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VERSION 1 - REVIEW 

REVIEWER Gavin Andrews 
UNSW, Australia 

REVIEW RETURNED 28-Feb-2015 

 

GENERAL COMMENTS A good development of the previous paper in PLoS one.  

 

REVIEWER Wouter van Ballegooijen 
VU University Amsterdam, Netherlands 

REVIEW RETURNED 08-Mar-2015 

 

GENERAL COMMENTS This protocol describes a rather ambitious study, because you want 
to include over 8000 people in an RCT. I assume you have 
considered the feasibility of such an endeavour very carefully. That 
said, if you manage to pull it off, this study will become highly 
influential and important in the field.  
 
I have two main comments about this study and a number of smaller 
things. First of all, there is no clearly defined hypothesis. A 
hypothesis is first introduced in the sample size calculation. Please 
add to the introduction what you expect beforehand, i.e. how many 
people will become depressed? How many do you expect in the 
control group and how many in the intervention group? Secondly, a 
self-report version of the CIDI is used as primary outcome measure. 
The problem is that the CIDI was designed as an interview, not as 
self-report measure. It is generally accepted to classify a mental 
disorder such as depression using a structured interview, such as 
the CIDI, administered face-to-face or by telephone. A web-based 
self-report version is not considered a gold standard. On the other 
hand, I understand that calling 8000 people by telephone and 
administering the CIDI would not be feasible and I agree you will 
have to use a web-based instrument. I just wonder whether the self-
report CIDI is the best instrument to take here. It is an issue in any 
case and I suggest you discuss this in the Introduction and 
Limitations sections.  
 
Below are some minor comments.  
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Introduction:  
 
“However, no previous RCT investigated a beneficial effect of an 
iCBT program on reducing the risk of depressive disorder, which 
was diagnosed according to standardized diagnostic criteria, such 
as the DSM-IV”  
See above. I'd state this more carefully.  
 
Method:  
One of the inclusion criteria is “men and women”. This looks strange 
as an inclusion criterion, unless you mean you want to include men 
and women only, i.e. no transgenders etc.  
 
“The clinical research coordinator (CRC) will send out invitations to 
20,000 employees, of whom 9,000 will give the informed consent, of 
whom 8,100 will be eligible. ”  
I assume that is what you estimate. What are these estimations 
based on?  
 
It's interesting that you include “Time preference” in this trial as 
outcome measure. I assume it has to do with short-term and long-
term thinking, but that is not explained.  
 
Participants are supposed to submit homework, but it is not 
explained whether they will receive feedback.  
 
Which period does the web-based CIDI cover? Does it measure the 
lifetime, 12-months or 6-months prevalence?  
 
Indirect costs will be measured with the HPQ. What is the HPQ and 
can you add a reference?  
 
Why is the randomisation stratified for the K6 score? I don't think it's 
wrong, but you have such a large sample size that stratification does 
not seem necessary.  
 
Analyses:  
“A survival analysis will be conducted to test for the effectiveness of 
the intervention on the time to the onset of MDE while controlling for 
censoring effects due to the differential length of the follow-up or the 
completion of the follow-up without the onset of MDE.”  
I don't understand this sentence.  
 
I suggest to add limitations, i.e. to which degree can this study 
answer the research question? I think that the use of the web-based 
CIDI as primary outcome measure is a limitation.  
 
In the Abstract it is stated that participants are recruited from 4 
companies. This is not mentioned in the Methods section. In the flow 
chart it is stated that all 20,000 participants are recruited from 1 
company. Can this be clarified? And is it already known which 
company/companies will be approached?  

 

REVIEWER Ricardo F. Muñoz 
Palo Alto University  
Palo Alto, California  
USA 

REVIEW RETURNED 18-Mar-2015 
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GENERAL COMMENTS This manuscript describes a protocol for a randomized controlled 
trial to prevent major depressive episodes (MDEs) among workers.  
The design of the study is appropriate to answer the question.  
The authors cover the major aspects of a depression prevention 
trial, including excluding participants who meet criteria for the 
condition to be prevented (in this case, major depressive episodes).  
They present a power analysis that takes into account the estimated 
incidence of the population they have targeted. See my comments 
for Page 20, below, for a way to focus on a subsample at higher risk.  
They use an instrument to screen for diagnostic level major 
depressive episodes, namely the web version of the WHO-CIDI 3.0.  
They use a well-researched set of interventions, including Beck’s 
cognitive therapy and Lewinsohn’s “Coping with Depression” 
program.  
They propose to conduct follow-ups at 3, 6, and 12 months. This 
means they will be able to provide one-year incidence figures for 
both of the randomized groups.  
In summary, this report fulfills the basic requirements for a 
prevention trial protocol.  
As is the case with any manuscript, there are elements that could be 
improved, especially in terms of providing more specifics. These 
include:  
• The intervention does not include the behavioral activation 
components of the “Coping with Depression” program. This is a key 
element of that program, and it is easier to administer online than 
some of the elements they list (such as cognitive restructuring and 
assertiveness).  
• It would be advisable to use the DSM V criteria for major 
depressive disorder, rather than the DSM-IV-TR.  
• Inclusion criteria include access to the Internet via a PC. More and 
more people are accessing the Internet on mobile devices. Providing 
this option would increase the number of participants.  
• Page 7, under “Procedure”, figures are given as though the data 
had already been collected. For example, on line 23, Page 7, it 
states that the clinical research coordinator (CRC) will send out 
invitations to 20,000 employees, “of whom 9,000 will give informed 
consent.” Since we don’t know how many will give informed consent, 
it would be good to rephrase this to something like: “9,000 are 
expected to provide consent.” The same applies to the next 
sentence ( “8,100 will be eligible”).  
• Page 7, line 29: They will be allowed to complete the six lessons 
within 10 weeks. Can they consult with the site after six weeks? I 
recommend they let people do so.  
• Page 7, line 44: What happens if they do not provide consent?  
• Page 7, line 50: The CRC could slow down randomization. I would 
advise automating randomization and let people know their condition 
ASAP.  
• Page 8, line 27: Does the word “comic” means “humorous” in this 
instance? Or, does it mean “illustrated” (as in cartoons). Please 
specify.  
• Page 9, lines 17-24: Change “skill” to “skills”.  
• Page 10, line 55: Describe the “five-part CB model.”  
• Page 11, Line 50: Describe “actual thought.”  
• Page 14, Line 6: Describe the “internal employee assistance 
program.”  
• Page 15, line 19: Specify whether the web version of the Japanese 
WHO-CIDI is self-administered and whether the diagnostic 
algorithms are automated.  
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• Pages 17 and 18: Provide the rationale for the Time Preference 
questionnaire.  
• Page 20, line 44: The incidence for the major depressive disorder 
in “a company” (is it the same company as where the study will take 
place?) is 2.8%. That is a relatively low incidence. Although having a 
large sample size can help detect differences in incidence, a 
reasonable alternative is to identify a subsample with a much larger 
incidence, such as 25%. This approach allows you to have a much 
smaller study sample, with greater power. It also allows you to focus 
on obtaining follow-up on a smaller and more important number of 
participants. For a discussion of the issue of power in depression 
prevention trials, see: Muñoz, R. F., Cuijpers, P., Smit, F., Barrera, 
A.Z., & Leykin, Y. (2010). Prevention of Major Depression. Annual 
Review of Clinical Psychology, 6, 181-212. For an example of a 
method to identify a subgroup with greater incidence, see: Le, H.N., 
Muñoz, R. F., Soto, J., Delucchi, K., & Ghosh Ippen, C. (2004). 
Identifying risk for onset of major depressive episodes in low-income 
Latinas during pregnancy and postpartum. Hispanic Journal of 
Behavioral Sciences, 26, 463-482.  
• Page 23, line 6: Specify how ITT analysis will be conducted.  
• Page 24, line 32: Specify what happens if participants do not 
agree. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Name Gavin Andrews  

Institution and Country UNSW, Australia  

Please state any competing interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below  

A good development of the previous paper in PLoS one.  

 

Response:  

Thank you for your very supportive comment.  

 

 

Reviewer Name Wouter van Ballegooijen  

Institution and Country VU University Amsterdam, Netherlands  

Please state any competing interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below  

Dear authors,  

 

This protocol describes a rather ambitious study, because you want to include over 8000 people in an 

RCT. I assume you have considered the feasibility of such an endeavour very carefully. That said, if 

you manage to pull it off, this study will become highly influential and important in the field.  

 

I have two main comments about this study and a number of smaller things. First of all, there is no 

clearly defined hypothesis. A hypothesis is first introduced in the sample size calculation. Please add 

to the introduction what you expect beforehand, i.e. how many people will become depressed? How 

many do you expect in the control group and how many in the intervention group?  

 

Response:  

Thank you for your very positive comment and useful advice. Now we added to the details of 

hypothesis in the Introduction (line 2 to 6 on page 7) as follows;  
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“A previous follow-up survey of employees in a company showed that the incidence of DSM-IV major 

depressive disorder was 2.8% during 12 months in Japan [25]. If we equally randomize about 8,000 

participants to intervention and control groups (4,000 in each group), the total number of incidence will 

be 146 (55 and 91 in the intervention and control groups, respectively), assuming that IR = 0.62 (see 

sample size calculation in method and analysis for details).”  

 

 

Secondly, a self-report version of the CIDI is used as primary outcome measure. The problem is that 

the CIDI was designed as an interview, not as self-report measure. It is generally accepted to classify 

a mental disorder such as depression using a structured interview, such as the CIDI, administered 

face-to-face or by telephone. A web-based self-report version is not considered a gold standard. On 

the other hand, I understand that calling 8000 people by telephone and administering the CIDI would 

not be feasible and I agree you will have to use a web-based instrument. I just wonder whether the 

self-report CIDI is the best instrument to take here. It is an issue in any case and I suggest you 

discuss this in the Introduction and Limitations sections.  

 

Response:  

Thank you for your supportive comment. As you pointed out, we agree that measuring MDE based on 

self-report by the web-based CIDI was a clear limitation. We added to the sentences in the 

Introduction (line 6 to 14 on page 7) and the Strengths and limitations (line 11 to 18 on page 29) as 

follows;  

“Since the number of participants will be large, it would not be possible to conduct face-to-face or 

even telephone interviews to ascertain the occurrence of MDE during the follow-up; it is a feasible 

strategy to use the web-based self-report version of a standard structured interview, such as WHO-

Composite International Diagnostic Interview (CIDI) 3.0 depression section [26 27], which has been 

shown to have a good concordant with the clinical diagnosis of MDE [28] and an acceptable one-year 

test-retest reproducibility [25]. While a self-report assessment of MDE is clearly a major limitation, only 

such an instrument is feasible for a large-scale trial to reduce the risk of MDE diagnosed strictly 

following DSM-IV/DSM-5 criteria, which cannot be made by a symptom checklist.”  

 

“One of the major weaknesses of this study is that MDE will be measured by self-report, which may 

be affected by the perception of the participants or by situational factors at work. The validity of the 

web-based CIDI depression section has been established partially but needs further clarification and 

refinement. The other limitation is that the participants will be recruited from one IT company in Japan. 

Most of them have their own PCs in their offices or homes. The participants may also be assumed to 

have experience with using a PC and studying in online programs. Therefore, generalization of the 

findings to populations that do not share the characteristics of the participants may be limited.”  

 

 

Below are some minor comments.  

Introduction:  

“However, no previous RCT investigated a beneficial effect of an iCBT program on reducing the risk 

of depressive disorder, which was diagnosed according to standardized diagnostic criteria, such as 

the DSM-IV”  

See above. I'd state this more carefully.  

 

Response:  

We revised these sentences in the Introduction (line 14 on page 6 to line 1 on page 7) as follows;  

“However, a search of the literature revealed only one previous RCT (conducted by the authors)[23], 

which investigated the effect of an iCBT program on reducing the risk of major depressive episode 

(MDE) diagnosed according to DSM-IV diagnostic criteria[24]. The control group was also provided 

with a treatment program during the follow-up.[23] Thus, evidence for the effect of an iCBT on 
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reducing risk of MDE is still very limited.”  

 

 

Method:  

One of the inclusion criteria is “men and women”. This looks strange as an inclusion criterion, unless 

you mean you want to include men and women only, i.e. no transgenders etc.  

 

Response:  

Thank you for your comment. We have removed this criterion.  

 

 

“The clinical research coordinator (CRC) will send out invitations to 20,000 employees, of whom 9,000 

will give the informed consent, of whom 8,100 will be eligible. ”  

I assume that is what you estimate. What are these estimations based on?  

 

Response:  

Thank you for your comment. We added to the sentences in the Method and analysis (line 18 on page 

9 to line 2 on page 10) and quoted a reference (Imamura et al, 2014) as follows;  

“Our previous RCT reported that 47.5% of employees who received invitation e-mails completed a 

baseline survey and 10% of them had to be excluded[22].”  

 

 

It's interesting that you include “Time preference” in this trial as outcome measure. I assume it has to 

do with short-term and long-term thinking, but that is not explained.  

 

Response:  

Thank you for your comment. Now, we added the more detail explanations in the Method and 

analysis (line 10 to 12 on page 20) as follows;  

“Time preference (time discounting) is one’s relative valuation for having a good currently compared 

with its valuation at a later date. Time preference may moderate the effect of an iCBT program.”  

 

 

Participants are supposed to submit homework, but it is not explained whether they will receive 

feedback.  

 

Response:  

Thank you for your comment. We added to the details about homework submission in the Method and 

analysis (line 18 on page 11 to line 1 on page 12) as follows;  

“Feedback will be sent to the participants within two days after their submission.”  

 

 

Which period does the web-based CIDI cover? Does it measure the lifetime, 12-months or 6-months 

prevalence?  

 

Response:  

Thank you for your comment. We are sorry that the description in our previous manuscript was not 

clear. Now we revised these sentences in the Method and analysis (line 6 to 8 on page 17) as follows;  

“The primary outcome measure is the onset of MDE during the twelve-month follow-up. To collect 

accurate information of the onset of MDE, assessments will be conducted at the six- and twelve-

month follow-ups.”  
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Indirect costs will be measured with the HPQ. What is the HPQ and can you add a reference?  

Response:  

Thank you for your comment. In the previous manuscript, we stated the details of HPQ in the 

Secondary outcomes. We added to the details about HPQ in the Method and analysis (line 11 to 14 

on page 19) and quoted references (Kessler et al, 2003; Kessler et al., 2002; Kessler et al, 2004) as 

follows;  

“Previous studies have documented significant associations (r = 0.61 to 0.87) of HPQ work hours 

assessments with payroll records[55] and job performance assessments with supervisor ratings (r = 

0.52)[56], as well as other administrative records (area under the curve, 0.58 to 0.72)[27].”  

 

 

Why is the randomisation stratified for the K6 score? I don't think it's wrong, but you have such a large 

sample size that stratification does not seem necessary.  

 

Response:  

Thank you for your comment. We aim to investigate whether the prevention effect will be different in 

the high/low psychological distress groups. We added to the details in the Method and analysis (line 3 

to 6 on page 24) as follows;  

“The intervention effect may vary according to the severity of psychological distress at baseline. In 

addition to the analysis of the whole sample (to examine the universal intervention effect), we will also 

analyze data by a priori defined subgroups (to examine the selective intervention effect).”  

 

Analyses:  

“A survival analysis will be conducted to test for the effectiveness of the intervention on the time to the 

onset of MDE while controlling for censoring effects due to the differential length of the follow-up or 

the completion of the follow-up without the onset of MDE.”  

I don't understand this sentence.  

 

Response:  

Thank you for your comment. Now we revised these sentences in the Method and analysis (line 13 to 

16 on page 24) as follows;  

“A survival analysis will be conducted to test for the effectiveness of the intervention by comparing the 

survival time not having MDE between the intervention and control groups. The survival time of each 

participant was calculated as months from baseline to the onset of MDE or the termination of the 

observation.”  

 

 

I suggest to add limitations, i.e. to which degree can this study answer the research question? I think 

that the use of the web-based CIDI as primary outcome measure is a limitation.  

 

Response:  

Thank you for your comment. We added to the sentence in the Strengths and limitations (line 11 to 14 

on page 29) as follows;  

“One of the major weaknesses of this study is that MDE will be measured by self-report, which may 

be affected by the perception of the participants or by situational factors at work. The validity of the 

web-based CIDI depression section has been established partially but needs further clarification and 

refinement.”  

 

In the Abstract it is stated that participants are recruited from 4 companies. This is not mentioned in 

the Methods section. In the flow chart it is stated that all 20,000 participants are recruited from 1 

company. Can this be clarified? And is it already known which company/companies will be 

approached?  
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Response:  

Thank you for your comment. We are sorry that the description in our previous manuscript was 

inconsistent. Now we revised these sentences in the Abstract (line 4 and 6 on page 3) and in the 

Method and analysis (line 7 on page 10).  

 

 

Reviewer Name Ricardo F. Muñoz, Ph.D.  

Institution and Country Palo Alto University  

Palo Alto, California  

USA  

Please state any competing interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below  

This manuscript describes a protocol for a randomized controlled trial to prevent major depressive 

episodes (MDEs) among workers.  

The design of the study is appropriate to answer the question.  

The authors cover the major aspects of a depression prevention trial, including excluding participants 

who meet criteria for the condition to be prevented (in this case, major depressive episodes).  

They present a power analysis that takes into account the estimated incidence of the population they 

have targeted. See my comments for Page 20, below, for a way to focus on a subsample at higher 

risk.  

They use an instrument to screen for diagnostic level major depressive episodes, namely the web 

version of the WHO-CIDI 3.0.  

They use a well-researched set of interventions, including Beck’s cognitive therapy and Lewinsohn’s 

“Coping with Depression” program.  

They propose to conduct follow-ups at 3, 6, and 12 months. This means they will be able to provide 

one-year incidence figures for both of the randomized groups.  

In summary, this report fulfills the basic requirements for a prevention trial protocol.  

As is the case with any manuscript, there are elements that could be improved, especially in terms of 

providing more specifics. These include:  

 

• The intervention does not include the behavioral activation components of the “Coping with 

Depression” program. This is a key element of that program, and it is easier to administer online than 

some of the elements they list (such as cognitive restructuring and assertiveness).  

 

Response:  

Thank you for your very positive comment and useful advice. As you pointed out, behavioral 

activation is important component of the CwD. However, we aim to investigate the prevention effect to 

compare the present RCT with the previous RCT using the same iCBT program. We added to the 

sentence in the Method and analysis (line 14 to 16 on page 11) as follows;  

“The behavioral activation technique, a main component of the CwD, is not included in the present 

RCT in order to be consistent with the previous RCT[22-23].”  

 

 

• It would be advisable to use the DSM V criteria for major depressive disorder, rather than the DSM-

IV-TR.  

 

Response:  

Thank you for your great advice. The web version of the Japanese WHO-CIDI 3.0 can diagnose MDE 

according to DSM-5 criteria. We added to the sentence in the Method and analysis (line 6 to 8 on 

page 18) as follows;  
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“While the WHO CIDI3.0 was originally designed to produce a diagnosis according to DSM-IV-TR 

criteria, the instrument can also produce a diagnosis of MDE based on DSM-5 criteria[50].”  

 

 

• Inclusion criteria include access to the Internet via a PC. More and more people are accessing the 

Internet on mobile devices. Providing this option would increase the number of participants.  

 

Response:  

Thank you for your comment and we agree that. However, the server software used in this study 

allows access only from a PC. We added to the sentence in the Method and analysis (line 7 to 8 on 

page 9) as follows;  

“Can access the Internet via a PC at home or at his/her workplace, since the server software used in 

this study allows access only from a PC, but not from mobile devices such as smartphones.”  

 

 

• Page 7, under “Procedure”, figures are given as though the data had already been collected. For 

example, on line 23, Page 7, it states that the clinical research coordinator (CRC) will send out 

invitations to 20,000 employees, “of whom 9,000 will give informed consent.” Since we don’t know 

how many will give informed consent, it would be good to rephrase this to something like: “9,000 are 

expected to provide consent.” The same applies to the next sentence ( “8,100 will be eligible”).  

 

Response:  

Thank you for your comment. We revised these sentences in the Method and analysis (line 3 to 4 on 

page 10).  

 

 

• Page 7, line 29: They will be allowed to complete the six lessons within 10 weeks. Can they consult 

with the site after six weeks? I recommend they let people do so.  

 

Response:  

Thank you for your comment. As you pointed out, participant can consult with the trained staff (e.g., 

clinical psychologists) to facilitate their understanding within 10 weeks. We revised the sentence in 

the Method and analysis (line 3 on page 16).  

 

 

• Page 7, line 44: What happens if they do not provide consent?  

 

Response:  

Thank you for your comment. If a candidate clicks a “disagree” button, the website page will close. 

We added to this sentence in the Method and analysis (line 10 on page 10).  

 

 

• Page 7, line 50: The CRC could slow down randomization. I would advise automating randomization 

and let people know their condition ASAP.  

 

Response:  

Thank you for your advice. However, a computer system for automating the randomization of 

candidates on a first-come, first-served basis is not available for our environment. We added to this 

sentence in the Method and analysis (line 13 to 14 on page 10).  

 

 

• Page 8, line 27: Does the word “comic” means “humorous” in this instance? Or, does it mean 
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“illustrated” (as in cartoons). Please specify.  

 

Response:  

Thank you for your comment. This mans “illustrated”, so-called Manga (Japanese cartoons). We 

revised the sentence in the Method and analysis (line 3 to 5 on page 11).  

 

 

• Page 9, lines 17-24: Change “skill” to “skills”.  

 

Response:  

Thank you for your comment. We revised the sentence in the Method and analysis (line 2 to 4 on 

page 12).  

 

 

• Page 10, line 55: Describe the “five-part CB model.”  

 

Response:  

Thank you for your comment. We are sorry that the description in our previous manuscript was not 

clear. “Five-part CB model” means “five-part model”, and “five-part” refers to five areas: situation, 

thoughts, emotions, behavior, and physical feelings. We stated these sentences in the Method and 

analysis (line 7 to 9 on page 13).  

 

 

• Page 11, Line 50: Describe “actual thought.”  

 

Response:  

Thank you for your comment. We revised the sentence in the Method and analysis (line 1 on page 

14).  

 

 

• Page 14, Line 6: Describe the “internal employee assistance program.”  

 

Response:  

Thank you for your comment. Now we added to the details of TAU in the Method and analysis as 

follows;  

“such as consulting with a physician or a psychologist and group, or online education/training 

programs for promoting mental health, as a treatment as usual (TAU). These programs contained few 

descriptions of CBT knowledge and skills.”  

 

 

• Page 15, line 19: Specify whether the web version of the Japanese WHO-CIDI is self-administered 

and whether the diagnostic algorithms are automated.  

 

Response:  

Thank you for your comment. Now we added to the details of web version of the Japanese WHO-CIDI 

3.0 in the Method and analysis as follows;  

“The web version asks respondents the same set of questions and uses the skip logics of the 

depression section, and a diagnosis of MDE is automatically produced by a computer program using 

an algorithm specific to WHO-CIDI 3.0.”  

 

 

• Pages 17 and 18: Provide the rationale for the Time Preference questionnaire.  
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Response:  

Thank you for your comment. We quoted a reference as follows;  

van der Pol M, Cairns J. Methods for eliciting time preferences over future health events. Advances in 

health economics 2003:41-58  

 

 

• Page 20, line 44: The incidence for the major depressive disorder in “a company” (is it the same 

company as where the study will take place?) is 2.8%. That is a relatively low incidence. Although 

having a large sample size can help detect differences in incidence, a reasonable alternative is to 

identify a subsample with a much larger incidence, such as 25%. This approach allows you to have a 

much smaller study sample, with greater power. It also allows you to focus on obtaining follow-up on a 

smaller and more important number of participants. For a discussion of the issue of power in 

depression prevention trials, see: Muñoz, R. F., Cuijpers, P., Smit, F., Barrera, A.Z., & Leykin, Y. 

(2010). Prevention of Major Depression. Annual Review of Clinical Psychology, 6, 181-212. For an 

example of a method to identify a subgroup with greater incidence, see: Le, H.N., Muñoz, R. F., Soto, 

J., Delucchi, K., & Ghosh Ippen, C. (2004). Identifying risk for onset of major depressive episodes in 

low-income Latinas during pregnancy and postpartum. Hispanic Journal of Behavioral Sciences, 26, 

463-482.  

 

Response:  

Thank you for your comment.  

Thank you for your comment. By stratifying participants according to the K6, we will conduct subgroup 

analyses targeting the high risk group. We added to the details in the Method and analysis (line 13 to 

16 on page 23) as follows;  

“On the other hand, a previous systematic review has shown that the incidence of major depressive 

disorder was greater in subjects with subthreshold depressive symptoms than in subjects without 

subthreshold depressive symptoms[63]. By stratifying participants according to the K6, we will 

conduct subgroup analyses targeting the high risk group.”  

 

 

• Page 23, line 6: Specify how ITT analysis will be conducted.  

 

Response:  

Thank you for your comment. We added to the sentence in the Method and analysis (line 17 to 18 on 

page 25).  

 

 

• Page 24, line 32: Specify what happens if participants do not agree.  

 

Response:  

Thank you for your comment. We added to the sentence in the Ethics and dissemination (line 7 to 10 

on page 28) as follows;  

“Candidates will be fully informed that their participation is totally voluntary, that even after voluntarily 

participating they can withdraw from the study without stating the reason, and that neither 

participation nor withdrawal will cause any advantage or disadvantage to them.” 
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