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VERSION 1 - REVIEW 
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REVIEW RETURNED 21-Apr-2015 

 

GENERAL COMMENTS MAJOR REVISION 
 
1. The used questionnaires have an important limitation. As far as I 
know the DANISH, the DESIR, and the QDScore questionnaires 
aren´t validated like a score to predict DM in Spanish language. In 
this regard, it is necessary to perform a transcultural 
validation/adaptation of the questionnaires previously. I think 
understand, you will make a translation of the questionnaires at 
Spanish language previously. But, I am confused with some aspects 
related to the process of the adaptation of the questionnaire, e.g., 
the person who will do the translation, how the questionnaires will be 
carried out to the cultural adaptation, internal consistency (validity) of 
the questionnaires, Reliability and reproducibility of them. 
Finally, could you upload the Spanish version of DANISH, the 
DESIR, and the QDScore questionnaires to the supplementary files. 
 
2. The authors considered the prevalence of DM for the sample size. 
I think this prevalence is a wrong way for calculating the size to 
achieve the main objective. Do you think it could be better to 
considerer the prevalence of undiagnosed DM, don´t you? Can you 
clarify me this point? 
 
MINOR REVISION 
 
I only want to make some comments and I would like to ask you 
some questions about some aspects: 
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Title. 
 
In the title, the authors used the term: “The Southern Europe”. 
However, the study will be only conducted in the province of Madrid. 
So the results that will be obtained cannot be extrapolated to 
Southern Europe. I think it would be more correct to refer to Spain in 
the title. 
 
Abstract. 
 
This section is clear, objective and well written. In the methods, you 
should include statistical significance (confidence interval/p-value) 
for the statistical test will be used. 
 
 
Study design and participants 
 
1. In the section of Study design and participants, the authors 
mentioned: “The target population will be a random sample…; 
Subjects will be initially informed by mail, and subsequently…” 
The random sample is going to be done with some specific software 
tool? 
Potential Patients are going to be identified through a hospital’s 
database? 
More information is needed to understand the method of recruiting 
and enrolling patients in the study. 
Could you give more details about the Cohort selection? 
 
2. It is not attached the figure 1. 
 
3. What criteria are being considered to include the patients? 
 
Baseline screening. 
 
Will you exclude patients with a prior recorded diagnosis of 
diabetes? I am confused with this aspect. 
 
 
Definitions of the variables 
 
1. It would be interesting to include the race/the ethnicity like a 
sociodemographic variable. 
 
2. Pages 6-7: The authors describe the sociodemographic variable. 
Subsequently, they talk about the medical tests. Finally, They talk 
about the variables again about the variables. I think, It would be 
better to describe all the variables in a same paragraph. It might be 
preferable to describe the dependent and independent variables 
separated. 
 
3. The acronym “HbA1C” appears for the first time in the paper on 
page 6. Could you specify the full name? 
 
4. There is most recent ADA criteria when the authors sent this 
article. Please, change the reference number 25 by: American 
Diabetes Association. Standards of medical care in diabetes-2014. 
Diabetes Care 2014; 37 Suppl 1: 14-80. 
 
Data Analysis plan 
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Page 11, paragraph 2: I was confused due to the following sentence: 
“A 50% of the sample will be used for the development of the model, 
and the other 50% will be used for the validation”. Why are you 
going to do it in that way? Could you justify it or consider including 
more information in order to explain that model? 
 
Discussion 
 
Page 14, last paragraph: Please clarify What do you mind by the 
acronym “MS” in the following sentence: “…We will determine the 
most appropriate scale to be use in a Spanish primary health care 
setting, by exploring their diagnostic efficiency, the optimum cut-off 
point for the population studied, and, their diagnostic accuracy for 
T2DM and MS…” 
Could you specify the full name? 
 
General comment 
 
There is an interesting systematic review of Abbasi A et al (Abbasi 
A, Peelen LM, Corpeleijn E, van der Schouw YT, Stolk RP, 
Spijkerman AM et al. Prediction models for risk of developing type 2 
diabetes: systematic literature search and independent external 
validation study. BMJ 345: e5900) whose aim was to identify existing 
prediction models for the risk of development of type 2 diabetes. 
Therefore, the authors concluded that the existent prediction models 
are valid for identifying those with high risk. But they cannot quantify 
enough the current risk of future diabetes. 
I think it would be interesting to cite and to keep in mind the results 
of this study. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Name NARJIS FIKRI-BENBRAHIM  

Institution and Country Academic Center in Pharmaceutical Care, University of Granada, Spain.  

Please state any competing interests or state ‘None declared’: I declare that I have no competing 

interests  

 

Please leave your comments for the authors below  

 

MAJOR REVISION  

COMMENT  

1. The used questionnaires have an important limitation. As far as I know the DANISH, the DESIR, 

and the QDScore questionnaires aren´t validated like a score to predict DM in Spanish language. In 

this regard, it is necessary to perform a transcultural validation/adaptation of the questionnaires 

previously. I think understand, you will make a translation of the questionnaires at Spanish language 

previously. But, I am confused with some aspects related to the process of the adaptation of the 

questionnaire, e.g., the person who will do the translation, how the questionnaires will be carried out 

to the cultural adaptation, internal consistency (validity) of the questionnaires, Reliability and 

reproducibility of them.  

Finally, could you upload the Spanish version of DANISH, the DESIR, and the QDScore 

questionnaires to the supplementary files.  

 

ANSWER  

With regard to the comment about the questionnaires used, we are agree that the current redaction is 

confused. The procedure will be performed as follows: participants of the study will be completed an 

extensive questionnaire, designed ad hoc, to collect the data necessary to classify the subjects 
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according to the different diabetes risk scores for predicting diabetes (FINDRISC, DANISH, etc.).  

 

In the procedure of the study we are not going to provide the individual “non-validated” questionnaires 

to the participants of our study in order to be filled out. We are going to collect, in a global 

questionnaire, all the variables we need in order to, later on, validate the specific scores.  

 

Most variables for validating the scores can be obtained from the clinical history or physical exam:  

 

FINDRISC: age, BMI, height, waist circumference, use of concomitant medication (blood pressure ), 

family history of DM  

DANISH: age, sex, BMI  

DESIR: Sex, waist circumference, blood pressure, BP medication and smoking habit  

ARIC: age, parental history of diabetes, ethnicity (black), systolic blood pressure, waist circumference 

and height.  

QDScore: ethnicity, age, BMI, smoking status, history of cardiovascular disease (heart attack, angina, 

stroke or TIA), treated hypertension and treatment with steroids.  

 

And the rest of the variables will be obtained asking in the global questionnaire self-evident questions 

that do not need any kind of validation:  

 

FINDRISC: Have you ever been told that you have or have high glucose levels?  

Do you practice 30 minutes a day of physical activity at work and / or in their free time (include normal 

daily activity are added)?  

How often do you like vegetables or fruit?  

DANISH: Have you ever been told that you have or have had hypertension?  

What is your physical activity at leisure time: sedentary, moderate, active, or competitive sport?  

Is there any diabetic person in your family?  

DESIR: Is there any diabetic person in your family?  

QDScore: Is there any diabetic person in your family?  

 

Therefore, to our opinion, as in previous similar studies of validations of Diabetes Risk Scores [for ex: 

Diabetes Care 2009;32:2294-96], a transcultural validation/adaptation of the scores is not necessary. 

These types of score are not equivalent to classic questionnaires, and a description of a procedure to 

translation method is not necessary.  

Finally, we included the website where each score is available.  

 

COMMENT  

2. The authors considered the prevalence of DM for the sample size. I think this prevalence is a 

wrong way for calculating the size to achieve the main objective. Do you think it could be better to 

considerer the prevalence of undiagnosed DM, don´t you? Can you clarify me this point?  

 

ANSWER  

We have considered the reviewer's comment about the method for calculating the sample size, and 

therefore we have recalculated the sample size considering the T2DM prevalence showed in the 

di@betes.es Study (Soriguer et al. Prevalence of diabetes mellitus and impaired glucose regulation in 

Spain: the Di@bet.es Study. Diabetologia. 2012 Jan;55(1):88-93).  

 

MINOR REVISION  

I only want to make some comments and I would like to ask you some questions about some aspects:  

 

COMMENT  

Title.  
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In the title, the authors used the term: “The Southern Europe”. However, the study will be only 

conducted in the province of Madrid. So the results that will be obtained cannot be extrapolated to 

Southern Europe. I think it would be more correct to refer to Spain in the title.  

 

ANSWER  

Following the reviewer's comment, we made the proposed change, and include “Spain” in the new 

title of the paper.  

 

COMMENT  

Abstract.  

This section is clear, objective and well written. In the methods, you should include statistical 

significance (confidence interval/p-value) for the statistical test will be used.  

 

ANSWER  

Following the reviewer's comment, this statistical data has been included in the abstract.  

 

 

Study design and participants  

COMMENT  

1. In the section of Study design and participants, the authors mentioned: “The target population will 

be a random sample…; Subjects will be initially informed by mail, and subsequently…”  

The random sample is going to be done with some specific software tool?  

Potential Patients are going to be identified through a hospital’s database?  

More information is needed to understand the method of recruiting and enrolling patients in the study.  

Could you give more details about the Cohort selection?  

 

ANSWER  

Following the reviewer suggestion, we have provided some more details about the method of 

randomization and recruitment.  

 

COMMENT  

2. It is not attached the figure 1.  

 

ANSWER  

Sorry for the mistake, in the current submission we attach the figure 1.  

 

COMMENT  

3. What criteria are being considered to include the patients?  

Baseline screening.  

Will you exclude patients with a prior recorded diagnosis of diabetes? I am confused with this aspect.  

 

ANSWER  

We agree with the reviewer that inclusion/ exclusion criteria of the selection sample could be 

confusing, and thus, we have improved this section.  

The inclusion criteria are modified as follows: “The target population will be a random sample of urban 

subjects of both sexes, between 45 and 75 years of age, living in the north-west metropolitan area of 

Madrid (Spain), and with health care coverage”.  

The exclusion criteria are modified as follows: pregnant women, subjects with severe chronic or 

terminal illnesses, institutionalized subjects or those chronically treated with steroids or antipsychotic 

drugs.  

Therefore, patients with a prior diagnosis of diabetes will not be excluded. These patients will be 

identified at the interview, and will not have the oral glucose tolerance test.  
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Definitions of the variables  

COMMENT  

1. It would be interesting to include the race/the ethnicity like a sociodemographic variable.  

 

ANSWER  

Effectively, we think it is a interesting aspect to consider, and for this reason “nationality” had been 

included as sociodemographic variable in the protocol study.  

 

COMMENT  

2. Pages 6-7: The authors describe the sociodemographic variable. Subsequently, they talk about the 

medical tests. Finally, They talk about the variables again about the variables. I think, It would be 

better to describe all the variables in a same paragraph. It might be preferable to describe the 

dependent and independent variables separated.  

 

ANSWER  

Considering the reviewer comment, we improve this section of the manuscript.  

 

COMMENT  

3. The acronym “HbA1C” appears for the first time in the paper on page 6. Could you specify the full 

name?  

 

ANSWER  

Following the proposed of the reviewer, we specify the full name of HbA1c.  

 

COMMENT  

4. There is most recent ADA criteria when the authors sent this article. Please, change the reference 

number 25 by: American Diabetes Association. Standards of medical care in diabetes-2014. Diabetes 

Care 2014; 37 Suppl 1: 14-80.  

 

ANSWER  

Following the reviewer comment, the reference of the Standars of the American Diabetes Association 

had been actualized.  

 

Data Analysis plan  

COMMENT  

Page 11, paragraph 2: I was confused due to the following sentence: “A 50% of the sample will be 

used for the development of the model, and the other 50% will be used for the validation”. Why are 

you going to do it in that way? Could you justify it or consider including more information in order to 

explain that model?  

 

ANSWER  

In this type of studies for validating prediction scales, this technique is usually carried out to test a 

prediction rule, for example: “The split-sample technique may also be used to test a prediction rule. 

The study population is divided into a training set and a test set. The training set may contain any 

proportion of the original sample; the test set contains the remaining patients. The rule, which was 

derived from the training set, is applied to each member of the test set. Like the jackknife or bootstrap 

technique, this cross-validation method will not eliminate the effects of biases in patient selection or 

data collection”. N Engl J Med 1985; 313:793-799September 26, 1985DOI: 

10.1056/NEJM198509263131306  
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Discussion  

COMMENT  

Page 14, last paragraph: Please clarify What do you mind by the acronym “MS” in the following 

sentence: “…We will determine the most appropriate scale to be use in a Spanish primary health care 

setting, by exploring their diagnostic efficiency, the optimum cut-off point for the population studied, 

and, their diagnostic accuracy for T2DM and MS…”  

Could you specify the full name?  

 

ANSWER  

Effectively, MS was unspecified; we specify the full name.  

 

General comment  

COMMENT  

There is an interesting systematic review of Abbasi A et al (Abbasi A, Peelen LM, Corpeleijn E, van 

der Schouw YT, Stolk RP, Spijkerman AM et al. Prediction models for risk of developing type 2 

diabetes: systematic literature search and independent external validation study. BMJ 345: e5900) 

whose aim was to identify existing prediction models for the risk of development of type 2 diabetes. 

Therefore, the authors concluded that the existent prediction models are valid for identifying those 

with high risk. But they cannot quantify enough the current risk of future diabetes.  

I think it would be interesting to cite and to keep in mind the results of this study.  

 

ANSWER  

Following the reviewer suggestion, we include the article of Abbasi et al. in the discussion of the 

paper. 

VERSION 2 – REVIEW 

REVIEWER NARJIS FIKRI-BENBRAHIM 
Academic Center in Pharmaceutical Care, University of Granada, 
Spain. 

REVIEW RETURNED 20-May-2015 

 

GENERAL COMMENTS  
The authors made several improvements in the text. Indeed they 
have kept in mind the previous suggestions of the reviewer. The 
article is well organized and the text is clear and precise now. 
Please consider the following minor points:  
 
MINOR REVISION  
 
Introduction.  
The first paragraph on page 6 begins with the sentence, “The 
incidence and prevalence of diabetes mellitus (T2DM) is increasing 
worldwide”. I can understand the authors use the acronym T2DM to 
refer to type 2 diabetes. Please, specify it in the main text adding the 
term type 2.  
 
Study design and participants  
On the previous reviews, I asked you about the patient inclusion 
criteria you will use. Part of your answer was: … “Therefore, patients 
with a prior diagnosis of diabetes will not be excluded”...  
I understand your main objective is to try to evaluate scores that 
identify the risk of undiagnosed diabetes, and pre-diabetes and 
validate a predictive model of undiagnosed diabetes and future 
diabetes after 5-year follow-up. So I still confused with this aspect: 
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Why will you include the patients with prior documented diagnosis of 
diabetes? What is the interest to include these patients?  
 
Sample size.  
In the sample size section, in order to calculate the sample size, the 
authors declare they consider an estimated prevalence of DM of 6%. 
This value does not refer to the prevalence of DM but rather to the 
prevalence of patients they not know they had the disease: “The 
total prevalence (95% CI) of diabetes mellitus adjusted for age and 
sex was 13.8% (12.8, 14.7%). Of these, almost half did not know 
they had the disease (6.0% [5.4, 6.7%]).”  
Please considerer rewriting this part of the sample size section. 

 

VERSION 2 – AUTHOR RESPONSE 

Please find attached the revised manuscript entitled “Validating prediction scales of Type 2 Diabetes 

Mellitus in Southern Europe: The SPREDIA-2 population-based prospective cohort study protocol.” 

(bmjopen-2014-007195).  

 

We would first like to thank the reviewers for their comments and recommendations as they have 

been extremely helpful. Following the reviewers´ comments, we have re-written and improved 

different sections of the paper. The new text is highlighted using track changes in the manuscript. 
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