security Appeal Board (TTLK) (in accordance with the unemployment 
security commission Act); MS works as a part-time medical advisor for The Finnish 
Patient Insurance Centre, which handles all personal injuries that occur in connec-
tion with healthcare activities (in accordance with the Patient Injuries Act). No other 
activities that could appear to have influenced the submitted work. None of these insti-
tutions profits financially or non-financially from studying and publishing the methods 
and results of this intervention study. Neither the authors’ institutions nor the funders 
have any authority over trial activities or preparing of the manuscript.
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