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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   
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VERSION 1 - REVIEW 

REVIEWER Kebede Deribe 
Brighton and Sussex Medical School, United Kingdom 

REVIEW RETURNED 26-Jan-2015 

 

GENERAL COMMENTS • The protocol describes important topic the relationship between 
depression and TB among people newly diagnosed and accessing 
care. The subject is timely and will have implication on policy and 
practice. I have indicated some important points to improve the 
quality of the protocol.  
• One of the objective of the study is “To determine the prevalence 
of depression in people with TB at the time of anti-TB treatment 
initiation”. The study design indicated in the current study is a 
prospective cohort design and the participants will be recruited 
based on their depression status 469 without depression and 234 
with depression. Unless a baseline cross-section study before the 
recruitment of the patients is conducted, it is not possible to 
determine the prevalence of depression using the current study 
design. One additional concern is how the depressed and not 
depressed individuals will be identified. Possibly conducting a cross-
sectional study to determine the prevalence of depression and 
among those with depression and without select the sample of 703 
patients.  
• The second objective “To assess whether socio-demographic 
characteristics of the patient, severity of physical symptoms of TB, 
perceived social support, disability, and substance use (alcohol, 
khat, tobacco) are independently associated with baseline 
depression” can be rephrased “ to assess factors associated with 
baseline depression”. One important question here is whey not 
identifying predictors of incident cases of depression. Identifying 
predictors of depression prospectively among tuberculosis patients 
will have tremendous importance in clinical practice.  
• The clinical practice of treating depression at primary level should 
be clearly described. Do patient with depression receive medical 
care in the study settings? If yes how do you control for the effect of 
the treatment of depression towards improvement in quality of life 
and treatment outcomes?  
• Figure 1 assumes that 703 patients are already identified (some 
469 without and 234 with depression). I think there should be some 
screening mechanism to identify this number of tuberculosis patient 
with depression and without depression. How many patients will be 
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screened? How do you screen them and who will screen them etc 
should be indicted here in addition to the cross-sectional study to 
determine the prevalence.  
• Figure 1” Incidence at 2 m = B/473; Incidence at 6 m= (B+F)/473 
Recovery at 2m=c/237; recovery at 6m= (I+K)/237” the numbers 
should be corrected to reflect 469 and 234? Currently it reads 473 
and 237?  
• A conceptual framework on how each of the indicated predictors 
and outcomes relate one another would be an important addition to 
the work.  
INCLUSION CRITERIA  
• One of the inclusion criteria is “Patients attending the selected 
health centres who have started their anti-TB treatment within the 
last one month” I think this is a critical limitation of the study. If 
individuals with TB have already stated their treatment one cannot 
measure the prevalence of depression at the time of anti-TB 
treatment initiation (objective 1). The first month after diagnosis and 
starting treatment is very critical and may lead patient to depression, 
because of several reasons including stigma (intensive phase of 
treatment) and dilemma of disclosure of diagnosis to others etc. 
Therefore if patients develop depression in this critical period of time 
and included in the study they are likely to be included among 
patients with depression at the baseline, although in actual terms 
they developed the disease after starting the treatment. This will 
underestimate the incidence of depression among tuberculosis 
patients on treatment.  
RECRUITMENT & DATA COLLECTION  
• “The health professional (usually BSc nurses and health officers) 
running the TB Clinic at each site will identify the study participants 
that meet the inclusion criteria consecutively until a total of 703 
participants is reached” This statement assumes that patients are 
recruited to the study based on the inclusion criteria. But one critical 
thing is missed here patient will included based on their depression 
status (exposure). This should be clarified.  
• Although the PHQ-9 has been validated and used in Ethiopia. The 
categories mild, moderate, moderately severe and severe 
depression were not validated in Ethiopia.  
• Why measuring the Quality of life (QOL) using single-item in the 
presence of well validated tools such as WHO BREEF?  
• Finally I would recommend including the map of the study sites, to 
better visualize the study sites.   

 

REVIEWER Annika C Sweetland 
Columbia College of Physicians and Surgeons  
Department of Psychiatry  
New York, NY USA 

REVIEW RETURNED 23-Feb-2015 

 

GENERAL COMMENTS The enclosed protocol describes an excellent study that is 
innovative, relevant, and will make a substantial contribution to the 
field. This perspective cohort study will explore key unanswered 
questions with regards to the relationship between depression and 
TB including prevalence and determinants, the impact on pathways 
to care, incidence during treatment, impact of anti-TB treatment on 
depression prognosis, and the influence of depression on TB 
outcomes. It will be carried out in one of the highest TB burdened 
countries (ranked 7th) with high depression prevalence (9.1%) 
based on a recent nationally representative sample, and therefore is 
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of high significance. The most significant revision that is required is a 
more adequate description of the depression diagnosis and 
treatment protocols and existing mental health resources.  
 
The manuscript could be improved with some minor revisions to 
include additional detail and points for clarification.  
ABSTRACT  
Introduction, 2nd sentence: Though limited, there is evidence that 
depression is associated with all adverse TB outcomes including 
morbidity, mortality, drug-resistance, and community transmission 
[see Sweetland et al 2014, World Psychiatry, 13-3, p. 325-326 and 
Pachi et al 2013, Tuberculosis Research and Treatment, 2013:1-37.] 
In fact, this evidence provides even further support of the 
significance of the proposed study.  
[same comment applies to page 4, final sentence in the first 
paragraph]  
INTRODUCTION  
The authors provide a comprehensive rationale for the study, and 
describe the possible mechanisms underlying the association 
between TB and depression. However, they do not mention 
psychiatric side effects associated with anti-TB medicines other than 
Isoniazid, particularly Cycloserine, though this could be because the 
sample does not include patients with MDR-TB [see Hwang et al 
2013, IJTLD, 17(10):1257-66.] There is also evidence of interactions 
between anti-TB drugs and other psychotropic medications including 
anti-psychotics (see ref 27) but, again, the authors may not have 
included this because the study is focused only on depression. 
Finally, it is interesting to note that Isoniazid was originally 
developed as an anti-depressant, and this may be an important 
consideration.  
AIMS, OBJECTIVES & HYPOTHESES  
All are clearly described.  
METHODS & ANALYSIS  
Study setting: The authors describe a previous study in Ethiopia 
where treatment default, death, and success rates were 2.5%, 2.0% 
and 82.3%. It’s not clear what the outcome was for the remaining 
13.2% - if it is due to treatment failure, it suggests a high rate of 
MDR-TB and it is not clear why the study excludes this population 
(only new cases, no re-treatment cases are included in the sample). 
This seems to be a missed opportunity to explore how depression 
may be fueling the MDR-TB epidemic [again, see Sweetland et al 
2014 cited above]. The authors should include a brief explanation of 
the rationale behind excluding re-treatment cases and cases of 
MDR-TB.  
RECRUITMENT & DATA COLLECTION  
Will patients be provided with any incentives for their participation in 
the study?  
Table 1, No 2: there is an asterisk in the second column that is not 
explained  
Table 1, No 11 & 13: It is not clear why patients perceptions of TB 
and TB-related stigma are not asked at baseline as they are likely to 
change over the course of treatment, and the authors describe these 
factors as potential predictors.  
MEASUREMENT  
Page 11, Independent variables, second sentence: missing comma 
between “pain” and “perceived support”  
Page 12: authors don’t include the number of items for the ASSIST 
scale  
Page 12: the presence of comorbid medical disorders will 
determined by a single question “do you have any other diagnosed 
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health problems?”, which is a relatively weak self-report indicator. 
This should be included as one of the limitations of the study.  
Page 13: more detail should be provided to describe the “mixed-
methods translation and consensus generation approach” used to 
adapt the TB-related stigma scale, as few readers are likely to be 
familiar with this methodology (one sentence would suffice).  
Page 13: The diagnosis and treatment of MDD is not adequately 
described. The authors state that “for patients with diagnosed 
depression, the appropriateness of their treatments (for the 
depression) will be coded as appropriate…or inappropriate….” First, 
since the PHQ-9 is only a screening instrument, it is not clear how 
the depression diagnosis will be confirmed. Second, the protocol for 
depressed patients is not specified. On page 15, ethical 
considerations, final sentence, the authors state that “patients 
identified as having PHQ-9 scores ten or above or endorsing the 
suicide item of the PHQ-9 will be referred to nurses trained in mental 
health interventions.” It is not clear if these nurses will be trained as 
part of the study, or are part of the existing health system, which is 
also not described. More details are needed for depression 
diagnosis and treatment protocols, as well as a description of 
existing mental health resources.  
Page 14, fifth line, missing word. I believe it should read “substance 
USE”, not just “substance”.  
Page 15: limitations. The additional limitations described above 
should be included, such as the exclusion of patients with MDR-TB, 
that the PHQ-9 is a screening tool and therefore not diagnostic, and 
the weak measure for comorbid medical illnesses. 

 

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Name    Kebede Deribe 

Institution and Country    Brighton and Sussex Medical School, United Kingdom 

Please state any competing interests or state ‘None declared’:    I have co-authored an 

article with one of the authors (CH) of the current manuscript. I don't think this will affects 

my objective evaluation of the manuscript. 

 

Please leave your comments for the authors below. 

•    The protocol describes important topic the relationship between depression and TB among 

people newly diagnosed and accessing care. The subject is timely and will have implication on 

policy and practice. I have indicated some important points to improve the quality of the protocol.  

 

1.  One of the objectives of the study is “To determine the prevalence of depression in people with 

TB at the time of anti-TB treatment initiation”. The study design indicated in the current study is a 

prospective cohort design and the participants will be recruited based on their depression status 

469 without depression and 234 with depression. Unless a baseline cross-section study before 

the recruitment of the patients is conducted, it is not possible to determine the prevalence of 

depression using the current study design.   
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Response: We plan to recruit 703 new TB patients and then categorize in to exposed (with 

depression) and unexposed (without depression) based on their PHQ-9 scores. At this point we 

will determine the prevalence of depression. In our sample size calculation, we anticipated that at 

least one-third of TB patients will have depression at the time of initiation of TB treatment. This 

anticipation was based on unpublished research carried out in northern Ethiopia where TB 

patients who scored seven and above on SRQ-20 and eight and above on the depression 

component of HADS were considered to be cases of depression (both scales were administered 

simultaneously). Prevalence of depression in that study was 31 percent, based on those who 

screened positive on both scales, a conservative estimate. This means, if we recruit 703 TB 

patients consecutively, we expect approximately one-third of them (i.e 234) to have depression. 

Based on our sample size calculations, this number is sufficient to enable us to answer our 

research questions. However, the exact prevalence in our sample/population is unknown and it is 

one of our objectives to determine it at baseline. This has been described under the sections 

"SAMPLE SIZE DETERMINATION" and "RECRUITMENT AND DATA COLLECTION". In our 

pilot we have got 44% prevalence (n=68) among follow up cases (new and not new). 

2. One additional concern is how the depressed and not-depressed individuals will be identified. 

Possibly conducting a cross-sectional study to determine the prevalence of depression and 

among those with depression and without select the sample of 703 patients.  

Response: PHQ-9 will be administered at baseline (i.e at the time of recruitment) to all 703 new 

TB patients. All participants scoring 10 or above will be categorized as exposed and all of those 

scoring less than 10 will be categorized as unexposed. As described above, we are anticipating 

(based on a previous study) that about 234 of them (a conservative estimate) will have 

depression. This has been described under the "PRIMARY EXPOSURE VARIABLE" section.   

 

3. The second objective “To assess whether socio-demographic characteristics of the patient, 

severity of physical symptoms of TB, perceived social support, disability, and substance use 

(alcohol, khat, tobacco) are independently associated with baseline depression” can be rephrased 

“ to assess factors associated with baseline depression”.  One important question here is why not 

identifying predictors of incident cases of depression. Identifying predictors of depression 

prospectively among tuberculosis patients will have tremendous importance in clinical practice.  

Responses: The wording of the second objective has been modified as per the suggestion of the 

reviewer. The reviewer is right to highlight the importance of examining factors associated with 

incident depression. We considered including this as a formal objective of the study. However, the 

scarcity of evidence regarding the incidence of depression among people undergoing treatment 

for TB means that the number of new cases of depression among our cohort is difficult to predict. 

If the incidence is low, the study may be insufficiently powered to draw meaningful conclusions 

about associated factors. Therefore, examination of factors associated with incident depression is 

not stated as an a priori objective of the current study, although we may be able to conduct 

exploratory analyses if the incidence is sufficiently high.  
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4. The clinical practice of treating depression at primary level should be clearly described. Do 

patients with depression receive medical care in the study settings? If yes how do you control for 

the effect of the treatment of depression towards improvement in quality of life and treatment 

outcomes?  

Responses: In the section on "treatment for depression", we have now added detailed 

information on the clinical practice of diagnosing and treating depression in the study settings and 

training received by healthcare workers using the World Health Organisation’s mental health Gap 

Action Programme (mhGAP) guidelines for the detection and treatment of depression. We have 

included the following in the document: 

"...According to this guideline,  an adult endorsing at least two of the three core depression 

symptoms (depressed mood, loss of interest in activities, and decreased energy), three other 

features of depression (reduced concentration and attention, reduced self-esteem and self-

confidence, ideas of guilt and unworthiness, bleak and pessimistic view of the future, ideas or 

acts of self-harm or suicide, disturbed sleep, diminished appetite) and having difficulties 

carrying out usual work, school, domestic, or social activities over the same last two weeks 

period in the absence of bereavement or other major loss in prior two months is identified as 

likely to have moderate-severe depression. 

 

The recommended treatment is providing psychoeducation, addressing existing psychosocial 

stressors, reactivating social networks, structured physical activity programme, offering 

regular follow-up, and considering antidepressants (fluoxetine and amitriptyline as well as 

other tricyclic antidepressants).  The nurses and health officers of the health facilities who are 

the main care providers have been trained by the health system and the drugs are given to 

patients free of charge." 

 

Whether patients with depression receive evidence-based treatment for depression (i.e. In line 

with mhGAP guidelines) will be modeled alongside other potential associated factors.  The 

following paragraph is in the analysis section of the document (second paragraph from the last): 

"The change in quality of life and disability levels over time will be modeled by setting 

measurement occasions as level-1 and individual patients as level-2. In this analysis, PHQ-9 

scores, substance use, presence of additional chronic illnesses, level of perceived social 

support, appropriateness of depression treatment, level of TB-stigma, medication side 

effects, and perceptions of patient about TB will be modeled as level-1 predictors and socio-

demographic characteristics of the individual will be predictors at level-2. " 

 

5.  Figure 1 (figure 3 in the revised manuscript) assumes that 703 patients are already identified 

(some 469 without and 234 with depression). I think there should be some screening mechanism 

to identify this number of tuberculosis patient with depression and without depression. How many 
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patients will be screened? How do you screen them and who will screen them etc should be 

indicated here in addition to the cross-sectional study to determine the prevalence.   

Responses: As described in point 1, participants will be 703 consecutive attendees who have 

newly diagnosed TB and who meet eligibility criteria and consent to participate. All those who 

meet criteria and give informed consent will be screened by trained research assistants for 

depression using the PHQ-9 with a cut off of 10 or above to indicate cases of depression.  In this 

way, we will determine the prevalence of depression at baseline and we will also classify 

participants into exposed and non-exposed categories for follow-up.  

 

6.  Figure 1 (figure 3 in the revised manuscript)  ” Incidence at 2 m = B/473; Incidence at 6 m= 

(B+F)/473 Recovery at 2m=c/237; recovery at 6m= (I+K)/237” the numbers should be corrected to 

reflect 469 and 234? Currently it reads 473 and 237? 

Responses: Thank you for pointing out this error- we have now corrected these numbers.  

7. A conceptual framework on how each of the indicated predictors and outcomes relate one 

another would be an important addition to the work.  

Responses: We agree and have now included our conceptual framework after the introduction. 

8. INCLUSION CRITERIA:   One of the inclusion criteria is “Patients attending the selected health 

centres who have started their anti-TB treatment within the last one month” I think this is a critical 

limitation of the study. If individuals with TB have already started their treatment one cannot 

measure the prevalence of depression at the time of anti-TB treatment initiation (objective 1). The 

first month after diagnosis and starting treatment is very critical and may lead patient to 

depression, because of several reasons including stigma (intensive phase of treatment) and 

dilemma of disclosure of diagnosis to others etc. Therefore if patients develop depression in this 

critical period of time and included in the study they are likely to be included among patients with 

depression at the baseline, although in actual terms they developed the disease after starting the 

treatment. This will underestimate the incidence of depression among tuberculosis patients on 

treatment.   

 

Responses: We share the reviewer’s concern. However, the inclusion criterion "patients who 

started anti-TB treatment within the last one month" has been set to include patients that may be 

transferred into the study health facilities from other areas and who we would not be able to 

assess within the first week. Patients diagnosed and treated in the study health facilities will be 

recruited as early as possible. In all cases, the time between starting treatment and the date of 

study assessment for depression will be recorded; then, it will be considered in the analysis and in 

our interpretation of final results. The one-month incidence of depression in the small proportion 

of participants who join the sample towards the end of the one month window is likely to be small. 

We have collected data from 96 new patients; in this sample, we have been able to interview 71% 

of them on the date of treatment initiation, 86.7% of them within two days, 93% within one week, 

and 98% within two weeks after they started their anti-TB treatment. Only two cases were 
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relatively late interviewed: one case after 21 days (maximum delay) and another case after 19 

days (total= 2%).  

 

9. RECRUITMENT & DATA COLLECTION:  “The health professional (usually BSc nurses and 

health officers) running the TB Clinic at each site will identify the study participants that meet the 

inclusion criteria consecutively until a total of 703 participants is reached” This statement 

assumes that patients are recruited to the study based on the inclusion criteria. But one critical 

thing is missed here patients will be included based on their depression status (exposure). This 

should be clarified.  

Responses: We have planned to first recruit 703 new TB patients consecutively (regardless to 

their depression status) according to the exclusion and inclusion criteria. Only after recruitment 

will they be categorized into exposed (PHQ-9 score 10 or above) and non-exposed (PHQ-9 score 

below 10) categories. From previous studies, we expect at least one-third of people with recently 

diagnosed TB to have depression (i.e. 234). However, the actual number of exposed participants 

will be determined from the administration of the PHQ-9 at baseline.  

10. Although the PHQ-9 has been validated and used in Ethiopia. The categories mild, moderate, 

moderately severe and severe depression was not validated in Ethiopia. 

 

Responses: The PHQ-9 has been validated in Ethiopia in a medical out-patient clinic, where the 

cut-off for major depressive disorder was 10 or more against the gold standard (Gelaye  et al. 

2013- Reference 38).  For our categorization of exposure to depression, we will use this validated 

cut-off which corresponds to ‘moderate’ depression.  

 

The categories ‘mild’, ‘moderately severe’ and ‘severe’ for the PHQ are not defined in diagnostic 

terms but merely give a sense of the relative severity of depressive symptoms. Given that the 

‘moderate’ depression anchor point is the same as that validated in high-income country settings, 

we expect that these further categories would have utility in interpreting PHQ scores. We have 

altered the wording to make it clearer that these PHQ categories do not refer to diagnoses, as 

follows: 

"...Patients scoring ten or more will be classified as having high depressive symptoms 

(exposed). Symptoms will be categorised using established cut-points five, ten, fifteen, and 

twenty (mild, moderate, moderately severe and severe depression respectively) to determine 

the different severities of exposure and interval level scoring will be computed to examine 

changes in intensity of depression when the co-morbid TB is treated." 

11. Why measuring the Quality of life (QOL) using single-item in the presence of well validated tools 

such as WHO BREEF?  

 

Responses: In order to ensure that our questionnaire is not too burdensome for participants, it 

was necessary to balance the need for detailed information with brevity. We were concerned that 

the length of our questionnaire may be associated with an adverse impact upon recruitment, 
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retention and data quality. Although QoL is a potentially important variable in the treatment of TB 

and therefore an area for future research, the details of its domains are not the main focus of this 

study. Nonetheless, we have acknowledged our measure of QoL as a potential limitation of our 

study design. 

 

12. Finally I would recommend including the map of the study sites, to better visualize the study 

sites.  

Response:  We have included the map of the study sites next to the section "Study Setting". 

 

 

 

 

Reviewer Name    Annika C Sweetland 

Institution and Country    Columbia College of Physicians and Surgeons  

Department of Psychiatry  

New York, NY USA 

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

I am a compensated member of the Board of Directors of Chemonics International, Inc 

 

Please leave your comments for the authors below. 

The enclosed protocol describes an excellent study that is innovative, relevant, and will make a 

substantial contribution to the field. This perspective cohort study will explore key unanswered 

questions with regards to the relationship between depression and TB including prevalence and 

determinants, the impact on pathways to care, incidence during treatment, impact of anti-TB 

treatment on depression prognosis, and the influence of depression on TB outcomes. It will be carried 

out in one of the highest TB burdened countries (ranked 7th) with high depression prevalence (9.1%) 

based on a recent nationally representative sample, and therefore is of high significance. The most 

significant revision that is required is a more adequate description of the depression diagnosis and 

treatment protocols and existing mental health resources.  

 

The manuscript could be improved with some minor revisions to include additional detail and points 

for clarification. 

 

1. ABSTRACT 

Introduction, 2nd sentence: Though limited, there is evidence that depression is associated with 

all adverse TB outcomes including morbidity, mortality, drug-resistance, and community 

transmission [see Sweetland et al 2014, World Psychiatry, 13-3, p. 325-326 and Pachi et al 2013, 

Tuberculosis Research and Treatment, 2013:1-37.] In fact, this evidence provides even further 

support of the significance of the proposed study. 
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[same comment applies to page 4, final sentence in the first paragraph] 

Response: Thank you for these helpful suggestions. We have now included references in the 

introduction (reference 20). we have made the following changes: 

Abstract and also page four:  

"...Currently, the literature on the role of depression in determining the course and outcome of 

tuberculosis (TB) is very limited."  

We have also indicated that isoniazid was considered to treat mental disorders the following way:  

"...  anti-TB medications, especially isoniazid, the first of the monoamine oxidase inhibitors to 

be considered for the treatment of mental disorders in the 1950s (Dohert et al 2013-reference 

27), and now a core drug in anti-TB treatment (WHO 2010-reference 28)..." 

 

 INTRODUCTION 

The authors provide a comprehensive rationale for the study, and describe the possible 

mechanisms underlying the association between TB and depression. However, they do not 

mention psychiatric side effects associated with anti-TB medicines other than Isoniazid, 

particularly Cycloserine, though this could be because the sample does not include patients with 

MDR-TB [see Hwang et al 2013, IJTLD, 17(10):1257-66.] There is also evidence of interactions 

between anti-TB drugs and other psychotropic medications including anti-psychotics (see ref 27) 

but, again, the authors may not have included this because the study is focused only on 

depression. Finally, it is interesting to note that Isoniazid was originally developed as an anti-

depressant, and this may be an important consideration. 

 

Response: The first line drugs for the treatment of TB in Ethiopia are rifampicin, ethambutol, 

isoniazid, pyrazinamide, and treptomycin (Federal Ministry of Health of Ethiopia, 2012-reference 

10). Of these, isoniazid is known to potentially lead to psychiatric effects (Vega et al 2004-

refrence 22) and to have interactions with antidepressant drugs specifically selective serotonin 

reuptake inhibitors (Doherty et al. 2013;-refrence 28.). Therefrore, we focused only on this drug. 

Given the focus of our study on depression, we have not mentioned the interaction of anti-TB 

drugs with anti-psychotics. People with MDR-TB will not be included in this study; therefore, we 

have not included medications such as cycloserine in this proposal.  

2. AIMS, OBJECTIVES & HYPOTHESES  

All are clearly described. 

 

3. METHODS & ANALYSIS 

Study setting: The authors describe a previous study in Ethiopia where treatment default, death, 

and success rates were 2.5%, 2.0% and 82.3%. It’s not clear what the outcome was for the 

remaining 13.2% - if it is due to treatment failure, it suggests a high rate of MDR-TB and it is not 

clear why the study excludes this population (only new cases, no re-treatment cases are included 

in the sample). This seems to be a missed opportunity to explore how depression may be fueling 
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the MDR-TB epidemic [again, see Sweetland et al 2014 cited above]. The authors should include 

a brief explanation of the rationale behind excluding re-treatment cases and cases of MDR-TB.  

Response: The reference document is that of the Ministry of Health of Ethiopia (FMOH, 2011-

Reference-32). Among the 13.2% of the cases, 0.4% were treatment failures (likely to have MDR-

TB), and 3.9% were transferred out of the regional state before their treatment outcome was 

known, and there was no explanation given for the remaining 8.9%.   

The following detail has been added to the exclusion criteria:  

"Patients with MDR-TB constitute a different population because their treatment is different 

(more toxic medications for a much longer duration). MDR-TB is a much more feared and 

stigmatized condition with patients probably told that that no further treatment is available. In 

addition to that, only one of the study health institutions has recently started the service for 

MDR-TB patients. Patients on retreatment have experiences of previous failures and usually 

have MDR-TB. When we try to see "what happens to the depression at baseline when the TB 

is treated?" we are assuming that the treatment for the TB works well."   

The total number of cases that will be excluded due to these criteria is expected to be too small to 

allow meaningful analysis. 

 

4. RECRUITMENT & DATA COLLECTION 

Will patients be provided with any incentives for their participation in the study?  

Response: we have included the following in the "Ethics" section of the manuscript:  

"We will give each participant 30.00 Birr ($1.50) to compensate them for the time they spend 

with us. This amount of money is enough to cover a bottle of soft drink and some breakfast. 

We will not give any other incentives." 

 

5. Table 1, No 2: there is an asterisk in the second column that is not explained 

Response: Thank you for pointing out this error. We have included the following description at 

the bottom of the table:  

"√* = only the presence/absence of treatment interruption, death, and default will be 

measured." 

 

6. Table 1, No 11 & 13: It is not clear why patients' perceptions of TB and TB-related stigma are not 

asked at baseline as they are likely to change over the course of treatment, and the authors 

describe these factors as potential predictors. 

Response: We think that there is a need to minimise the burden of the questionnaire at baseline 

when patients may be most ill.  Furthermore, TB-related stigma will be measured at the end of the 

second month and at the end of the sixth month to provide time for social interaction after 

diagnosis and to distinguish between stigmatizing attitudes or behaviors from appropriate 

precautions to prevent TB transmission. A patient with smear positive pulmonary TB becomes 
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non-infectious usually within 2-3 weeks except in the case of drug resistance (Ministry of Health, 

2012-reference 9). 

 

 

MEASUREMENT 

 

7. Page 11, Independent variables, second sentence: missing comma between “pain” and 

“perceived support” 

Response: Thank you. We have corrected the error. 

8. Page 12: authors don’t include the number of items for the ASSIST scale 

Response: We have included the following in the document: 

 "ASSIST consists of eight items for each of alcohol and khat use and seven items for 

tobacco products."   

9. Page 12: the presence of co-morbid medical disorders will be determined by a single question “do 

you have any other diagnosed health problems?”, which is a relatively weak self-report indicator. 

This should be included as one of the limitations of the study. 

Response: If the participants report "yes" for the question “do you have any other diagnosed 

health problems,” the participants' charts (medical records) will be reviewed to specify the co-

morbid illnesses. We have included this in the methodology. As suggested by the reviewer, we 

have now included this as a limitation.  

 

10. Page 13: more detail should be provided to describe the “mixed-methods translation and 

consensus generation approach” used to adapt the TB-related stigma scale, as few readers are 

likely to be familiar with this methodology (one sentence would suffice). 

Response: we have included the following explanation ( It took us four sentences because it has 

three steps to be mentioned to make it clear):  

"The translation of the instrument into the local language was done using the mixed methods 

translation and consensus generation approach. This is a three-step process. In step-one, 

panelists independently translate all items and then independently rate every translation so 

that the translations are categorized in to inappropriate, modifiable and appropriate. In step-

two, modifiable translations are modified, rated independently and categorized in to 

inappropriate or appropriate translation. In step-three, a consensus discussion is made on 

items categorized as appropriately translated in step-one and step-two, and ranked to get the 

best translations (reference-53)."  

 

11. Page 13: The diagnosis and treatment of MDD is not adequately described. The authors state 

that “for patients with diagnosed depression, the appropriateness of their treatments (for the 

depression) will be coded as appropriate or inappropriate.” First, since the PHQ-9 is only a 

screening instrument, it is not clear how the depression diagnosis will be confirmed. Second, the 

protocol for depressed patients is not specified. 
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Response: “for patients with diagnosed depression" has been modified as “for patients with 

diagnosed depression by health care providers within the health system." The protocol for 

depression has also now been described. The current practice is the implementation of the 

WHO’s mhGAP intervention guidelines. Additional information provided is detailed in point 13 

below. 

12.  On page 15, ethical considerations, final sentence, the authors state that “patients identified as 

having PHQ-9 scores ten or above or endorsing the suicide item of the PHQ-9 will be referred to 

nurses trained in mental health interventions.” It is not clear if these nurses will be trained as part 

of the study, or are part of the existing health system, which is also not described.  

Response: The nurses have been trained in mental health interventions according to WHO 

mhGAP intervention guidelines within the health system, not as a part of this study. We have 

added the following to the manuscript: 

 "Patients identified as having PHQ-9 scores ten or above or endorsing the suicide item of 

PHQ-9 will be referred to nurses trained in mental health interventions by another project 

working in collaboration with the Ministry of Health.  

 

13. More details are needed for depression diagnosis and treatment protocols, as well as a 

description of existing mental health resources. 

Response: Currently, health facility staff have been trained in WHO mhGAP intervention 

guidelines for the diagnosis and treatment of depression.  We have now included the following  

description of the training and human resources available within the primary healthcare centres in 

the manuscript:  

 "According to this guideline,  an adult endorsing at least two of the three core depression 

symptoms (depressed mood, loss of interest in activities, and decreased energy), three other 

features of depression (reduced concentration and attention, reduced self-esteem and self-

confidence, ideas of guilt and unworthiness, bleak and pessimistic view of the future, ideas or 

acts of self-harm or suicide, disturbed sleep, diminished appetite) and having difficulties 

carrying out usual work, school, domestic, or social activities over the same last two weeks 

period in the absence of bereavement or other major loss in prior two months is identified as 

likely to have moderate-severe depression.
 
 

 

The recommended treatment is providing psychoeducation, addressing existing psychosocial 

stressors, reactivating social networks, structured physical activity programme, offering 

regular follow-up, and considering antidepressants (fluoxetine  and amitriptyline (as well as 

other tricyclic antidepressants).  The nurses and health officers of the health facilities who are 

the main care providers have been trained by the health system and the drugs are given to 

patients free of charge." (Reference 29) 
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14. Page 14, fifth line, missing word. I believe it should read “substance USE”, not just “substance”. 

Response: Thank you.  This has been corrected.  

15. Page 15: limitations. The additional limitations described above should be included, such as the 

exclusion of patients with MDR-TB, that the PHQ-9 is a screening tool and therefore not 

diagnostic, and the weak measure for co-morbid medical illnesses. 

Response: We have added the following points in the limitations section: 

We have used PHQ-9 (a screening tool) to measure depression which may lead to error of 

categorizing patients into exposed and not exposed at baseline. However, this will not 

compromise the work of capturing the change in depression scores overtime.  

In this low income setting, people may have undiagnosed co-morbid illnesses and our method 

of capturing co-morbid illnesses may not be strong. 

In addition to that, our conclusions cannot be applied to MDR-TB patients and patients on 

retreatment for TB. 

VERSION 2 – REVIEW 

REVIEWER Kebede Deribe 
Brighton and Sussex Medical School, United Kingdom 

REVIEW RETURNED 26-Mar-2015 

 

GENERAL COMMENTS The manuscript has significantly improved, the authors addressed all 
the questions raised adequately. I don’t have any further comment. I 
recommend the manuscript for publication in BMJ Open.   

 

REVIEWER Annika C Sweetland 
Columbia College of Physicians and Surgeons  
Department of Psychiatry  
New York, NY USA 

REVIEW RETURNED 09-Apr-2015 

 

GENERAL COMMENTS This is an important and innovative study which addresses key 
unanswered questions regarding the interaction between depression 
and TB. Its prospective design and large sample size provide a 
unique opportunity to test theories of association and impact that will 
have significant clinical and practical implications for the global 
management of comorbid TB/depression, and address a critical gap 
in the literature. I am satisfied with the authors' responses to my 
initial review and the corresponding revisions. I recommend this 
article for publication.  
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