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instrument [43]. It evolved on a simple self-questionnaire: the PHQ-9 (Patient Health Questionnaire -9 items) [44][45]. Some recent tools were built independently and were validated, such as 4-DSQ [46] . This list was not exhaustive. Faced with this complexity, the researchers began by determining the gold standard selected. The gold standard had to be diagnostic and categorical to diagnose and assess severity of depression. The Gold Standard was to be accepted by the international community and by other specialties including psychiatrics.

About the diagnostic tool, it had to have a direct validation against the gold standard, and not against structured clinical interviews or tools conceived from it.

It had to be accepted by both GPs and psychiatrists.

It had to be embedded in primary care.

It had to be reliable and ergonomic:

-To enable its translation and cultural adaptation easily, on several countries simultaneously, taking part in the study.

-For its use in daily practice.

As requested by the Ethics Committee, and because there is a scientific debate to find out if there is a significant difference between the perinatal form and other forms of depression, perinatal depression has not been retained, like pregnant or postpartum patients [47][48].

Consequently, the research objective of this thesis was to select a tool that could be used and accepted by GPs to diagnose depression in adults' outpatients. It had to be efficient, reliable and easy to use in daily practice. This tool should be applicable in the European countries taking part in the study.

Several steps were necessaries to answer the research question, each step is developed in the chapter two: Method.

Table of Contents

INTRODUCTION

Major depression affects 4.4% of the world's population [1][2] [3] . Prevalence estimates vary in Europe but are around 10% for people attending general practice, and the prevalence is twice as high for women [4]. An increase of more than 18% was observed between 2005 and 2015 [5].

Depression is a disease comprising contextual distress, anxiety and somatoform disorders. This syndromic disorder is not easy to diagnose, however, due to the wide variety of ways in which it may be presented. Patients themselves experience difficulties to express their suffering and display their own form of illness expression [6]. Based in this inter-individual variability, the difficulties to diagnose and assess the severity of depression, may overestimate or underestimate the distress level of their patients by clinicians. Those difficulties may lead to inappropriate care and cause public health issues [7][8] [9] [10].

DEPRESSION AND PRIMARY CARE

Depression is the second most common chronic disorder in general practice. In most European countries, General practitioners (GPs) are the first and mostly only physicians to take care of depressed patients, but generally have little time to care. [7] [11] [12][13] GPs seem to be uncomfortable with depression definition and available diagnostic tools [14] [15]. However, GPs have a high specificity but a low sensitivity to detect major depression in routine care. Nevertheless they also offer excellent follow-up and primary care is an efficient place to organize depression care [16] [17] . A fast and efficient tool, with an excellent specificity and negative predictive value, would add value and improve performance management in general practice as it would save time.

EUROPEAN GENERAL PRACTICE RESEARCH NETWORK IMPLICATION IN ORDER TO SELECT A CONSENSUAL TOOL

Collaborative primary care mental health models can improve care and outcomes for European outpatients. The Challenge should be to reduce difference between incidence and prevalence rates of depression in General Practice across Europe, due to complex contextual variations with differences in health care systems, concepts, objectives and practices as well as cultural variations in the expression of the disease.

With this aim, the EGPRN (European General Practice Research Network) developed collaborative research in General Practice throughout Europe. The EGPRN requires a reliable, efficient and ergonomic tool, which will take into account cultural and linguistic differences [18] [19]. International experts from different cultures, speaking different languages and with different health systems undertook a consensus, to identify such tools [20]. These tools had to be acceptable and informative for both GPs and for secondary care (Psychiatrist, Psychologist) and to improve their collaboration [21]. These diagnosis tool for depression would bring added value to the identification of the condition if have to be undertaken in a routine manner in the doctor's surgery' [22].

CONSTITUTION OF THE EUROPEAN TEAM

In EGPRN meeting of Zurich in October 2010, a first draft was proposed.

Researchers from Belgium (University of Antwerp), France (university of Brest), Germany (University of Gottingen and Hannover), Greece (Association of Greek Gps -ELEGEIA), Italy (Association of Italian GPs), Poland (University of Torun), Spain (University of Barcelona and Vigo) and Netherland (VUmc of Amsterdam) composed a research team.

Two years and 4 meeting were necessaries to write the entire protocol. In October 2011 during the EGPRN meeting of Krakow (Poland), researchers from Bosnia (University of Sarajevo) and Croatia (University of Zagreb), interesting by preliminary results, joined the team. In EGPRN meeting of Ljubljana (Slovenia), in spring 2012, researchers from Bulgaria (University of Plovdiv) joined the team and closed the recruitment.

To diagnose depression could seem ridiculously simple, but in daily practice is not so easy, according to the reasons stated upper. The research team was build in order to identify a tool, acceptable by GPs, efficient to break the reluctance to use academics scales.

This tool:

-Had to serve firstly European collaborative research, -Secondary could be proposed to GPs as an additional way to perform the depression diagnosis.

Researchers should be academics and composed a large multicultural group from different countries. So, an add of value was possible according:

-The linguistic abilities for literature review -The linguistic abilities for translations -The different resources of Universities and GPs associations -The former research network already in use in each country -The former practice network already in use in each country.

To manage heterogeneous multicultural groups create some difficulties as:

-Comprehension according the use of English language -Comprehension related to the linguistic, health system, political system differences ...

-Motivation to participate in a long duration study.

To overcome those difficulties, to maintain the group cohesion, each EGPRN meeting was the time to reassure the group, using:

-The ask of the agreement of all teams for each step of research to ensure their participation -The write of research protocols at each step, sent before meeting -The checking of the global comprehension of research protocol during each meeting -The physical and active help of each participant about understanding -The physical presence to ensure collection and validation of data -The help all teams for publication -The assuming publication rank for each team.

According to all these benefits and harms, the European research group was motivated to follow up the entire study during 6 years.

PITFALLS AND OBJECTIVES, TAXONOMY OF THE DIAGNOSIS TOOLS AND RESEARCH QUESTION

To diagnose depression, besides the clinic approach, some tools and algorithms were available for use [23].

The American categorical tool: DSM (Diagnostic Statistical manual) is widely used. It is considered as a Gold Standard [24] [25]. From the Beginning, the DSM endeavored to maintain a close relationship with the ICD of the WHO (Internal Classification of Disease of the World Health Organization). [26] [27]. To improve its using in practice and research, some structural clinical interviews were built and validated against both DSM and ICD, as the CIDI (Composite International Composite Interview), the SCID (Structured Clinical Interview for DSM disorders) or more recently the MINI (Mini International Neuropsychiatric Interview) [28][29] [30].

The DSM and structured clinical interviews are not so easy to use in practice [31]. Some screening tool, some self-report or interview diagnosis tools, more usable in primary care, were validated straight against the DSM or the structured clinical interview [29][32] [33] [34].

The English longitudinal tool: HDRS or HAM-D (Hamilton Depression rating Scale) [35][36] [37] [38] [39] served at Gold Standard to the BDI (Beck Depression inventory), [40] and more recently to the MADRS (Montgomery-Asberg Depression Scale) [41] [42].

An independent Structured clinical interview, centered on primary care, can also be used: the PRIME-MD (Primary Care Evaluation of Mental Disorders) diagnostic interview guide for the Montgomery-Åsberg Depression Rating Scale (SIGMA). The French study validation OVERVIEW Each step of the thesis used a specific method. The first phase was an informal group consensus on the research protocol. The Second was a systematic literature review (SRL) to extract validated tool on depression diagnosis. The third was a consensus procedure, a RAND/UCLA, to select a single tool according efficiency criterion, reliability and ergonomics. The fourth was a translation of the selected tool, in each participating countries languages. A forward/backward translation followed by a cultural check was used to maintain linguistic and semantic stability. The fifth was the validation of the tool, at least in a country, in daily practice, with adults' outpatients.

RESEARCH PROTOCOL

The first goal of the thesis was to have an agreement of all participants on the research protocol. Il was important to have a strong validation of all participants. The main pitfall and barrier for this long research process and thesis should be the abandonment by not motivated participant. From the beginning, all the steps were explained and at each step recalled. The consensus support and active participation of all participants was maintained throughout the study. All members of the team were academic GPs, university members or research organisation member.

The strengths of the group were:

-A high motivation for research in general practice -The necessity to have publications for their university or organisation -The membership to the same network (EGPRN) -The assurance of being independent of the pharmaceutical companies.

-The assurance to be active participants in research -The follow up of the research group by an academic department of general practice.

The weaknesses were:

-The lack of financial support

Systematic literature review

The objective of the systematic review was to extract validated diagnosis tools of depression usable in GP.

Upstream, an informal consensus was realised with an international research teams, come from Belgium, France, Germany, Italy, Netherland, Poland, Spain, Greece, composed by GPs' researchers and psychiatrist. The distribution of tasks was allocated to each researcher. Each researcher in his country had to find another researcher to work as a pair during the SLR process.

As describe in chapter one, the family of tools were numerous. The first problem was to choose just one Gold Standard in order to extracted tools related with it.

Researchers met several times in order to select the Gold Standard, to construct the inclusion/exclusion criteria and the research equation, to select the indexed databases. The choice of a Gold Standard was crucial because it caused a strong orientation of the overall results of the full study.

To make sure not to make mistake in choosing the Gold Standard, the researchers decided it during the first phase of the SRL (Screening), when all validated tools would be extracted. This first phase gave taxonomy of validated tools for use in primary care. It was revealed that the DSM was the largest gold standard worldwide for validation studies. In addition DSM is a diagnostic tool and categorical, in that wa in line with the study.

At this time, in the second phase, using the DSM has been a major eligibility criterion.

The choice of exclusion and inclusion criterion was underpinned by the following requirements:

-The field of the research was embedded in GP and linked to psychiatrists; adult patients were concerned; the pregnancy and the post partum were not concerned -Only validation studies with psychometrics efficiency data were concerned, correlation studies were not concerned -The writing had to be in one of the languages of the experts.

The SRL was according to the PRISMA Guidelines. She respected each step of the flow PRISMA diagram, i.e. identification, screening, eligibility and inclusion [1,2].

Identification:

The following electronic databases were screened: PubMed, Embase and Cochrane.

The following research equation was used for Pubmed: "Depression" [MeSH Major Topic] AND ("Physicians, Family"[All Fields] OR "General Practitioners"[All Fields] OR "Primary Health Care"[All Fields] OR "Family Practice"[All Fields]) AND ("Tool"[All Fields] OR "Scale"[All Fields] OR "questionnaire"[All Fields] OR "Criteria"[All Fields] OR "screening"[All Fields] OR "Diagnosis"[All Fields]) AND "adult"[MeSH Terms] AND ("2000/01/01"[PDAT]: "2015/10/01"[PDAT]):

This equation was adapted to the characteristics of each database.

A team of 2 international researchers undertook the database document search, working blind and pooling documents at the end of the identification process. They compiled a list of the articles which met the criteria. That list was sent to each national team, including the abstracts, in its own national language, along with a portion of the English abstracts, after duplicates had been removed. Then each national team undertook inclusion/exclusion procedures on these abstracts with 2 national researchers working blind. In addition, a team of two international researchers, working blind, completed the same process of inclusion / exclusion. The two teams of two researchers then compared their results to reach a consensus based on the qualitative criteria of inclusion / exclusion. All eligible abstracts were finally evaluated for identification.

Screening:

Inclusion criteria: Limited to the past 15 years (In order to have a comprehensive view of the most recent research).

Adults and/or elderly patients English, Greek, Spanish, Italian, French, German, Polish languages.

Exclusion criteria:

Not in IMRaD (Introduction, Methods, Results, and Discussion) format [3].

Depression was not the major topic.

No diagnostic tool identified.

The study was about children or pregnancy or post-partum depression. Depression is a common complication of the post-partum experience. However, in accordance with the demands of our ethical committee, and because there is a scientific debate to discover whether there is a significant difference between perinatal and other forms of depression, perinatal depression was not retained. [4,5].

The study was not in a primary care setting.

The tools were identified without validity data.

Eligibility:

A team of 2 researchers extracted the full text articles and sent each national team the articles in their own national language, as well as part of the English articles.

Each national team undertook inclusion/exclusion for eligibility. In addition, a team of 2 members of the international research team undertook the same procedure, working blind. Then the two teams of two researchers merged their results to achieve greater reliability. The use of metric data comparison tools such as Kstatistic was not possible; studies were not comparable in terms of population and sampling. All articles were finally assessed for eligibility using a qualitative group consensus among the four researchers.

Articles were excluded according to the following criteria: Depression diagnosis was not the major topic of the study.

Efficiency data (Sensitivity, Specificity, Positive predictive value, Negative Predictive value) were absent or imported from another study.

Reliability was the only mentioned validity data in the article.

Language used in the study was not English, Greek, Spanish, Italian, French, German or Polish.

Researchers were not FPs.

Tool was only validated against another diagnostic tool without a face-to-face psychiatric examination using the DSM IV-5.

Tool was only a screening tool. At this step, the remaining articles were included. The tools validated against face-toface psychiatric examination using DSM, according major depression criterion, in GP, were identified.

A team of two researchers analysed the included articles. The psychometrics properties were collected. Researchers ensured that validity data was calculated on the findings of each individual study and not extracted from elsewhere. These data will be essential for the next phase of the study.

Consensus procedure: RAND/UCLA

Which diagnostic tool for depression would GP researchers select as the most efficient, reliable and ergonomic for use in clinical research?

Criteria to compare

The psychometric properties, (sensitivity, specificity, positive and negative predictive values) of the tools were extracted [6]. They did not vary sufficiently to allow statistical comparison, as the study populations were different. Subsequently, a narrative review was undertaken to extract the reliability data (Cronbach's alpha, Cohen's kappa).

The ergonomics were also important, but comparing this aspect of tools was complex due to the number of items, test duration, method of inquiry, score range, etc.

A consensus, taking into account quantitative and qualitative criteria, based on an European expert panel, was the only alternative to ensure comparison. [7] Consensus procedure

The RAND/UCLA (Research and development / University of California Los Angeles) appropriateness method (RAM) was selected.

It is approved by major institutes, such as the NICE (National Institute for health and Clinical Excellence) in the United Kingdom or the HAS (Haute Autorité de Santé) in France. It was the most appropriate consensus method. [8] [9] Developed in the mid-1980s, it is an instrument to enable the measurement of the overuse and underuse of medical and surgical procedures. It allows a consensual choice in the comparison of complex processes. [7]. RAND/UCLA is a "two-round modified Delphi process" which includes a nominal group. The Delphi rounds avoid leader opinion influence; the panel meeting creates the opportunity to discuss ratings and judgments face to face [10].

Based on the result of a narrative review completed initially, the quality level of the RAM is increased when the results of a systematic review are used. [7] [10] The RAM is one of several methods that was developed to identify the collective opinion of experts. [7] With RAM repeated assessment is used by all experts, to rank relevance, objectivity and homogeneity [9]. The RAM produces appropriateness criteria and quality indicators with face, construct and predictive validity [11].

Experts' panel

The experts' panel was purposively selected from primary care, on research expertise, academic expertise, English level, gender, practice, native culture and language [12]. It was constituted by the research team, which had been enriched by two new countries, It included those follows countries: France, Germany, Italy, Netherland, Poland, Spain, Greece, English, Greek, German, Croatia, Bosnia.

First step

A Delphi procedure eliminated the less efficient and kept the more reliable tools. The comments took into account only validity data, not ergonomics.

Each expert received the study flow-chart; study method; efficiency, sample and reliability data and consent form. They had to rate the efficiency and reliability of each tool on a 9-point Likert scale [13]:

-Is this tool efficient for the diagnosis of depression in primary care? -Is this tool reliable for the diagnosis of depression in primary care? Consensus was defined as at least 70% of the experts rating questions at 7 or above [9]. A tool was considered appropriate if it scored higher than 70% on each question.

Comments were collected in order to structure the experts' panel meeting.

Second step

The 2 nd step (panel meeting) had to confirm the results of the 1 st step and allow debate, without voting, resulting in a presentation of the selected tools. The following resources were provided to experts: methodology reminder, first-round results including all comments, ergonomic features, bibliography data and three 9-point Likert scale notation forms. The forms were completed at the beginning, after testing tools, and at the end of the experts' meeting.

The experts were invited to discuss the results of the first round and whether they agreed with them. If more than 70% of the experts agreed with the results, the first Delphi round was considered successful.

The experts were invited to rate the following statements: "This tool is easy to use in general practice". "This tool could easily be introduced during a consultation". "This tool could be understood by patients". "I like this tool". "Patients could be surprised by this tool".

Experts were invited to evaluate before and after testing the tools face-to-face in pairs. This was undertaken to assess whether testing tools had modified their judgment. Then the ergonomics were discussed. The meeting ended with final evaluations. The entire meeting was recorded in both video and audio format for ultimate quality control.

No final consensus was required at the end of the meeting [7].

Third step

The goal was to select one tool. At the end of the experts' meeting, all discussions were transcribed. Each expert received the transcript independently.

The final question was: "Which is the most appropriate tool for the diagnosis of depression in adult patients, in General Practice, in Europe, in terms of Efficiency, Reproducibility and Ergonomics?" The experts were asked to vote on each tool and to comment on their responses.

The translations, a forward-backward procedure supplemented by a cultural control check.

The objective was to translate the selected tool into the languages of the team members, without losing linguistic and semantic stability, and staying within the context of primary care [14] [15].

A three-step standardized study was conducted among participating countries, including: (I) a forward translation (FT), (II) a backward translation (BT) and (III) a cultural check [16][17] [18] .

The FT was conducted with an incorporated Delphi procedure [19][8] [20] . It is a rigorous way to reach consensus [21][13] [22] . It is a systematic, interactive method which involves a panel of experts using iterative procedures [23].

This process requires:

-Anonymity of participants, which ensures response reliability and avoids contamination, -Iteration, which allows participants to refine their views in the light of the progress of the group's work, -Feedback control under the responsibility of the investigator, -Statistical aggregation of the group's responses to allow a quantitative and qualitative analysis of the data [9] [24][25] [26] .

The EGPRN French team ensured that the whole process followed the protocol. The FT had to be validated by the daily board of the study, composed of members of the EGPRN, all-active within the research process.

The NIs selected translators to set up two translation teams, which worked blind for both FT and BT. Translators, had to be knowledgeable about healthcare terminology. The FT team involved one member of the FP research group and one official translator from every country involved. The BT team involved one (or two) FPs and one official translator [14].

The NIs recruited a panel of experts in their own countries, anonymized the experts' responses and allocated an identification number for later identification [9]. Initially, 20 to 30 experts were recruited per country in order to maintain at least 15 participants until the end of the last round. The selection criteria for each FP expert were: being a native of his/her country of residence and speaking his/her native language; being an English speaker [15]. Over half had to be involved in teaching and/or research activities. In order to assess the representativeness of the panel by its maximum variation, the experts provided the following information: their gender, practice setting, years of practice and publications [27].

According to Brislin's Guidelines for the Process of Cross-Cultural Adaptation of Self-Report Measures, once the FT had been completed, a BT was performed with two goals: (I) to ensure that linguistic translation problems were identified, (II) to collect translation problems which were independent of the linguistic translation itself.

Nevertheless, a linguistic translation was insufficient as translation biases related to cultural aspects in each country were possible; this required cultural control to ensure homogeneity [17][18] [28][29] [30] .

An FP researcher and a PhD linguist analyzed all backward translations and compared them with the original version to establish whether there were any significant difference in terms of meaning. Their report was submitted to a consensus group whose task was to clarify the nature of the anomaly from three problem areas:

A Backward Translation Problem was eliminated if the difference was explained by an incorrect back translation.

A Forward Translation Problem was defined as an anomaly in transcribing the original English.

A Cultural Effect was considered validated if there were no linguistic problems with the translation but where the item needed a modification to be understood by the patients in their own "everyday" language.

At the end of the forward/backward translation and the cultural effect control check, a linguistically stable, definitive translation, which maintained meaning, was produced for each country. This encompassed the structure and order of the questions, item by item, as well as the method of use.

The French study validation

The selected tool has been translated into the languages of team members. If the guarantees have been taken to ensure the mean stability of the tool during the translation process, we must also ensure that the psychometric qualities have little varied. A validation study of the translated tool should be done in daily practice, within GP surgeries, to outpatients.

The overall design of the study imposed from the beginning a close correspondence between GPs and psychiatrists. It was therefore necessary that GPs and researchers psychiatrists work together to drive the study.

A quantitative cross-validation study in an adult French general practice population was carried by the research team of the Soins primaires, Santé Publique, Registre des tumeurs de Bretagne Occidentale (EA 7479 SPURBO). It was a comparative, non-inferiority, multi-centred, survey. The study team constituted of two physician researchers, three GP trainees trained in psychiatric assessment using a structured clinical interview, a psychiatrist, a statistician, 20 GPs, a Data Manager and a Research Coordinator.

The study was carried out in northern Finistère (Brittany, France). The population was a mix of patients from urban, semi-rural and rural environments. In the waitingroom, patients were given a leaflet explaining the study, a questionnaire and a consent form. The participants made the recruitment spontaneously after reading the explanatory notice.

Inclusion criteria

The patients needed to be adults (over 18 years of age). Patients had to give their written informed consent to participate. They completed the questionnaire and submitted it to the study team.

Exclusion criteria

To avoid possible cases of puerperal depression, which requires specific management, women with a reported pregnancy were not included in the study [31][32] [33] . Also excluded were adults consulting for a medical certificate, patients with schizophrenia or related disorders and patients requiring emergency care.

The sample size was calculated according depression prevalence in general population. A structured clinical interview was use as reference. Two groups of outpatients should be compared, depress and non depress and allow the calculation of psychometrics efficiency properties (sensitivity, specicity, negative and positive predictive values). For logistical reasons, it was decided to have a not similar ratio at the randomisation sampling stage between each group. The inclusion period was 20 weeks. The duration of participation for each patient was 1 week. The study was conducted between June 2015 and February 2016. Delays could furthermore generate loss to follow up of patients; therefore, to include 1100 patients was necessary.

The final data analysis was carried out after the database freezes at the end of the data review meeting. The data was analysed by the Data Management Unit of the Brest University Hospital (Brest CHRU).

PPV and NPV were calculated based on a contingency table. The sensitivity and specificity values could not be obtained directly, as the samples of structured clinical interview positive/negative patients were not similar due to the different ratios at the randomization sampling stage. They had to be calculated from the predictive values and the patient frequency at positive depress patient according to the following formulas: 
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BACKGROUND

Depression occurs frequently but it may be difficult to detect and acknowledge in primary care settings, where most patients present with physical symptoms [1][2][3][4].

The prevalence rates of depression differ worldwide (from 2.2% to 10.4%), probably due to conceptual differences and different objectives when diagnosing [5][3, 6-8] and socio demographic factors [9]. There is a large overlap between depression and contextual distress, anxiety and somatoform disorders in primary care. [10]. Family practitioners (FPs) experience problems when diagnosing depression in their patients which may lead to over-prescription of antidepressant drugs. They are the first point of care in most European countries but they seem to be less comfortable with the use of formal diagnostic tools [11].

As FPs try to provide personal, contextual and integrated care, there may be a reluctance to diagnose and use psychiatric labels, such as depression, especially in the context of a somatic illness. These labels may 'separate' the patient with symptoms, such as fatigue, from his or her mental state [12]. Such normalization and diagnostic reluctance may frequently be beneficial for some patients with mild distress but not necessarily for others [13].

We therefore need better knowledge of the tools usable by FPs in the field of depression in adult patients [3]. Several tools exist that help FPs to diagnose depression in adult patients [14]. Identifying the ones that are validated, and evaluating them, will create an opportunity to enhance primary care depression diagnosis. In addition, it will ultimately reduce selection bias and misdiagnosis [15]. It could also improve communication among health professionals if the same tool could be used in primary care (by FPs) and secondary care (by psychiatrists), and improve anti depressant use.

However in accordance with this objective, the field of this research focused on major depressive disorder according the DSM. Bipolar depressive disorders, are not covered by the fields in this research and have not been the concern of this research [16,17]. Minor depressive disorders or mood disorders have not been taken into account because the diagnosis is not clearly defined, particularly where older patients are concerned [18]. Europe. An international team, consisting of EGPRN members, was created by cooptation and willingness to participate in this study.

According to a meta-analysis, it seems that the specificity of FPs' depression diagnosis is high and is in accordance with DSM criteria for major depression, even where their sensitivity is low [3]. The choice of the best possible standard for diagnosis was the first stage for the research team. The standard should be one which can be used by both psychiatry and primary care. It must also take into account a conceptual and cognitive approach which is common to both disciplines [19]. An interviewer-expert, using diagnostic criteria for major depression, according to the Diagnostic and Statistical Manual of mental disorders (DSM), satisfies these two criteria.

The DSM is a classification instrument, a standard categorical tool for research, designed to confirm depression. It describes a number of minor and major symptoms [20][21][22]. The DSM-5, once bereavement has been removed from the criteria for depression, is a further development from the DSM-IV [15,16]. The DSM is mainly designed for research purposes and not for everyday practice [25]. Combining DSM with skilled professionals (psychiatrist, psychologists…) creates a robust standard or an external criterion with which to evaluate the tools for research purposes.

Consequently, the research question was: Which diagnostic tools for depression, tested against a psychiatric examination using DSM IV-5, are usable in primary care research?

METHOD

Systematic review according to the PRISMA Guidelines [26,27] Research group constitution:

An international group of researchers in primary care, including a psychiatrist, from

France, Spain, Portugal, Catalonia (Spain), Italy, Greece, Germany and Poland, was constituted during the EGPRN meetings in Zurich in late 2010. They met several times in order to construct the inclusion/exclusion criteria and research equation.

Step 1: Inclusion of articles Identification:

The following electronic databases were screened: PubMed, Embase and Cochrane.

The This equation was adapted to the characteristics of each database.

A team of 2 international researchers undertook the database document search, working blind and pooling documents at the end of the identification process. They compiled a list of the articles which met the criteria. That list was sent to each national team, including the abstracts, in its own national language, along with a portion of the English abstracts, after duplicates had been removed. Then each national team undertook inclusion/exclusion procedures on these abstracts with 2 national researchers working blind. In addition, a team of two international researchers, working blind, completed the same process of inclusion / exclusion. The two teams of two researchers then compared their results to reach a consensus based on the qualitative criteria of inclusion / exclusion. All eligible abstracts were finally evaluated for identification.

Screening:

Inclusion criteria:

Limited to the past 15 years (In order to have a comprehensive view of the most recent research).

Adults and/or elderly patients English, Greek, Spanish, Italian, French, German, Polish languages.

Exclusion criteria:

Not in IMRaD (Introduction, Methods, Results, and Discussion) format [28].

Depression was not the major topic.

No diagnostic tool identified.

The study was about children or pregnancy or post-partum depression. Depression is a common complication of the post-partum experience. However, in accordance with the demands of our ethical committee, and because there is a scientific debate to discover whether there is a significant difference between perinatal and other forms of depression, perinatal depression was not retained. [29,30] The study was not in a primary care setting.

The tools were identified without validity data.

Eligibility:

A team of 2 researchers extracted the full text articles and sent each national team the articles in their own national language, as well as part of the English articles.

Each national team undertook inclusion/exclusion for eligibility. In addition, a team of 2 members of the international research team undertook the same procedure, working blind. Then the two teams of two researchers merged their results to achieve greater reliability. The use of metric data comparison tools such as Kstatistic was not possible; studies were not comparable in terms of population and sampling. All articles were finally assessed for eligibility using a qualitative group consensus among the four researchers.

Articles were excluded according to the following criteria:

Depression diagnosis was not the major topic of the study.

Efficiency data (Sensitivity, Specificity, Positive predictive value, Negative Predictive value) were absent or imported from another study.

Reliability was the only mentioned validity data in the article.

Language used in the study was not English, Greek, Spanish, Italian, French, German or Polish.

Researchers were not FPs.

Tool was only validated against another diagnostic tool without a face-to-face psychiatric examination using the DSM IV-5.

Tool was only a screening tool.

Step 2: Data extraction and Selection of tools A team of two researchers analysed the included articles. All validated diagnostic tools were extracted. The efficiency data (sensitivity, specificity, positive predictive value, negative predictive value, Youden Index [Se + Sp -1]) were collected.

Youden index is an index used for securing optimal thresholds for testing medical tools [31]. Researchers ensured that validity data was calculated on the findings of each individual study and not extracted from elsewhere.

RESULTS

The three databases search identified 770 abstracts: 546 abstracts were analysed after duplicates had been removed (224 duplicates); 50 of the validity studies were eligible and 4 studies were finally included (Figure 1). Studies included in qualitative synthesis: 4

Table 1 shows the reasons for exclusion of abstracts and articles. Finally, seven tools were selected: the GDS-5, 15 and 30 items (Geriatric Depression Scale with 5, 15 and 30 items), the HSCL-25 (Hopkins Symptoms Checklist with 25 items), the HADS (Hospital Anxiety Depression Scale), the PSC-51 (physical symptom checklist in 51 items), and the CES-DR (Center for Epidemiologic Studies Depression Scale-Revised (Table 2).

Table 1: Reasons for Abstracts, Articles and Tools Exclusion

Reasons for non eligibility

Not in IMRAD format 67

Depression was not the major topic 41

No diagnostic tool identified 233

The study was about children or pregnancy or post-partum depression

21

Irrelevant: not pen and pencil and free of charge and not free 1

The study was not in primary care setting 32

The tools were identified without validity data. 458

Reasons for non inclusion

Depression diagnosis was not the major topic of study 1

Efficiency data were absent or imported from another study, 8

Reliability was the only mentioned validity data in the article 2

Language used in the study is not English, Dutch, German, Polish, Greek, Italian, Spanish, French or Portuguese 8

Researchers are not FPs 0

Tool was exclusively tested against another tool 14

Tool was only validated against another diagnostic tool without a face-to-face psychiatric examination using the DSM IV-5

49

Tool was only a screening tool. 4

Results of exclusion have been summarized. The addition of results

showing the number of eligible or included articles is not provided here. This information is given in a flow PRISMA diagram. The 'entire, initial sample' of all the studies and the sensitivity and specificity data were collected. PPV and NPV were not always present in the articles. The calculation of the Youden index (sensitivity + specificity -1) enabled a comparison of the effectiveness of the tools to be made. GDS-5, GDS-15, HSCL-25 and HADS had a Youden Index greater than 0.6 (high effectiveness); while GDS-30, CESD-R and PSC-51 had less than 0.6 (Table 2). 

Concerning the study of

DISCUSSION

The aim of the study was to find out which diagnostic tools, used for depression diagnosis in primary care, are validated against a psychiatric examination, using major depression criteria, according to DSM IV-5. Those tools were: GDS-30 and CESD-R, PSC-51 and HADS, the GDS-5 and GDS-15, HSCL-25 [32][33][34] [35].

Comparison with existing literature:

Retaining a psychiatric examination based on the DSM was an effective means of comparing the efficiency of the tools [36]. The Youden index gave a robust comparison. It emerged subsequently that the pitfall of this study is that the use of the DSM by a psychiatrist, as comparison criteria, excluded very popular tools. The tools extracted by the literature review were not the tools commonly used in practice.

This was intentional as our purpose was to select a tool for research. For example, the 4DSQ is validated against a population-based mathematical model and not against clinical comparison criteria [37] [38]. The PHQ-9, which is also very popular, is a follow-up tool, validated against the Hamilton Scale for follow-up and often used as a diagnostic tool [39][40]. Nevertheless, the PHQ-9 was never validated against a psychiatric examination, using the DSM, in our team's languages. The PHQ-9 had been validated against DSM-4 in East Africa in 2009 but the language was irrelevant as it did not fall within our criteria [41].

The research team made choices successively, throughout the entire process, in order to be as accurate as possible and to maintain the ability to communicate with other health professionals. These choices led to the elimination of some popular tools which had certain methodological restrictions preventing their validation according to our search method [19].

The selected tools are categorical and have been little used in everyday family medicine up until now, although this may change rapidly with the introduction of the new primary care mental health nurses in several European countries. On one hand, psychiatrists argue that the difficulty of having to combine validity, utility and disease status in one tool prevents clinicians from using them [42]. On the other hand, FPs are dubious about the validity of DSM for primary care and, therefore, will not use scales [43]. In addition, these tools were mainly developed for research, and not for (general) practice purposes, which might explain their limited use. The GDS-30 was developed in 1982 to diagnose and quantify depression in elderly patients [44]. It was designed with 30 items, using binary response, centered on the previous week's symptoms. It is widely used for research purposes [45,46]. The GDS-5 and GDS-15 are short versions of the GDS-30 designed for better ergonomic use [47,48]. The CESD-R was developed in 1977 to diagnose and quantify depression [49]. It was designed with 20 items, using a 4-point Likert scale, centered on the previous week's symptoms. It is also widely used in research [50]. The PSC-51 is a 51-item physical symptoms list. PSC-51 is little used [33]. The HADS was developed in 1983 to diagnose and quantify depression in hospital [51]. It is designed with 14 items, using a 4-point Likert scale, and is centered on the previous week's symptoms. It is a widely used tool in research [52]. The HSCL-25 was developed in 1974 to diagnose and quantify depression [53]. It is designed with 25 items, using a 4-point Likert scale, centered on the previous week's symptoms. It is widely used and specifically used with refugees [54,55].

Strengths and limitations of the study:

This collaborative work followed a well-defined and rigorous methodology. The broad-based research team consisted of primary care providers or researchers from several countries and cultures. However, not all European countries were represented. Nevertheless, members of this literature review cover a broadly based linguistic range: Romance, Greek, Germanic and Slavic languages. Through a stepwise process, a list of diagnostic tools, usable for depression diagnosis in primary care research and based on the DSM, could be determined.

Selection bias may have occurred but it is limited by the use of a multilingual team, two pairs of two researchers, working blind, at all stages of the selection and inclusion process and also by the wide range of the search equation.

Information bias was possible but limited by the thoroughness of the search. A complete collection of all the summaries and all the full-text articles was assembled.

No documents were omitted. The relevant outcomes, such as PPV and NPV, were not always present. The choice of database is debatable the team oriented the search towards a primary care setting.

Confusion bias was limited by using a group consensus procedure to establish the final list at each step (identification, screening, eligibility and inclusion).

Teaching implications:

In family medicine medical education, students are often faced with the question of how to make a depression diagnosis. Many trainees feel that they have difficulty in detecting depression and consequently they do not know whom to treat, whom to follow up and whom to discharge. Even though this study is mainly focused on research, the use of categorical tools will be of great help to those young physicians.

They will be able to assess their practice with these tools and to establish robust professional methods for handling depression diagnosis. As always, a tool is only an entry point for the diagnosis and for the conversation with the patient about the labelling of their symptoms. Students have to be taught how to introduce a tool into the consultation; how to stimulate patients to use a tool; how to interpret, discuss and record the results, and subsequently, how to follow up their patients with that help.

Research implications:

The studies collected by the systematic literature review involved adult patients. Only be taken into account, apart from age, for example, the ability to cope, which is not only age-related. [57] Future research will need to ensure that these tools have their place in the treatment of adult patients, inter alia regardless of their age.

Within the perspective of collaborative studies about depression in primary care, FPs show a good level of specificity in diagnosing depression according to DSM criteria but choosing tools to be shared by FPs and psychiatrists will be a challenge. [3] The choice of a common tool could be based on statistical criteria but the choice could also be influenced by clinical criteria of usefulness. [42] Further research, which applies a standardized methodology, will be necessary to choose the best possible tool, in terms of reliability, efficiency and ergonomics, for undertaking Europe-wide collaborative studies between GPs and psychiatrists. [START_REF] Hassan | Delphi type methodology to develop consensus on the future design of EMS systems in the United Kingdom[END_REF] Using only efficiency data could be misleading in the comparison of tools. Therefore, completing this study by researching the reliability data for these tools would have added value, whether this were achieved through the use of the COSMIN statement or by finding additional data on Cronbach's Alpha or Cohen's Kappa in the literature for each tool. [59][48] It would also be useful to find ergonomics (easy to use) data and that could also be undertaken by means of a literature search. Ergonomics must be taken into account. This is particularly important in primary care because of the importance of the usually limited consultation time.

After collecting these data and analysing the results, the research team will undertake an expert consensus, using the RAND/UCLA methodology, to find which one of the 7 funded tools is the best, in terms of reproducibility, reliability and ergonomics, for research in primary care.

CONCLUSION

This study selected seven validated tools, usable in primary care, for the diagnosis of depression: GDS-30, CESD-R, PSC-51, HADS, GDS-5, GDS-15, and HSCL-25.

There is need for further research on reliability and ergonomic data for these tools in order to define the best tools in terms of efficiency, reproducibility, reliability and ergonomics for collaborative research in primary care and psychiatry. 
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INTRODUCTION

Primary care is a strategic place for depression diagnosis and treatment.

[1][2][3][4] [5] This led to a triple challenge:

-Improve early diagnosis.

-Provide a simple and effective diagnostic tool that allows medical research in daily practice.

-Gain consensus on the tool's use irrespective of nationality.

For Seven tools were found using a systematic literature review. They needed to be validated against a psychiatric examination using the DSM's major depression criteria, usable in primary care research and conceptually understandable by GPs and psychiatrists [9]. Consequently, this method of selection excluded tools such as PHQ, which are not validated against the DSM [10]. Then it was necessary to select the more reliable, efficient and ergonomic tool.

Based on these criteria, the research question was: which diagnostic tool for depression would GP researchers select as the most efficient, reliable and ergonomic for use in clinical research?

MAIN TEXT

METHOD

Criteria to compare

The psychometric properties, (sensitivity, specificity, positive and negative predictive values) of the tools were extracted [9]. They did not vary sufficiently to allow statistical comparison, as the study populations were different. Subsequently, a narrative review was undertaken to extract the reliability data (Cronbach's alpha, Cohen's kappa). The ergonomics were also important, but comparing this aspect of tools was complex due to the number of items, test duration, method of inquiry, score range, etc. A consensus, taking into account quantitative and qualitative criteria, based on an European expert panel, was the only alternative to ensure comparison [11].

Consensus procedure

The RAND/UCLA Appropriateness Method (RAM) is approved by major institutes, such as the NICE (National Institute for health and Clinical Excellence) in the United Kingdom or the HAS (Haute Autorité de Santé) in France. It was the most appropriate consensus method [12][13].

Developed in the mid-1980s, it is an instrument to enable the measurement of the overuse and underuse of medical and surgical procedures. It allows a consensual choice in the comparison of complex processes [11].

RAND/UCLA is a "two-round modified Delphi process" which includes a nominal group. The Delphi rounds avoid leader opinion influence; the panel meeting creates the opportunity to discuss ratings and judgments face to face [14]. (Figure 1)

Based on the result of a narrative review completed initially, the quality level of the RAM is increased when the results of a systematic review are used [11][14].

The RAM is one of several methods that was developed to identify the collective opinion of experts [11]. With RAM, repeated assessment is used by all experts to rank relevance, objectivity and homogeneity [13]. The RAM produces appropriateness criteria and quality indicators with face, construct and predictive validity [15].

Experts' panel

The experts' panel was purposively selected from primary care, on research expertise, academic expertise, English level, gender, practice, native culture and language [16].

First step

The study started with a Delphi procedure to eliminate the less efficient and keep the more reliable tools. The comments took into account only validity data, not ergonomics.

Each expert received the study flow-chart; study method; efficiency, sample and reliability data and consent form. They had to rate the efficiency and reliability of each tool on a 9-point Likert scale [17]:

-Is this tool efficient for the diagnosis of depression in primary care?

-Is this tool reliable for the diagnosis of depression in primary care?

Consensus was defined as at least 70% of the experts rating questions at 7 or above [13]. A tool was considered appropriate if it scored higher than 70% on each question. Comments were collected in order to structure the experts' panel meeting. The 2 nd step (panel meeting) had to confirm the results of the 1 st step and allow debate, without voting, resulting in a presentation of the selected tools. The following resources were provided to experts: methodology reminder, first-round results including all comments, ergonomic features, bibliography data and three 9-point Likert scale notation forms. The forms were completed at the beginning, after testing tools, and at the end of the experts' meeting.

The experts were invited to discuss the results of the first round and whether they agreed with them. If more than 70% of the experts agreed with the results, the first Delphi round was considered successful.

The experts were invited to rate the following statements:

"This tool is easy to use in general practice".

"This tool could easily be introduced during a consultation".

"This tool could be understood by patients".

"I like this tool".

"Patients could be surprised by this tool".

Experts were invited to evaluate before and after testing the tools face-to-face in pairs. This was undertaken to assess whether testing tools had modified their judgment. Then the ergonomics were discussed. The meeting ended with final evaluations. The entire meeting was recorded in both video and audio format for ultimate quality control.

No final consensus was required at the end of the meeting [11].

Third step:

The goal was to select one tool. At the end of the experts' meeting, all discussions were transcribed. Each expert received the transcript independently.

The final question was: "Which is the most appropriate tool for the diagnosis of depression in adult patients, in General Practice, in Europe, in terms of Efficiency, Reproducibility and Ergonomics?" The experts were asked to vote on each tool and to comment on their responses.

RESULTS

Eleven experts from 8 European countries participated. They were all GPs, fluent in English. The panel was composed of 9 women and 2 men. Of the 11 experts, 9

practised in urban areas of more than 5,000 inhabitants and 2 worked in urban areas with 2,000 to 5,000 inhabitants. (Table1) 

* PubMed Database

The tools selected by the literature review were: GDS-5, 15 and 30 (Geriatric Depression Scale with 5, 15 and 30 items), the HSCL-25 (Hopkins Symptoms Checklist with 25 items), the HADS (Hospital Anxiety Depression Scale), the PSC-51 (physical symptom checklist in 51 items), and the CES-DR (Center for Epidemiologic Studies Depression Scale-Revised).

First step

The PSC-51, GDS-30 and CES-DR: eliminated for lack of efficiency.

The GDS-15 and GDS-5: eliminated for lack of reliability.

The HADS and the HSCL-25: considered efficient and reliable. (Table 2) 

Second step

Eight experts participated and confirmed that HSCL-25 and HADS were the bestvalidated tools in terms of efficiency and reliability.

Before the ergonomics test, the experts had favoured HADS. Their individual opinions were modified after testing the HSCL-25 face-to-face (Table 3). Consensus

was not sought at the end of the meeting.

All comments were collected and were returned to the experts in the document they were sent for the 3rd phase (for example): 

HADS

Third step

The 8 experts who participated in the whole procedure were asked to vote:

"Which is the most appropriate tool to diagnose depression in adult patients in General Practice, in Europe, in terms of its efficiency, its reliability and its ease of use?" 6 answered, "In my opinion, the HSCL-25 is the most appropriate tool to diagnose depression in Primary Care practice."

diagnose depression in Primary Care practice."

The experts gave final comments (for example):

-"After analysing all the psychometric properties, the most useful test in primary care in many countries in Europe, with numerous cultural variations, is the HSCL- 

DISCUSSION

The HSCL-25 appeared the most interesting tool for diagnosing depression in terms of the combination of its efficiency, reliability and ergonomics. It is a self-rating scale derived from the SCL-90 which is a multidimensional psychological test instrument for the assessment of psychological symptoms and distress [18][19] [20]. It has robust efficiency and reliability scores [21][22][23].

This RAM study was based on a systematic literature review [9], of higher quality than the original RAM with a non-systematic literature review. The ergonomic factor was an important criterion in maintaining a relationship between patients and GPs.

Researchers demonstrated by this process how ergonomics were decisive in choosing a tool suitable for future research [24].

HSCL 25 has been widely used for evaluation among traumatised populations and used many times in primary care. [25][26][27] [28][29] HADS has been widely used over a long period for clinical and research purposes [30]; has been translated into several languages [31] and validated for use in primary care. Nevertheless, HADS seemed complicated for research purposes in daily practice. [32][33] [34] The PSC-51, the CES-DR [35] and the GDS (GDS-30) were considered but efficiency was too low. The GDS was developed specifically to detect depression in elderly patients. [36] It was rejected in the 2 shorter versions: GDS-15 and GDS-5 as reliability was too low. [37] 

LIMITATIONS

The quality of the panel was important for the overall quality level. The panel conformed to the requirements of variability in culture, language and practice. 4 language families were represented: Germanic, Slavic, Hellenic and Romance. The panel size was sufficient (7 to 15 experts). [11] The deadlines for the Delphi rounds were short. Each judgment was performed blind. [42] To reduce information bias, each expert received a record of all the bibliographic sources of the data provided.

The reliability data were mainly based on Cronbach's alpha values. Those values were extracted using an additional literature review. [43] The tools found in literature were not anonymised. The judgment of each expert could possibly take his/her knowledge into account. Nevertheless, the experts' opportunity for debate during meetings controlled this possible confusion bias.

A systematic literature review creates the possibility of original selection bias. From the outset, the gold standard was the psychiatric examination based on the DSM's major depression criteria. Tools with a high level of validity but which did not use this gold standard as their starting point, such as PHQ [44], could not be selected. The objective of the SRL was to focus on the tools; the list was not exhaustive. It could be worthwhile to initiate a study using another gold standard, such as the Hamilton test, [45] and compare results. The incidence and prevalence rates of depression therefore differ widely in family practice, due to complex contextual variations, differences in health care systems, concepts of disorder, objectives and practices, as well as cultural variations in the expression of the disorder [11][12] .
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DSM

Collaborative primary care mental health models can improve care and outcome for patients. With the aim of supporting them, the European General Practice Research Network (EGPRN) developed a collaborative research agenda. [13] FPs, whether within or outside this network, require a reliable, standardized, efficient and ergonomic tool which should take into account cultural and linguistic differences.

[14] [15] The EGPRN adopted a standardized methodology including European FPs experts from different cultures, who speak different languages, within different healthcare systems, to set up an established consensus procedure to identify such tools [16][17] .

These tools had to be acceptable to both FPs and psychiatrists, and informative for both, to improve collaboration [18]. They must be routinely feasible in the physician's surgery, in either primary or psychiatric care, and to be extremely practical for research purposes [19]. These tools had to be validated and reliable.

A handbook was developed consensually in order to select a single tool and then translated into different languages, using a forward and backward translation (inspired by Brislin's model). It was a consensual procedure that has been used internationally in other cross-cultural studies [20][21] [22] . At each step, the key points and purposes were debated and chosen by consensus among European experts.

Initially, a systematic review of literature in the indexed databases, according to PRISMA criteria, was produced. Seven tools validated against a psychiatric examination using the DSM's major depression criteria were collected [23]. A Consensus procedure (RAND/UCLA) made it possible to select one tool according to its effectiveness, reliability and ergonomics [24]. European researchers selected the Hopkins Symptom Checklist-25 items (HSCL-25) [23][25] [26] . It is a highly validated, reliable diagnostic tool for ranking levels of depression [27][28] . It is a self-rating scale on the existence and severity of both anxiety and depression symptoms experienced during the preceding week [29][30] .

The objective of this study was to translate the HSCL-25 into the languages of the team members, without losing homogeneity, and staying within the context of primary care [22][31].

METHOD

A three-step standardized study was conducted among participating countries, including: (I) a forward translation (FT), (II) a backward translation (BT) and (III) a cultural check [11][32] [33] . (Figure 1)

The FT was conducted with an incorporated Delphi procedure [34][35] [36]. It is a rigorous way to reach consensus [37][38] [39] . It is a systematic, interactive method which involves a panel of experts using iterative procedures [40].

This process requires: The EGPRN French team ensured that the whole process followed the protocol. The FT had to be validated by the daily board of the study, composed of members of the EGPRN, all-active within the research process.

The NIs selected translators to set up two translation teams which worked blind, for both FT and BT. Translators had to be knowledgeable about healthcare terminology.

The FT team involved one member of the FP research group and one official translator from every country involved. The BT team involved one (or two) FPs and one official translator [22].

The NIs recruited a panel of experts in their own countries, anonymized the experts' responses and allocated an identification number for later identification [41]. Initially, 20 to 30 experts were recruited per country in order to maintain at least 15 participants until the end of the last round. The selection criteria for each FP expert were: being a native of his/her country of residence and speaking his/her native language; being an English speaker [31]. Over half had to be involved in teaching and/or research activities. In order to assess the representativeness of the panel by its maximum variation, the experts provided the following information: their gender, practice setting, years of practice and publications [45].

According to Brislin's Guidelines for the Process of Cross-Cultural Adaptation of Self-Report Measures, once the FT had been completed, a BT was performed with two goals: (I) to ensure that linguistic translation problems were identified, (II) to collect translation problems which were independent of the linguistic translation itself.

Nevertheless, a linguistic translation was insufficient as translation biases related to cultural aspects in each country were possible; this required cultural control to ensure homogeneity [17][20] [32][33] [46] .

An FP researcher and a PhD linguist analyzed all backward translations and compared them with the HSCL-25 original version to establish whether there were any significant difference in terms of meaning. Their report was submitted to a consensus group whose task was to clarify the nature of the anomaly from three problem areas:

A Backward Translation Problem was eliminated if the difference was explained by an incorrect back translation.

A Forward Translation Problem was defined as an anomaly in transcribing the original English.

A Cultural Effect was considered validated if there were no linguistic problems with the translation but where the item needed a modification to be understood by the patients in their own "everyday" language.

At the end of the forward/backward translation and the cultural effect control check, a linguistically stable, definitive translation, which maintained meaning, was produced for each country. This encompassed the structure and order of the questions, item by item, as well as the method of use of the HSCL-25.

Ethical request: The EGPRN French team was in charge of checking the volunteering process and confirming there were no potential risks or benefits related to participants

The Comité d'Ethique of the Université de Bretagne Occidentale gave its approval for the whole process.

The EGPRN French team recruited National Investigators (NIs) and requested their consent, arranged voluntary participation in the study and produced an absence of conflict of interest statement.

Each NI asked the participants for their signed consent. 

Some translation issues required a second proposal and another Delphi round

In Croatian, eleven proposals were rejected in the first round.

For example, for Item-17 (feeling blue) the first proposal was "Bili ste tužni", which was considered to be too focused on melancholia, so, it was modified to "Bili ste sjetni", closer to the concept of sadness. All new proposals were accepted during the second round.

In the French translation, consensus was not reached on eighteen proposals in the first round and needed further specification in the second round. For example, for Item-25 (sleep disturbance), the first proposal was "vous n'arrivez pas à dormir" which was modified to "votre sommeil était perturbé ", closer to the English word:

'disturbed'. All new proposals were accepted during the second round.

As a German version of the HCL-25 already existed, the German NIs proposed that their expert panel would discuss the official version anyway, but without the forward translation process. All items were accepted in the first Delphi round. At this step, the Germans NIs stopped the procedure. No cultural check was performed.

Nine Greek proposals were rejected in the first round.

For example, for Item-1 (Being scared for no reason): the first proposal was "Είµαι τροµοκρατηµένος χωρίς αιτία". This proposal was considered "too strong".

Consensus was reached on the second proposal: "Είµαι τροµαγµένος χωρίς αιτία".

All new proposals were accepted during the second round.

In the Italian translation, consensus was not reached on five proposals in the first round.

For example, for Item-5 (heart racing), the first proposal was "avere tachicardia", which was considered to be too focused on medicine, therefore it was modified to "sentire le cuore battere veloce", which was more familiar to the reviewers. All new proposals were accepted during the second round.

In the Spanish Galician translation, consensus was not reached on three proposals in the first round. For example: for Item-6 (trembling), the first proposal was "trema", the present indicative of the verb "tremar". The second proposal was "ten tremores", which was accepted in the second round. All new proposals were accepted during the second round. (Table 3) 

C C C C C C C NC C C 2 Feeling fearful C C C C C C NC C C C 3 Faintness C C C NC NC C NC NC C C 4 Nervousness C C C C C C C C C C 5 Heart racing C C C NC C C C C C C 6 Trembling NC C C NC NC C C C C C 7 Feeling tense C C C C C C C C C C 8 Headache C C C C C C C C C C 9 Feeling panic C C C NC C C NC C C C 10 Feeling restless NC C C NC C C NC C C C 11 Feeling low in energy C C C C C C NC NC C C 12 Blaming oneself C C C NC NC C C C C C 13 Crying easily C C C C C C C NC C C 14 Losing sexual interest C C C NC C C NC C C C 15 Feeling lonely C C C NC C C NC C C C 16 Feeling hopeless C C C C C C NC C C C 17 Feeling blue C C C NC C C NC C C C 18 Thinking of ending one's life C C C C C C C NC C C 19 Feeling trapped C C C NC C C C C C C 20 Worrying too much C C C NC C C NC NC C C 21 Feeling no interest C C C NC C C NC NC C C
22 Feeling that everything is

an effort C C C C C C C C C C 23 feelings of Worthlessness C C C NC C C C NC C C 24 Poor appetite C C C C C C C NC C C 25 Sleep disturbance NC C C NC C C C C C C 26 
Choose the best answer for how you felt over the past week 

C C C NC C C C C C C 27 Not at all C C C C NC C C C C C 28 A little C C C NC C C C C C C C C C C C C C C C C 30 Extremely C C C C C C C C C C 31 

Backward translation and cultural check

The initial instructions, the 25 items, the quotation and the explanatory sentences were back-translated. A total of 36 propositions was subjected to analysis. All backward translations were compared linguistically to the original. Differences were noted for submission to the NIs and the consensus group. Three consensus group meetings were necessary with national feedback between each.

For the Hellenic language

The translation was mainly based on an adaptation according to gender. The experts concluded that there was a general cultural effect affecting all parts of the scale.

However, there were no real differences in meaning, and so the Greek HSCL-25 scale remained stable in comparison with the original.

For the Slavic languages

Poland: 13 items were different. 7 due to a BTP, 6 required a cultural adaptation.

Bulgaria: 3 items were different. 2 due to a BTP, 1 required a cultural adaptation.

Croatia: 8 items were different. 2 due to a BTP, 8 required a cultural adaptation.

Most items resulted from a conceptual issue: therefore « Heart racing » became « Palpitations », « Trembling » « Tremors », and « an effort » « a burden » in Polish; moreover « Feeling low in energy » became « Feeling low in energy » in Bulgarian;

« Feeling restless » was translated by « Anxiety » in all three languages, for there were no equivalent words to express these ideas. A word-by-word translation, in that case, was impossible. « Headache » turned into the plural form « Headaches » in Polish for grammatical reasons.

For Croatia, the main cultural aspect was the use of the present perfect, which is a tense of state and not of action, commonly expressed in all daily life: in Items 2, 7, 9, 10, « feeling » was logically replaced by « you have been ». Only one item appeared to be stronger, « Faintness », where the term was replaced by « weakness », but the word weakness in Croatian was in fact equivalent. Finally, translation into Bulgarian showed it to be the most stable of those three languages.

For Romance languages

Italy: 7 items were different. 6 due to a BTP, 1 required a cultural adaptation France: 5 items were different. 4 due to a BTP, 1 required a cultural adaptation.

Spain: 6 items were different. 1 due to a BTP, 5 required a cultural adaptation Catalonia: 7 items were different. 4 due to a BTP, 3 required a cultural adaptation.

Galicia: 5 items were different. 1 due to a BTP, 4 required a cultural adaptation.

For the French scale, the tense used in everyday language should be the present.

However, the past tense was the tense used in the forward version. The past tense, in everyday French, is considered an older, upper-class use of the language. All tenses were modified: e.g. « Tout était un effort pour vous" was modified by « Tout est un effort pour vous » in the final definition.

For the Hispanic languages (e.g. standard Spanish, Catalan and Galician) and

Italian, the translation had to be modified according to gender, and more precisely on the male plural form for the Italian scale, which was the usual way of speaking/writing in that country. As far as the Galician scale was concerned, item 14 « losing sexual interest », was translated into « Loss of sexual interest » which expressed a state, not an action, as in the original English version: but the local experts considered it a normal way of speaking/writing in that language.

For all of languages

Item-17 « Feeling Blue » coming from the Afro-American culture, would come from a contraction of "having the blue devils" or having the blues (blows or hits) to the soul.

This expression induced a cultural effect in 6 out of the 9 languages. A word-by-word rendition was then impossible and required a cultural adaptation.

The items-15 « Feeling lonely », 18 « Thinking of ending one's life », 19 « Feeling trapped » and 25 « Sleep disturbance » remained stable after BT.

As regards the 10 scale instructions and the quotation question, the BT was different from the original version of 9 items except the explanation concerning the administration time required to use the tool. Many translation problems were related to 'cultural' effects specific to the languages. For example: in French, some terms were replaced by typical expressions commonly employed in questionnaires: e.g.

« pencil-and-paper » was translated by « auto questionnaire » and « Not at all » by « Pas du tout d'accord ».

An interesting point to note: not only were there translation similarities (often with stronger meanings or medical connotations) between languages belonging to the same linguistic group, but also similarities between different groups: the best example concerns Slavic and Hispanic languages about Item 3 « Faintness », which was translated by « Weakness » in Catalan, Standard Spanish, Galician, and also in Croatian, having a more prosaic than medical connotation.

At the end of the cultural analysis, the consensus group finally concluded that there were no changes of meaning, and the translation was finalized in all 9 languages. 

DISCUSSION

Using a three step qualitative procedure, ecologically embedded in primary care, nine consensual translations of the HSCL-25 were obtained which were homogeneous to the original version, in 3 language families, e.g. Hellenic, Slavic and Romance. A German version already existed.

They aimed to meticulously track inconsistencies between any local translations, which could lead to misinterpretation. This methodical and transcultural validation ensured the transfer of the same content from one language to another as well as its reliability. [17][46] The Greek translation remained the most stable, followed by Bulgarian. Item 17, « Feeling blue » was the most challenging to translate, followed by Item 3 « Faintness » and Item 5 « Heart racing ».

Some scales needed an ultimate adaptation in terms of tense (French, Croatian) and others in terms of gender (Greek, Italian, and Hispanic languages).

Research and teaching implications

Translation remains the most crucial step in the adoption of a well-developed instrument by another nation using a different language. Errors in translation may distort the original intent of this instrument and compromise the validity and reliability of the resulting instrument. [47] There are what may be called semantic issues affecting comparability in international studies since the same word is interpreted differently across countries and cultures. [48][49] Moreover, certain terms and concepts may not exist in other languages, or may have additional connotations that back-translations do not always reveal. Challenges arise, not only because of the content of word-to-word, literal translation, but also because of the linguistic form of the language, such as tone, and syntax. [50] The translations of the HSCL, compared to the original version, are now linguistically similar, in terms of meaning. However, the scales need further testing as this first step is not sufficient to complete the task of translating them and supporting their cross-cultural validity. The external and internal validity of each version has to be tested to ensure their level of reliability is comparable with the original version. This will be achieved through quantitative studies in primary care daily practice.

FPs in most of Europe are now able to use this tool in research studies within family practice and assess the severity of depression in their patients. The use of such a shared tool may have a great impact on the feasibility of doing research on depression in primary care in the future. We will be able to compare data between European countries more easily which will make it possible to undertake statistical reviews on the epidemiology and symptoms of depression throughout Europe. The use of the same instrument can support the conceptualization of the studied phenomenon across different studies, and the findings can then be compared. [21] 

Limitations

To reduce the selection bias and to ensure the quality of the sample: the study was managed to ensure the involvement of FPs in the linguistic translation and that was a key point for us to pursue in this study. As described by many translators, when discussing scientific translation work, it is essential that a "specialist" in the field (e.g.

the field of primary care daily practice) take a last look at the translation. [20][51] [52] He or she is the main arbiter of the quality of the final translation. [53] 

Conclusion

The F-HSCL-25 is an appropriate diagnostic tool for depression in primary care in France due to its high specificity and high NPV. This pilot study will be extended throughout Europe, however, preliminary evidence suggests that the HSCL-25 is a suitable diagnostic tool for depression in primary care.

INTRODUCTION

Major depression affects 4.4% of the world population [1][2][3]. Estimates of prevalence in the general population vary in Europe but are currently around 25% [4][5][6] .

Furthermore, the prevalence is twice as high for women [7]. A prevalence increase of more than 18% was observed between 2005 and 2015 [8]. Within the French population, prevalence is estimated to be between 5% and 12% [9]. Currently, nearly 8 million French people have experienced, or will experience, depression during their lifetime [10]. Depression has a significant impact on emotional, social and occupational life and is a major risk factor for suicide [11].

The general practitioner (GP) diagnosis for major depression has a high specificity but a low sensitivity in routine care but, as GPs can also offer efficient follow-up, primary care is a good place to organize treatment [12,13] . This syndromic disorder is not easy to diagnose due to the wide variety of ways in which it may be presented [14]. In most European countries, GPs are the first, and often the only, physicians to take care of depressed patients but they generally have little time [15,16] . A fast, efficient and sensitive tool with a reasonable specificity and negative predictive value, would add value and save time, thereby improving performance management in primary care.

From the many diagnostic tools available for combined European research studies, the HSCL-25 has been selected, using a European consensus procedure, based on a systematic review of the literature. It combines high quality reliability, effectiveness and ergonomics with a conceptual connection to the DSM [17,18].

The HSCL-25 is a short-form diagnostic tool derived from HSCL-90 [19,20]. This is a comprehensive, systematized, semi-directed, clinical self-administered questionnaire [28][29].

The specificity is robust: between 0.78 to 0.88, the reliability (Alpha de Cronbach) is between 0.87 to 0.97 [21][22][23][24] . The HSCL-25 short length self-administered format is perfectly suited for use in busy primary care settings with many competing demands.

It may represent a practical instrument to alert French GPs to potentially depressive or anxious symptomatology.

The score is based on 25 questions divided into two sub-sections related to the presence and intensity of symptoms of depression and anxiety experienced during the previous week. Patients select one of the four responses for each item on a 4point Likert scale, ranging from 1 (strongly disagree) to 4 (completely agree).

Completing the questionnaire takes between 5 and 10 minutes. The final score is calculated by dividing the sum of the scores of all the items by 25 (the final score ranges from 1.00 to 4.00). A diagnosis of Major Depression, defined as "a case requiring treatment," is generally above a threshold of 1.75 [25].

The HSCL-25 was translated into French using a well-established procedure in primary care, involving a forward/backward translation based on a Delphi procedure, combined with a cultural check to maintain linguistic and semantic reliability (appendix 1) [26,27].

In 1993, Nettlebladt & al. evaluated the accuracy of the HSCL-25 as a primary care diagnostic questionnaire in Sweden [30]. They carried out a study in six Swedish primary healthcare centers in two districts, one rural and one semi-urban, to validate the HSCL-25 against the PSE-9 and establish a cut-off.

A cut-off of 1.55 indicated a patient at risk, but a cut-off of 1.75 specified that the patient needed treatment. A cut-off of 1.75 gave a sensitivity of 73%, a specificity of 76%, a Positive Predictive Value (PPV) of 58% and a Negative Predictive Value (NPV) of 86% [30].

The HSCL-25 is not currently used by French GPs, but is a potentially promising 

Participants

The study was carried out in northern Finistère (Brittany, France) in three study centres (family practice offices affiliated to SPURBO). The population was a mix of patients from urban, semi-rural and rural environments. In the waiting room, before their primary care appointment, patients were given a leaflet explaining the study, an F-HSCL-25 scale and a consent form. Participants were recruited spontaneously to ensure the representativeness of the recruited population, after they had read the explanatory notice and completed the F-HSCL-25 (paper version).

Inclusion criteria

The patients needed to be adults (over 18 years). Patients had to give their written informed consent to participate. They completed the F-HSCL-25 self-assessment questionnaire and submitted it to the study team.

Exclusion criteria

To avoid possible cases of puerperal depression, which requires specific management, women with a reported pregnancy were not included in the study [31][32] [33]. Also excluded were adults consulting for administrative purposes, patients known to be schizophrenic or having related disorders and patients requiring emergency care.

Sample size

Patients were placed in an HSCL+ group or an HSCL-group according to their scores : F-HSCL-25 score ≥1.75 (or HSCL+) and F-HSCL-25 score <1.75 (or HSCL-). To obtain two balanced groups for final analysis, one in two patients in the HSCL+ group were randomly administered an PSE-9 interview, and one in sixteen patients in the HSCL-group were administered an F-PSE-9. This process ensured the two groups were as comparable as possible.

The delay between interview and inclusion had to be between one week and one month in order to prevent bias in the results of the PSE-9 interview. This was particularly important where an F-HSCL-25 score of ≥1.75 initiated treatment by the GP.

These ratios assume a prevalence of depression between 5% and 12% which gives reasonable precision in estimating diagnostic performance [9]. At least 45 patients were needed per group to ensure a power of 80% in order to detect a difference of at least 50% in the number of people with a PSE-9+ result in the HSCL+ group, compared with 20% with a PSE-9+ result in the HSCL-group.

This required the recruitment of 810 patients. To compensate for those lost to followup, the research team decided to include 1100 patients.

The randomization was achieved independently, via computer software, excluding any human intervention in the selection.

Ethics

The entire study obtained the ethical agreement of the PPC (Protection of Persons All patients with a score of ≥ 1.75 were informed by the investigating physician, that they could be depressed, in order to initiate the necessary care with their GPs, according to ethical principles and the ethical consent form.

Statistical analysis

The 

RESULTS

Clinical and demographic features

The Flow diagram (Fig. 1) shows the number of included patients who had filled in the HSCL-25, whether they were randomised to the PSE-9 group or not, and also

shows those who took the PSE-9. 

HSCL-group:

• 886 patients were randomized according to a ratio of 1/16.

• 831 did not take the PSE-9 test, the study ended for these patients HSCL+ group:

• 240 patients were randomized according to a ratio of 1/2.

• 122 did not take the PSE-9 test, the study ended for these patients.

Prevalence pitfall

A prevalence established by the F-HSCL-25 of 21.3% was identified among patients consulting their GPs. At the beginning, the sample size was calculated according to prevalence between 5% and 12%. This led to some imbalance in the number of PSE-9 assessments being carried out in the HSCL+ and HSCL-groups.

The study included 1126 French outpatients consulting their GP. Patients were aged between 18 and 94 years. The median age was 59 years and the gender ratio (F/M) was 1.49, Table 1. 

General discussion

Compared to the study by Nettlebladt, this study resulted in a lower sensitivity (59% versus 76%), it had a higher specificity (91% versus 73%). The prevalence of conspicuous psychiatric morbidity was lower (21% versus 33%). Previous studies showed similar results in terms of sensitivity and specificity [30,34]. These results merit comparison with the external validity data of other tools for use in primary care. HSCL-25 like the HADS, is built along two axes: anxiety and depression. HADS has been tested in primary care. It has a higher sensitivity and specificity compared to HSCL-25 (between 0.84 and 0.96) [36]. The ergonomics of this tool seemed more complex to the researchers who preferred the HSCL-25 [18].

The PHQ-9 has a sensitivity between 0.77 and 0.88 and a specificity between 0.88 and 0.94 [37][38]. It is built on the PRIME-MD, not the DSM.

The tools are numerous; researchers will make their choices according to their objectives. Systematic reviews or Meta analyses would then be very useful [39,40].

Strengths

The strength of this study and its relevance for GPs lies in the fact it is specifically set in primary care.

Several types of data quality procedures were followed which increased the reliability of the results, including the appointment of a designated DRCI data manager at the Brest CHRU. Furthermore, the expertise of the stakeholders in the team was balanced to make data collection secure. A stratified randomization was used to ensure both satisfactory statistical power and affordable logistics.

Women accounted for 60% of the sample. The mean age was 59 years. These sample features were comparable to other studies in primary care settings (51 years). The sample characteristics are close to European population-based norms which make it feasible to generalize from these results [4].

Selection bias

A prevalence of 21.3% was identified among patients consulting their GPs. At the beginning of the study, the sample size was calculated according to a prevalence of 5% to 12% in the general population. This study focused on a population which consulted the GP [41]. This prevalence was close to that in Hesbacher's study, but lower than those in Nettelbladt's and Golberg's studies [8,30,34] .

Overestimation of the prevalence is possible due to the internal structure of the HSCL-25. This may occur when anxiety and depression are considered separately; however, it is consistent when anxiety and depression are combined [42,43]. In research, the high NPV and specificity, which enable us to eliminate the false positives, also limit this bias. Therefore, physicians should take this into account in their clinical work. To increase the sensitivity, the HSCL-25 could be combined with a screening tool such as the PHQ-2 [44]. With Brittany currently having the highest rate of suicide in France, it is possible that the depression rate in this region may be higher than in France as a whole [45].

This difference has been taken into account in the statistical analysis. The number of subjects was reassessed during the study because of the unexpected distribution of the patients in the two groups. The number of subjects necessary to guarantee the statistical power of the study did not depend on this prevalence but on the minimum number of patients placed in each subgroup. This imbalance does not influence the statistical power of the global study. There were 31 (17.9%) lost to follow-up out of the 173 subjects chosen to take the PSE-9 assessment. Other patients replaced them in accordance with the original randomization method. The protocol had entirely anticipated this bias by allowing for 20% to be lost to follow-up.

Information bias

The electronic observation book (eCRF) guaranteed the anonymity of the subjects, allocating them a number and keeping only the first two letters of the surname and first name and the date of birth. The eCRF allowed monitoring and enabled traceability of the study. A research assistant checked the validity and consistency of the information between the paper questionnaires and the eCRF. All collected data were compiled into a numeric database. At the end of the study, all information was checked one last time and the database was frozen before statistical work to prevent any information bias.

Confusion bias

All responses collected during the PSE-9 interviews were retrospectively analysed under the psychiatrist's supervision to avoid misinterpretations and to limit any confusion bias.

Implications

The F-HSCL-25 performs well in detecting symptoms of depression in French primary care and similarly, with its high sensitivity, provides suitable estimates for clinical research purposes. Its possible use by healthcare professionals with basic diagnostic skills in mental health could be an advantage in multidisciplinary research.

As this study was carried out among unselected adult patients, further investigations could examine the performance of the HSCL-25 in its French version. This could include specific samples in primary care, for example, in student populations or in elderly patients, as has already been carried out in Norway and in Sweden respectively [43,46].

CONCLUSION

The F-HSCL-25 demonstrated a capacity to detect symptoms of a major depressive episode. This useful first-line ergonomic diagnostic tool, combined with the GPs' high depression diagnosis specificity, may serve to identify patients with depressive symptoms much more rapidly.

The validation of this reliable and efficient tool throughout Europe, in its translated version, with the same study design, could be of significant epidemiological importance and facilitate the development of more collaborative research within

Europe on the subject of depression. Choose the best answer for how you felt over the past week Veuillez choisir la réponse qui décrit le mieux comment globalement vous vous sentiez toute la semaine dernière We could not apply the contingency table directly, according to the formulas for Se and Sp

List of abbreviations and definitions

Corrective formulas to obtain Se and Sp

The probability of the test being positive or negative from the contingency table should be calculated as follows:

The This could be expressed concisely and applied rapidly by using the following corrective formulas directly: 

Se =

General discussion

In this chapter, the findings of the thesis are summarized, a critical comparison with existing literature is provided, strong and limitations are displayed and a general perspective is designed. Implications for practice, medical education and future research are discussed.

The goal of this research was to find the most interesting diagnosis tool for depression, adapted to daily practice, suitable for collaborative research work in Europe, throughout languages and cultures.

The specific objectives were:

To find diagnostic tools validated against a face-to-face psychiatrist examination, using DSM major depression criteria as Gold Standard.

to consensually select a tool, according to their qualities of effectiveness, reliability and ergonomics combined; suitable for research in daily General Practice.

To translate it into as many languages as participants in the study, ensuring the linguistic and semantic stability of the transfer

To validate the translated forms of this tool, starting in France, to propose a standardized validation protocol to the different countries of the study.

As a first step, the main results of each step are listed, then a comparison to the existing literature is undertaken, followed by an explanation of the strengths and weaknesses of the study, to conclude with teaching implications and openings for research in future.

What were the results of the systematic literature review?

The design of RSL has been designed to achieve a very "sharp" result. At the end of the PRISMA process, [ What was the RAND/UCLA contribution?

The design of the RAND / UCLA (see figure below) allowed the comparison of the tools on quantitative and qualitative criteria [8]. Effectiveness, reliability and ergonomics were taken into account in order to find the tool with the best combination of the three. The effectiveness data came from the SRL. A narrative review was completed to extract reliability data (Cronbach's Alpha) [9]. Ergonomics data has been collected from the literature.

The HSCL-25 has emerged as the most convenient tool (see table below) [10][11].

9-point Lickert scale, consensus was achieved if 70 % of experts ranked items higher than 6. Experts' comments were collected.

The search for quantitative multicriteria Literature reviews (Systematic and Narrative ) What was the contribution of translations?

Using a qualitative, ecologically integrated procedure in daily practice, nine consensual translations of the HSCL-25 in three language families (Greek, Slavic and Romance) were obtained.

The methodology based on the Brislin model [12], ensured the ecological validity in family practice of the entire process, as well as maintaining the linguistic and semantic stability of language transfer [13][14]. The produced versions of the HSCL- 

What the validation study gave?

A French form of HSCL-25 was produced: F-HSCL-25. It was then necessary to test the psychometric qualities of this French questionnaire.

The F-HSCL-25 allowed the recognition of a major depressive episode with a VPP greater than 60%. Its specificity of 91% indicates its effectiveness in the identification of the depression in general practice. It is a helpful first-line diagnostic tool with an insufficient number of false positive patients.

The diagnostic specificity of depression is high among general practitioners. [15] Combined with the effectiveness of this tool in excluding non-depressive patients with a low margin of error, effective synergy could be achieved.

Comparison to the existing literature

Categorical diagnostic tools are not widely used in general practice. Psychiatrists report the difficulty of having to combine the validity, utility and status of the disease into one tool. This would prevent clinicians from using it [16]. The international medical community doubts about the validity of the DSM. And it is restrained to use as a reference [17]. The GPs refuted the use of preformed tools in their practice [18].

Tools and scales from the DSM are used in research and not in daily practice.

Tools extracted from literature GDS-30 was developed in 1982 to diagnose and quantify depression in elderly patients [19]. It was designed with 30 questions using a binary response mode. It is focused on the symptoms of the previous week. It is used for research purposes [20][21]. The GDS-5 and the GDS-15 are short versions of the GDS-30 for better ergonomics [22][23].

CESD-R was developed in 1977 to diagnose and quantify depression [24]. It was designed with 20 questions. The answers are on a 4-point Likert scale. It focuses on the symptoms of the previous week. It is also widely used in research [25].

PSC-51 is a list of physical symptoms in 51 elements. It is little used [3].

HADS was developed in 1983 to diagnose and quantify hospital depression [26].

This is a 14-question tool, using a 4-point Likert scale for answers. It is focused on the symptoms of the previous week. HADS has been widely and extensively used for clinical and research purposes [27]. It is translated into several languages [28].

Validated for use in primary care, it seems complex and rather "calibrated" for research purposes rather than daily practice [27][29] [30].

HSCL-25 was developed in 1974 to diagnose and quantify depression [11]. This is a tool in 25 Compare and select a tool: a challenge A comparison of tools based on effectiveness criteria was not satisfactory enough, given the wide disparity in populations and sampling. Another way of comparison had to be found. RAM or RAND / UCLA was selected for its above-mentioned qualities in the method, which allowed comparison and a selection process.

This RAM was based on an SRL, which increased the quality level compared to the original design based on an unsystematic review [8]. The ergonomic factor was an important criterion in maintaining a relationship between patients and GPs. Through this process, the researchers demonstrated that ergonomics were decisive in choosing a tool suited to future research [38].

At the end of the first Delphi round, the PSC-51, the CES-DR and the GDS-30 were not kept for a too low efficiency. The GDS was also rejected in its short versions in 5 and 15 questions for too low reliability.

HSCL 25 and HADS have passed the first stage to be discussed.

In the final vote, the HSCL-25 was selected. Its ergonomic qualities were predominant, accordingly to the evolution of the votes during the test phase. In the end, the HSCL-25 best combined effectiveness, reliability and ergonomics for the diagnosis of depression in European primary care practice in a research orientation.

Its robust efficacy and reliability scores, [39][40] [41] and its ergonomic qualities allowed for multicenter collaborative research across Europe anchored in primary care. It also allowed cross-disciplinary research between psychiatrists and MG.

But it is a self-questionnaire, which must be easily understood by the general population and outpatients without error of meaning. The group had to remain vigilant about the translation process in several European languages. And its application in practice had to be demonstrated for every national translation.

Language-to-language transfer, a subtle exercise Using a three-step qualitative procedure, ecologically embedded in primary care, nine consensus translations of HSCL-25 were obtained.

The translation by Delphi procedure has guaranteed the linguistic transfer from the original version to the target language.

To guarantee the semantic transfer, a blind back translation back made it possible an analysis of the two English versions by a linguist meticulously found the translation inconsistencies. Once detected, they were submitted to each national investigator, discussed in expert group, possibly rediscovered in each country to find the most appropriate formulation. This methodical and transcultural validation ensured the homogeneous transfer from one language to another as well as its reliability [13][14] [12].

The Greek translation remained the most stable, followed by Bulgarian.

Question 17 "Feeling blue" was the most difficult to translate in most languages, followed by question 3 "Faintness" and question 5 "Heart racing". Some scales needed a final adaptation in terms of tense (French, Croatian) and others in terms of gender (Greek, Italian and Hispanic).

The difficulty in transferring these semantic concepts from each of these questions shows the importance of the process of cultural adaptation in a language-tolanguage transfer [42].

This first step of transferring language to language / culture-to-culture, was not enough. The external and internal validity of each version had to be tested to ensure that the level of effectiveness and reliability psychometrics characteristics were comparable to the original version. Quantitative studies in daily practice were needed.

F-HSCL-25: its validation study

The validation study was anchored in family surgeries, with outpatients.

Its design has made it possible to extract end-to-end secure data. The relationship between the psychiatrist and the general practitioners was maintained throughout the study.

Women accounted for 60% of the sample. The average age was 59 years old. These 

Strengths and limits

This collaborative work followed a well-defined and rigorous methodology. The largescale research team consisted of GP researchers from several countries and cultures. However, not all European countries were represented. Nevertheless, the members of this study cover a wide linguistic range: Romance, Greek, Germanic and Slavic languages were represented.

Regarding the Literature Review

Selection bias was always possible, but it was limited by the use of a multilingual team, blindly working in pairs of researchers, at all stages of the eligibility and inclusion process as well as by the extent of the search equation.

The information bias was possible but limited by the rigor of the research. A complete collection of all abstracts and full text articles has been compiled. No documents have been omitted. Relevant results, such as VPP and VPN, were not always present and were calculated.

The choice of the database is questionable, but it has directed research towards primary care.

Confusion bias was limited by using a group consensus procedure to establish the final list at each stage of the PRISMA process (identification, selection, eligibility and inclusion).

The research team made successive choices throughout the process to be as specific as possible and to maintain the ability to communicate with other health professionals [44]. Choosing and deliberately maintaining the face-to-face psychiatric examination as referral based on the DSM and choosing Youden's index, was an effective and robust way to compare the effectiveness of the tools [45].

It later became apparent that these intentional choices led to the elimination of some popular tools that had certain methodological limitations that prevented them from being validated according to our research method. The tools extracted by the literature review were not the tools most commonly used in practice. It was intentional; the goal was to select a research tool.

For example, the 4DSQ is validated against a mathematical model based on the population and not with respect to clinical comparison criteria [46][47].

The inclusion or not of the PHQ-9 was heavily discussed. PHQ-9 is an important tool [48]. It is extracted from the PRIME-MD (Primary Care Evaluation of Mental Disorders) or PHQ (Patient Health Questionnaire). [49] It has a high level of validation. Primary care is his field of action. In the Kroenke's study, a validation procedure was performed in two subpopulations (a general population consulting in primary care centres and a population consulting gynaecology-obstetrics unit), against a psychiatric interview, using the SCID (Structured Clinical Interview for DSM) as guideline and the PRIME-MD questions modified to match on the DSM in form and stratification [48]. The interview was held by phone. Nevertheless the scientific committee of the survey specified in the inclusion criteria that included questionnaire have to be face-to-face psychiatric interview to avoid any bias. Ina ddition the reference tool was the PRIME-MD, even though the DSM criteria were integrated it is not a real DSM based questionnaire like the PSE 9. To avoid confusion, the consensus was not to include this tool even if it is a well-known tool.

Regarding the RAND / UCLA

The quality of the expert panel was important for the overall quality level.

The panel complied with the requirements of variability in culture, language and practice. It was of sufficient size, 7 to 15 experts are recommended for a RAND / UCLA, between 10 and 11 experts participated in the study [8].

The deadlines for the Delphi rounds were short. Each judgment was made blindin order [50] to reduce information bias, each expert received a copy of all bibliographic sources of data provided.

The reliability data was based on Cronbach's alpha values. Cohen's kappa was not found for these tools. These values were extracted using a rapid literature review. A systematic review would have had more power, but it would have increased the duration of the study to the detriment of the feasibility [51].

The tools found in the literature have not been anonymized. The judgment of each expert could possibly take into account his own knowledge. Nevertheless, the opportunity to discuss at the intermediate nominal group helped to control this possible confusion bias.

Regarding the translation process

To reduce selection bias and ensure sample quality: the study was managed to ensure the participation of GPs in language translation and this was a key point to pursue in this study. As many translators have described, when it comes to scientific translation work, it is essential that a "specialist" in the field (in this case the field of general practice that is common to us) looks at the translation [52][53]. It is the main arbiter of the quality of the final translation [54]. Thus, particular attention was paid to the choice of GPs researchers and certified bilingual translators with sufficient knowledge of medical terminology to reduce selection bias.

The step-by-step analysis of cultural control has helped to avoid confusion bias and linguistic problems related to the transfer. The intervention of a consensus group allowed for several progressive evaluations of each element, reinforcing the accuracy of the validated translations and jointly designing the final result. This work is the result of a multicultural collaborative research between European countries.

Regarding the validation study

Several types of data quality procedures were applied: a data manager designated by the Brest CHRU DRCI (Direction de la Recherche Clinique) was appointed to control the quality of the protocol and the progress of the study. This data manager also strictly controlled the data processing.

The expertise of each stakeholder of the team has made it possible to secure data collection at each stage.

We used stratified randomization to ensure both a satisfactory statistical power and an affordable logistics. This randomization was performed independently, via computer software, excluding any human intervention in the selection.

After the freezing of data, the data were entrusted to statisticians from the Brest Clinical Investigation Center (CIC). GP trainees specially trained to use the PSE-9 by a psychiatrist from Brest CHRU, performed the semi-structured validated psychiatric evaluation. The medically qualified trainees undertook recruitment and interviews by PSE-9. The psychiatrist then confirmed the validity of clinical diagnoses.

A multidisciplinary research network supported the study. A GP research network has enabled the recruitment of outpatients. The population was multi-centered, drawn from rural, semi-rural and urban areas. Recruitment among outpatients in waiting rooms, attending consultations, ensured its representativeness. This recruitment was carried out over a short period, and in the same way, in three-study centre.

In 1993, Nettlebladt used the same method to evaluate the accuracy of HSCL-25 as a primary care diagnostic questionnaire in Sweden [35]. They conducted a study in six Swedish primary health care centre in two districts, one rural and the other semiurban, to validate HSCL-25 against PSE-9 and establish a threshold. Although our study resulted in a lower sensitivity (59% vs. 76%), we had a higher specificity (91% vs. 73%). The prevalence of psychiatric morbidity was lower (21% versus 33%).

Previous studies have shown similar results in terms of sensitivity and specificity [55]. Our sample of patients was a little larger (1146 versus 727), which could perhaps explain the observed differences.

According to Nettlebladt, the choice of a threshold at 1.55, tended to increase sensitivity (89%), but also gave higher false positives (43%), making it less accurate.

Screening capacity was improved to the detriment of diagnostic capacity.

In the English version, the threshold of 1.55 is a warning criterion, the threshold of 1.75 is established as defining the patient requiring treatment for anxio-depressive syndrome. For the validation study, the threshold of 1.75 was considered. It gives a medium sensitivity but a high specificity. The level of 1.75 is effective for diagnosing patients requiring specific treatment of depression.

The use of a different randomization for each group: a ratio of 1/2 for the HSCL + group, a ratio of 1/16 for the HSCL group, could also explain our differences in terms of prevalence, sensitivity and specificity with the Nettelbladt's study . However, the difference in the randomization reports allowed us to balance the number of PSE-9 patients in our groups as closely as possible.

A more recent Swedish study examined the concordance between HSCL-25 and DSM-IV criteria for anxiety disorders and depression, using a semi-structured psychiatric interview, the SCAN (Schedules for Clinical Assessment in Neuropsychiatry) as a standard criterion [55]. It differs from the studies mentioned above because of its large sample (8613 recruited patients) in the general population, and not focused on outpatients consulting in medical surgeries. Excellent agreement was found between HSCL-25 and DSM. In terms of sensitivity and specificity, their results are close to ours and confirm that the HSCL-25, with a threshold at 1.75, is definitely a diagnostic tool rather than screening.

Teaching implications

In medical education in general practice, trainees are often faced with the question of how to make a diagnosis of depression [56]. Many feel that they have difficulty detecting depression and therefore do not know who to treat and "when to hand over". Although this study is primarily research-based, the use of categorical tools can be of great help to these young physicians. They will be able to evaluate their practice with these tools and establish strong professional methods for the diagnosis of depression. As always, a tool is just a point of entry for diagnosis and for talking to the patient about labeling his symptoms. Students must learn to introduce a tool into the consultation; how to stimulate patients to use a tool; how to interpret, discuss and record the results, and then how to follow their patients with this help.

Students are looking for diagnostic tools to help them with their clinical approach. But most of the existing tools are in the Anglo-American language. Translation remains the most crucial step in the adoption of a well-developed instrument by another nation using a different language. Translation errors may distort the original intent of this instrument and compromise the validity and reliability of the resulting instrument [57]. Semantic problems affect comparability in international studies, since the same word is interpreted differently across countries and cultures. [START_REF] Hassan | Delphi type methodology to develop consensus on the future design of EMS systems in the United Kingdom[END_REF][59] Moreover, some terms and concepts may not exist in other languages, or may have additional connotations that retro translations do not always reveal. The challenges arise, not only because of the content of literal translation word for word, but also because of the linguistic form of language, such as tone and syntax [START_REF] Jones | An adaptation of Brislin's translation model for cross-cultural research[END_REF].

Research Implications

The studies collected by the systematic review of the literature involved adult patients. Only 1 study out of 4 has a wide age range, between 20 and 80 years old.

The other three studies included a population over 60 or 65 years old. It may be difficult to extend the results of this study to the entire adult population.

However, can we consider that age is the only discriminating factor, since in Europe, the working population aged 50 to 64 represents 1/3 of the active population aged between 20 to 64 years old [START_REF] Spooner D | Ecological validity in neuropsychological assessment: A case for greater consideration in research with neurologically intact populations[END_REF]. In future studies, when there is discrimination in a population, there are other factors to consider, outside of age, for example, coping ability, is not only related to age [START_REF] Cuéllar | Handbook of Multicultural Mental Health : Assessment and Treatment of Diverse Populations[END_REF]. Future research should ensure that these tools have a place in the treatment of adult patients, regardless of their age.

In the perspective of collaborative studies on depression in primary care, GPs show a good level of specificity in the diagnosis of depression according to DSM criteria but the choice of tools to share between GPs and psychiatrists will be a challenge [15]. The choice of a common tool could be based on statistical criteria but the choice could also be influenced by clinical criteria of utility [16]. Further research, using a standardized methodology, will be needed to select the best possible tool, in terms of reliability, effectiveness and ergonomics, to undertake collaborative studies at European level between general practitioners and psychiatrists, in the different fields of mental affections [START_REF] Sousa | Translation, adaptation and validation of instruments or scales for use in cross-cultural health care research: a clear and user-friendly guideline[END_REF].

Using only effectiveness data is misleading when comparing tools. Therefore, tool selection should be based on several criteria, both quantitative and qualitative. The use of comparative multi-criteria models, including effectiveness and reliability, such as the COSMIN statement or qualitative selection procedure incorporating quantitative data such as RAND / UCLA are essential resources upstream of the collaborative research procedures, for the choice appropriate tools [START_REF] Maneesriwongul | Instrument translation process: a methods review[END_REF].

The time spent on the outpatient in general practice is a short time. As a result the tools must have a design that adapts to that time. In future research in general medicine, ergonomics is one of the major criteria of choice.

CONCLUSION

GPs in most European countries have now the possibility to use HSCL-25 in

research studies in general practice and to assess the severity of depression in their patients.

The use of such a shared tool can have a great impact on the feasibility of doing research on depression in general practice in the future. We will be able to more easily compare data across European countries, which will enable us to undertake statistical reviews on the epidemiology and symptoms of depression across Europe.

The use of the same instrument can support the conceptualization of the phenomenon studied through different studies, and the results would be comparable between populations but also between specialists of general practice and psychiatry.

Nevertheless this very specific tool has a limited PPV and should be used carefully in practice. Its combination with a screening tool could be of interest and the research team will follow on this new path of research to see if a combined test is feasible and efficient.

pragmatique. Meta J des traducteurs 1994, 39:15-25. An international GP team, under the auspices of EGPRN (European General Practice Research Network) promoted a survey.

Lundin

The aim was to select a consensually diagnostic tool for depression, validated against face-to-face psychiatric examination, according to the DSM-criteria.

European GPs, could use this tool for research purposes in daily practice, according the best effectiveness, reliability and ergonomics combined.

Each step of the thesis used a specific method.

The first phase was an informal group consensus on the research protocol.

The Second was a systematic literature review (SRL) to extract validated tools on depression diagnosis.

The third was a consensus procedure, a RAND/UCLA, to select a single tool according efficiency criterion, reliability and ergonomics.

The fourth was a translation of the selected tool, in the language of each participating country. A forward/backward translation followed by a cultural check was used to maintain linguistic and semantic stability.

The fifth was the validation of the tool, at least in a country, in daily practice, with adults' outpatients.

Method

An international GP team conducted a systematic literature review, according PRISMA guideline, using the following databases: Pubmed, Cochrane and Embase, from 2000/01/01 to 2015/10/01. The SLR extracted tools were validated against the DSM. The Youden index was used as an effectiveness comparison criterion.

A RAM allowed a multi-criterion comparison based on effectiveness, reliability and ergonomics. The RAM combined the qualities of the Delphi process and the nominal group. GP researchers from different European countries were selected according following features: Good knowledge of English language, Academics, born in the participating countries, practising GP and EGPRN member. Reliability data (Cronbach's alpha) and ergonomics features were extracted from literature using a narrative review. Criterion to compare were: Youden index and Cronbach's alpha.

Ergonomics were tested face-to-face.

The selected tool was translated, using a forward-backward translation. Two 

Discussion

Using efficiency data alone to compare tools could be misleading. Additional reliability, reproducibility and ergonomic data will be essential for making comparisons, using a method allowing a multi-criterion comparison possible. A multicultural consensus on one diagnostic tool for depression was obtained for the Hopkins Symptom Checklist in 25 items (HSCL-25).

The Hopkins Symptom Checklist- L'autre référence majeure a été le psychiatre. L'équipe a considéré que l'examen direct, face à face avec un psychiatre était la référence la plus appropriée.

Ces deux références se sont combinées pour donner le gold standard de l'étude : l'examen psychiatrique direct par le psychiatre, en face à face, utilisant les critères de la dépression majeure du DSM.

Les autres critères d'éligibilité devaient s'acquitter des prérequis de l'étude.

Le champ de la recherche était la médecine générale, en lien avec la psychiatrie.

Les adultes étaient la cible. L'enfance, l'adolescence, la grossesse et le post-partum étaient exclus.

Seuls les études de validation avec des données psychométriques d'efficacité seraient conservées. Les études de corrélation seraient exclues.

Les articles devraient être écrits dans au moins une des langues des experts ou en anglais.

La RSL a été conduite selon le guide PRISMA (Preferred Reporting Items for Systematic Reviews and Meta-Analyses) et chaque étape a été respectée [46][47] [48].

Identification

Les bases suivantes ont été explorées : PubMed, Embase and Cochrane. 

Screening (criblage)

Critères d'inclusion:

Limité aux 15 dernières années.

Adultes et / ou patients âgés.

Anglais, Grec, Espagnol, Italien, Français, Allemand, Polonais.

Critères d'exclusion:

Pas de format IMRaD (Introduction, Méthodes, Résultats et Discussion) [49].

La dépression n'était pas le sujet principal.

Aucun outil de diagnostic identifié.

L'étude portait sur les enfants ou la grossesse ou la dépression du post-partum.

L'étude n'était pas dans un contexte de soins primaires.

Les outils ont été identifiés sans données de validité.

Eligibilité

La même méthode consensuelle à 2 binômes a été utilisée.

Les articles ont été exclus selon les critères suivants:

Le diagnostic de dépression n'était pas le sujet principal de l'étude.

Les données d'efficacité (sensibilité, spécificité, valeur prédictive positive, valeur prédictive négative) étaient absentes ou importées d'une autre étude.

La fiabilité était la seule donnée de validité mentionnée dans l'article.

La langue utilisée dans l'étude n'était pas l'anglais, le grec, l'espagnol, l'italien, le français, l'allemand ou le polonais.

Les chercheurs n'étaient pas des MG.

L'outil n'a été validé que par rapport à un autre outil de diagnostic sans examen psychiatrique en face à face, avec l'usage des critères de la dépression majeure du DSM.

L'outil était seulement un outil de dépistage.

À cette étape, les articles restants inclus ont été analysés par une équipe de deux chercheurs. Les outils ont été identifiés, Les propriétés psychométriques ont été collectées [50].

Procedure de consensus: la RAND / UCLA ou RAM

Critères à comparer

Les propriétés psychométriques (sensibilité, spécificité, valeurs prédictives positives et négatives) ne variaient pas suffisamment pour permettre une comparaison statistique et les populations étudiées étaient différentes.

Une revue narrative a été entreprise pour extraire les données de fiabilité (alpha de Cronbach, kappa de Cohen).

L'ergonomie était importante, mais la comparaison de cet aspect des outils était complexe en raison de sa grande variabilité.

Un consensus, prenant en compte des critères quantitatifs et qualitatifs, basé sur un panel d'experts européens, était la seule alternative pour assurer la comparaison [51].

Procédure de consensus

La méthode de pertinence RAM a été sélectionnée. Elle est approuvée par des instituts majeurs, tels que le NICE (Institut National pour la Santé et l'Excellence Clinique) au Royaume-Uni ou la HAS (Haute Autorité de Santé) en France. [52][53] La RAM provoque une évaluation répétée pour classer la pertinence, l'objectivité et l'homogénéité d'une procédure (géopolitique, industrielle, médico-chirurgicale, etc.).

Elle permet un choix consensuel dans la comparaison de processus complexes, Chaque expert devait évaluer l'efficacité et la fiabilité de chaque outil sur une échelle de Likert en 9 points [START_REF] Hassan | Delphi type methodology to develop consensus on the future design of EMS systems in the United Kingdom[END_REF] :

Cet outil est-il efficace pour le diagnostic de la dépression en soins primaires?

Cet outil est-il fiable pour le diagnostic de la dépression en soins primaires?

Le consensus était défini, si au moins 70% des experts scoraient à 7 ou plus l'assertion [53][59].

Deuxième étape

La réunion du panel devait confirmer les résultats et permettre un débat sans vote, aboutissant à une présentation des outils sélectionnés.

Les experts ont été invités à discuter des résultats de la première étape. Si plus de 70% des experts étaient d'accord, le premier Delphi était considéré réussi.

Puis le groupe nominal a eu lieu pour évaluer les déclarations suivantes:

"Cet outil est facile à utiliser en médecine générale".

"Cet outil pourrait facilement être introduit lors d'une consultation".

"Cet outil pourrait être compris par les patients".

"J'aime cet outil".

"Les patients pourraient être surpris par cet outil".

Les experts devaient évaluer chaque outil, avant et après les avoir testés face à face en binôme. L'objectif était d'évaluer si le test modifiait leur jugement. Ensuite, l'ergonomie a été débattue en groupe. La réunion s'est terminée avec une nouvelle évaluation finale. L'objectif était d'évaluer l'évolution du jugement de chaque expert.

La réunion entière a été entièrement audio et vidéo enregistrée pour le contrôle de qualité final. Aucun consensus final n'était requis à la fin de la réunion [51]. 

Critère d'intégration

Les patients devaient être adultes (plus de 18 ans). Ils devaient donner leur consentement éclairé écrit pour participer. Ils ont rempli le questionnaire et l'ont soumis à l'équipe d'étude.

Critère d'exclusion

Les femmes ayant eu une grossesse rapportée n'ont pas été incluses [42][43] [START_REF] Uher | MAJOR DEPRESSIVE DISORDER IN DSM-5: IMPLICATIONS FOR CLINICAL PRACTICE AND RESEARCH OF CHANGES FROM DSM-IV[END_REF].

Les patients consultant pour un certificat médical, souffrant de troubles du comportement et nécessitant des soins d'urgence ont également été exclus.

La taille de l'échantillon a été calculée en fonction de la prévalence de la dépression dans la population générale. Un entretien clinique structuré a été utilisé comme guide d'entretien.

Deux groupes de patients, dépressifs et non dépressifs, devaient être comparés.

Pour des raisons logistiques, le pas d'échantillonnage aléatoire a été diffèrent pour chaque groupe. La période d'inclusion était de 20 semaines, la durée de participation pour chaque patient de 1 semaine. Pour palier au risque des perdus de vue, en tenant compte de la prévalence, inclure 1100 patients était nécessaire.

L'analyse finale des données a été effectuée après le gel de la base de données, une fois tous les entretiens vérifiés lors d'une réunion finale.

La VPP et la VPN ont été calculées en fonction du tableau de contingence. Les valeurs de sensibilité et de spécificité ne pouvant être obtenues directement, les pas d'échantillonnage aléatoire des deux sous groupes étant différents, une équation correctrice a été nécessaire: L'échantillonnage initial complet, les données psychométriques d'efficacité (Se, Sp, VPP, VPN) ont été colligées ou calculées. Le calcul de l'index de Youden (sensibilité + spécificité -1) permettait de comparer l'efficacité des outils.
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Procédure de consensus : RAND/UCLA

Un Panel de 11 experts MG, anglophones, représentant 8 pays européens, composé de 9 femmes et 2 hommes a participé. 9 pratiquaient en zones urbaines de plus de 5 000 habitants, 2 travaillaient dans des zones urbaines de 2 000 à 5 000 habitants.

Première ronde Delphi

Le HADS et le HSCL-25 ont été sélectionnés, les autres outils ont été éliminés pour efficacité ou fiabilité non suffisante.

Groupe Nominal

Une fois les confirmée résultats de la 1ère ronde. Le test d'ergonomie en groupe nominal a eu lieu. Si la HADS était initialement privilégié, le jugement des experts a évolué en faveur de la HSCL-25 après test en face-à-face. Tous les commentaires ont été recueillis et joints au document qui a été envoyé aux experts pour la 3ème phase.

Deuxième Ronde Delphi

Les experts ont été invités à voter: "Quel est l'outil le plus approprié pour diagnostiquer la dépression chez les patients adultes en médecine générale, en Europe, en termes d'efficacité, de stabilité et de facilité d'utilisation?". La HSCL-25 a été élue.

Procédure de traduction aller/retour et contrôle culturel

Les experts ont participé à la procédure de traduction en tant qu'investigateurs nationaux (NI). Les caractéristiques du panel sont les mêmes. Pour une prévalence de 21,3%, pour un F-HSCL-25 avec un seuil de 1,75, il a été constaté une sensibilité de 59% (intervalle de confiance de 95%), une spécificité de 91% (IC 95%), une VPP de 70% (95 % CI) et une VPN de 87% (IC 95%).

Traduction aller

DISCUSSION GENERALE

Au final de la RSL [46], 4 études ont été retenues [START_REF] Sánchez-García | Usefulness of two instruments in assessing depression among elderly Mexicans in population studies and for primary care[END_REF] La comparaison multicritère des outils sur l'efficacité, la stabilité et l'ergonomie a été obtenue selon une RAM [51]. Une rapide revue a extrait les données de stabilité [START_REF] Tavakol | Making sense of Cronbach's alpha[END_REF]. Les données d'ergonomie ont été colligées de la littérature. La HSCL-25 est apparu comme l'outil le plus intéressant. [START_REF] Derogatis | Symptom Checklist-90-Revised[END_REF][85] [START_REF] Lipman | THE HOPKINS SYMPTOM CHECKLIST (HSCL) Factors Derived from the HSCL-90[END_REF] .

Selon une procédure qualitative, neuf traductions consensuelles dans trois familles de langue ont été obtenues. La méthodologie [START_REF] Brislin | Back-Translation for Cross-Cultural Research[END_REF] a assuré la validité écologique en médecine générale et le maintient des stabilités linguistique et sémantique [START_REF] Bullinger | Developing and evaluating cross-cultural instruments from minimum requirements to optimal models[END_REF] [START_REF] Herdman | Equivalence" and the translation and adaptation of health-related quality of life questionnaires[END_REF] .

La F-HSCL-25 (forme française de la HSCL-25) a reconnu un épisode dépressif majeur avec une VPP supérieure à 60%. Sa spécificité de 91% indiquait son efficacité significative en cabinet de médecine générale avec un faible nombre de patients faux positifs.

La spécificité diagnostique de la dépression est élevée chez les médecins généralistes [20] . Combinée à l'efficacité de cet outil une synergie efficace pourrait être obtenue.

Comparaison à la littérature existante

Les psychiatres affirment la difficulté d'avoir à combiner la validité, l'utilité et le statut de la maladie dans un seul outil, ce qui empêcherait les cliniciens de les utiliser [START_REF] Kendell | Distinguishing between the validity and utility of psychiatric diagnoses[END_REF].

La communauté médicale internationale doute de la validité du DSM. Elle est réticente à l'utiliser comme référence [START_REF] Cosgrove | Financial ties between DSM-IV panel members and the pharmaceutical industry[END_REF]. Les MG rebutent à utiliser des outils pré formatés dans leur pratique [10]. Pour toutes ces raisons, les outils et échelles ont principalement été développés pour la recherche plutôt que la pratique courante.

La GDS-30 a été développé en 1982 pour diagnostiquer et quantifier la dépression chez les patients âgés [30]. Conçue en 30 questions avec un mode de réponse binaire, elle est centrée sur les symptômes de la semaine précédente. Elle est largement utilisée à des fins de recherche [START_REF] Li | A meta-analysis of the prevalence of depressive symptoms in Chinese older adults[END_REF] [START_REF] Goring | Validation of short screening tests for depression and cognitive impairment in older medically ill inpatients[END_REF]. Les GDS-5 et GDS-15 sont ses versions courtes conçues pour une meilleure ergonomie [START_REF] Marc | Screening performance of the 15-item geriatric depression scale in a diverse elderly home care population[END_REF] [START_REF] Weeks | Comparing various short-form Geriatric Depression Scales leads to the GDS-5/15[END_REF].

Le CESD-R a été développé en 1977 pour diagnostiquer et quantifier la dépression [START_REF] Radloff | The CES-D Scale: A Self-Report Depression Scale for Research in the General Population[END_REF]. Conçu en 20 questions, les réponses sont sur une échelle de Likert en 4 points.

Il est centré sur les symptômes de la semaine précédente. Il est largement utilisé en recherche [START_REF] Van Dam | Validation of the Center for Epidemiologic Studies Depression Scale--Revised (CESD-R): pragmatic depression assessment in the general population[END_REF].

La PSC-51 est une liste de symptômes physiques en 51 éléments. Elle est peu utilisée [START_REF] Waal | The role of comorbidity in the detection of psychiatric disorders with checklists for mental and physical symptoms in primary[END_REF].

La HADS a été développé en 1983 pour diagnostiquer et quantifier la dépression en milieu hospitalier [START_REF] Zigmond | The hospital anxiety and depression scale (HADS)[END_REF]. Conçue en 14 questions, les réponses sont sur une échelle de Likert en 4 points. Elle est centrée sur les symptômes de la semaine précédente.

Elle a été largement utilisée à des fins cliniques et de recherche [START_REF] Zigmond | The hospital anxiety and depression scale (HADS)[END_REF] [START_REF] Bjelland | The validity of the Hospital Anxiety and Depression Scale. An updated literature review[END_REF]. Traduite en plusieurs langues [START_REF] Reda | Reliability and Validity of the Ethiopian Version of the Hospital Anxiety and Depression Scale (HADS) in HIV Infected Patients[END_REF], elle est validée pour une utilisation en soins primaires, elle semble complexe et plutôt « calibrée » pour la recherche [START_REF] Bjelland | The validity of the Hospital Anxiety and Depression Scale. An updated literature review[END_REF] 

Forces et limites

Tous les pays européens n'étaient pas représentés. Néanmoins les membres de cette étude couvrent une large gamme linguistique: les langues romanes, grecques, germaniques et slaves étaient représentées.

Concernant la Revue de littérature

Le biais de sélection a été limité par l'utilisation d'une équipe multilingue, travaillant à l'aveugle par paires de binômes de chercheurs, à toutes les étapes du processus de sélection et d'inclusion et par l'étendue de l'équation de recherche.

Pour limiter le biais d'information, une collection complète de tous les résumés et de tous les articles en texte intégral a été rassemblée. Aucun document n'a été omis. Le choix de la base de données est discutable, mais il a orienté la recherche vers les soins primaires.

Le biais de confusion a été limité en utilisant une procédure consensuelle de groupe pour établir la liste finale à chaque étape du processus PRISMA. L'équipe de recherche a fait des choix successifs, pour être aussi précis que possible et maintenir la capacité de communiquer avec d'autres professionnels de santé [24]. Choisir et maintenir délibérément l'entretien direct psychiatrique en face à face comme référence, basé sur le DSM et choisir l'index de Youden, était un moyen efficace et robuste de comparer l'efficacité des outils [114].

L'inclusion ou non du PHQ-9 a longuement été débattu. C'est un outil important de soins primaires [115]. Issu du PRIME-MD (ou PHQ : Patient Health Questionnaire) [41], il a un niveau de validation élevé. On observe dans l'étude de 

Concernant la RAND/UCLA

Le panel s'est conformé aux exigences de variabilité dans la culture, la langue et la pratique. Il a été de taille suffisante, la RAM recommande 7 à 15 experts, entre 10 et 11 ont participés à l'étude [51].

Les délais pour les rondes Delphi ont été courts. Chaque jugement a été effectué à l'aveugle [116]. Pour réduire le biais d'information, chaque expert a reçu un exemplaire de toutes les sources bibliographiques des données fournies.

Les données de fiabilité, extraites selon une revue rapide de littérature, étaient basées sur l'alpha de Cronbach, aucun Kappa de Cohen n'a été trouvé. Une revue systématique aurait eu plus de puissance, mais aurait augmenté la durée de l'étude au détriment de la faisabilité [117].

Concernant le processus de traduction

Pour réduire le biais de sélection et assurer la qualité de l'échantillon,: le design a assuré la participation des MG lors de la traduction linguistique aller. Comme l'ont décrit de nombreux traducteurs lorsqu'il est question de traduction scientifique, il est essentiel qu'un «spécialiste» du domaine se penche en tant qu'arbitre sur la traduction [START_REF] Beaton | Guidelines for the process of cross-cultural adaptation of self-report measures[END_REF] 

Concernant l'étude de validation

Plusieurs types de procédures de qualité des données ont été appliqués: un gestionnaire de données a contrôlé la qualité du protocole et le déroulement de l'étude et le traitement des données. L'expertise de chaque partie prenante de l'équipe a permis de sécuriser la collecte de données à chaque étape. En 1993, Nettlebladt a utilisé la même méthode pour évaluer l'exactitude du HSCL-25 en tant que questionnaire diagnostic en soins primaires, dans six centres de soins dans deux districts, l'un rural et l'autre semi-urbain, contre le PSE-9 et établir un seuil. Notre étude a abouti à une sensibilité plus faible (59% contre 76%), mais une spécificité plus élevée (91% contre 73%), pour un seuil à 1,75. La prévalence de la morbidité psychiatrique était plus faible (21% contre 33%). Des études antérieures ont montré des résultats similaires en termes de sensibilité et de spécificité In a lifetime, it's a chance to meet a man like him. He has always been present and attentive, despite his heavy responsibilities and his precious time.

I remember an evening in Krakow where our exchanges were rich and friendly, despite the obstacle of the use of English.

Thanks again, because without you, I would not be here. I have a deep thought for my two friends, Jean Yves and Bernard. In the difficult moments of my life, they have always been present. And even today, they will accompany me in a serene future.

Without the people around us, we are not much. So, I would like to say here my deepest thanks to all the members of our department, of all ages, from all horizons: Marie Barais, Benoit Chiron, Pierre Barraine for the oldest and Jeremy Derriennic, Delphine Le Goff, Michele Odorico, Sophie Lalande for the youngest. And I do not forget Florence Morvan, Florence Gatineau, Alex Gillman our translator, Morgane Guillou-Landreat our favorite psychiatrist, and all our trainees, without whom this work would have been impossible. I have a particular thought for my partner, Bénédicte Bodin, who had to endure my moods, throughout my course of "PhD student". I am also thinking of my colleagues from the CNGE, with whom I always enjoy to discuss: Jean Pierre Lebeau, Denis Pouchain, Isabelle Aubain, Alain Mercier, Anne Marie Lher and the list is too long to mention.

My deepest thanks go to the European team, and to those who have become over time, friends: Djurdjica Lazic, Radost Assenova, Heidrun Lingner, Slawomir Czachowski, Ana Claveria, Miquel Angel Munoz.Now, I would like to say here the love and forgiveness to my family, for whom the test of a science thesis is not easy. I think of my daughters Marie and Lucie whom I embrace, and who have always supported me. But also to my ex-wife, to whom I did not make life easy.

But today I think, deeply of the woman who makes me happy, Elisabeth, who always knows how to support me and make me go forward. Without it, nothing that is done now would be possible. Without it, nothing that will be done later will be possible. Depression for people aged 55 or older is very frequent especially after a second factor of somatic co-morbidity. It is much more chronic than in people younger than 55, and more difficult to detect and acknowledge (2)(3)(4)(5) Gp's are the first port of call in most European countries, particularly for older subjects, but they seem to be less comfortable with actual tools for diagnosis and definition for those two diagnoses. (6) Primary care patients seem also less comfortable with those diagnoses. As GPs try to provide personal, contextual and integrated care, this may explain their reluctance to use psychiatric labels such as depression especially in the context of a somatic illness, as they separate the patient from his or her mental state (7). However, it is not clear whether such reluctance is actually beneficial to patients (8). Not either if it is cost effective for the national health systems (9).

Multimorbidity is a new concept close to co-morbidity with a global vision in addition (10) (11). This concept is deeply in touch with the GP's core competencies as described by WONCA (12) and especially with the holistic modeling core competency. It could also be a help to detect frail patients (13) in primary care before decompensating. Therefore multiple definitions of multimorbidity are coexisting (14) (15) and the misunderstanding of the concept is obvious in literature (16) (17). 

AIM OF THESIS, GLOBAL SUMMARY AND FRAMEWORK

BACKGROUND

Large and undeclared differences exist between incidence end prevalence rates of depression in general practice, probably related to conceptual differences and different objectives when diagnosing (3).

For FPDM, we need a clear knowledge about tools using to detect and to diagnose depression in adult patients (not only elderly patients because lots of tools can be used in unselected population) (4). Their tools should be validated, pragmatic, practical, reproducible and feasible and easy to use by European's Gps.

For FPDM, we have to choose a single diagnostic tool of depression, common to all members of FPDM, in order to reduce the selection bias or diagnostic imperfection.

A formal consensus procedure is necessary to find such tool. This research is based on the conceptualized process of consensus: RAND/UCLA. The RAND/UCLA method (RAM) was developed in the mid 1980's as an instrument to enable the measurement of the overuse and underuse of medical and surgical procedures.

RAM is considered as a peculiar modified Delphi method. RAM includes an experts meeting with the advantages of the panel discussion over a method by independent reflection. (18)(19) (20).

RAM FRAMEWORK:

Review of literature

In order to increase the level of tools selection, a systematic review had been preferred to a simple review. It will be conduct to find the existing validated tools used to detect and to diagnose depression in adult patients. Then a tool will be selected according to its qualities of validity, reproducibility. Systematic review will met the quality criteria according the PRISMA checklist (21).

Rand Ucla Method (RAM): a Delphi procedure modified: select a single tool with the highest levels of efficacy, reliability and feasibility

This will be done using a Delphi procedure between European partners, in order to rank tools by level of efficacy and reliability. We will retain the first 3 tools with the highest level of validity and reliability for the experts.

During the panel meeting experts in pairs will test the three remaining tools. Then the comparative feasibility of these tools will be discussed in groups.

Then a Delphi procedure will be done in order to rank these 3 tools according to their feasibility.

At the end of this final round, one tool will remain and the RAM is over.

Panel meeting and Delphi procedure: to select a single tool according the better feasibility

Then the choosed tool will be translated into the languages of the European partners. The quality and objectivity of the translation will be validated with a forward backward translation methodology using a Delphi procedure for each participating European teams. Finally, the selected tool will be tested in practice in the field of real general practitioners practice.

By extension, this tool selected with a systematic review of literature, chosen by European primary care researchers and finally tested in practice, will be of interest for all GPs throughout Europe.

AND AFTER RAM

Delphi Procedure To Translate Tool Forward/backward translation in order to translate without loss of meaning the selected tool Tool Testing In The Field Test translated tool in each teams' language in order to define the real feasibility in practice.

• a list of validated and reliable tools used in diagnosis and screening depresion in primary care Systematic Review What training for our PhD Every student in PhD will have to follow the research courses in primary health care of Antwerp University and SICMA doctoral tools of Brest. They will have to complete the qualitative and quantitative courses of those universities. Our design is large enough to need qualitative and quantitative designs and will be an excellent training for the PhD students. At the end of the study all of them will be expert researchers in both qualitative and quantitative research. They will find opportunities to go on with this topic, as it is a very relevant subject for primary health care patients.

Design for each step

Meeting and check point at every EGPRN meeting as a pre conference workshop.

Every team presents its work, troubles and questions during this session (one complete day, at least half day). Each national team presentation is in English, must be followed by a word document arguing the presentation. Presentation must be held in 15 minutes, questions for 15 minutes. Selection of trouble points for discussion and solution with all groups if needed.

FIRST STEP: REVIEWS: A SYSTEMATIC REVIEW

we have different questions:

What tools use GP's to diagnose depression in adult and elder people?

How and where those tools are used or in which situation are they used (Screening, diagnosis)?

What are the validity, reproducibility, and feasibility of each tool?

How to choose the most adapted tool easily to use in general practice in Europe?

The research question

To answer those questions the best research question seems to be: The limits of the research are:

What
Adults and older people (we have taken as the limit age limit PubMed, age 19 +) Language: are selected as mother languages used in the EGPRN teams.

Abstracts selections

The French team will do the databases research for abstract. They will send to each national team its national language abstract plus its part of the English abstracts.

Each national team will do inclusion or exclusion of its abstracts. The French team will include or exclude all abstracts (in order to give more reliability).

Inclusion will be achieved through a Validate list of abstract is send back to the French team, which will compare them with their own finding.

In case of discordance, Paul Van Royen and Harm Van Marjwick will judge the final inclusion.

Articles selection

The validated list of abstracts will be cuted for each national team (its mother language validated abstract plus its part of English abstracts). The French team will do this work. Each national team will receive his mother language articles plus English articles. Each team will have to include or exclude the articles after reading according to the inclusion exclusion criteria.

The French team will include or exclude all articles, using the same criteria's. Validate list of articles is send back to the French team, which will compare them with their own finding.

In case of discordance, Paul Van Royen and Harm Van Marjwick will judge the final inclusion.

Data mining in each article

The French team does a first table of data mining. Each national team gives proposition in order to increase the quality of the extraction. A final result: the table of data mining is the synthesis of all propositions of each national team.

All data directly related to the research question must be extracted:

Name of tool

Editorial data (review, author, impact factor) Data about the sample of the study (size, population, situation of using, etc.)

Data about typology of the tool (origin, number of items,etc.)

Data about validity: reference test, Sensibility, Specificity Data about efficacy: Youden index, Area under the curve Data about reproducibility: cronbach's alpha Data about feasibility (number of items, test time, etc.)

Method -instruction

Two local researchers in each team (national and French team) will do this inclusion/exclusion system separately.

Two local researchers in each team (national and French team) will do the data mining at the same time separately.

Patrice Nabbe will collate the two inclusion lists separately (the French complete list versus each national list).

They will agree at the end on their final inclusion and extraction list. In case of persistent disagreement they will send the final list plus the troubleshooting articles to Patrice Nabbe who give a consensual judgment.

They will agree at the end on their final inclusion list. In case of persistent disagreement they will send the final lists plus the troubleshooting articles to Paul Van Royen and Harm Van Marjwick who will judge the disagreement for final agreement.

At the end of this process we will have a new article lists that will be send to each national team according to the same partition (for each team all is mother language article plus a ninth of the English included articles).

Tools selection

All tools with test of validity compared to other tools have been extracted from the review of literature. But only the tools that are compared to a "gold standard" will be retained.

Are considered as "gold standard", the tools traditionally used reference test, because of their seniority, their wide dissemination and acceptance as the gold standard by the international community.

expected results: identification of tools

As stated in the research question, the goal is to find valid instruments used in the diagnosis and screening for depression in primary care .

With this method, we hope to find and identify the validated tools used in that case, with an European agreement.

SECOND STEP: PROJECT WORK FOR A EUROPEAN CONSENSUS ON A VALIDATED TOOL AMONG THE TOOLS USED TO DIAGNOSE DEPRESSION IN FAMILY MEDICINE, BASED ON EFFECTIVENESS, RELIABILITY AND EASE TO USE. UTILIZATION OF A RAND/UCLA METHOD (RAM)

In the first part, a methodical systematic review of literature was completed. The result was the identification of validated tools versus "Gold Standard" .

All numerical values of validity and reliability were extracted from included articles.

Values of efficacy were extracted or calculated. They are very different and done on different populations. Nevertheless they are comparable and could lead to a consensus.

Feasibility, which is the last important matter of quality, is far more complicated to ensure. We found many different ways to compare feasibility (number of items, test duration, time frame of question, method of inquiry and score range, etc.). But unlike efficacy and reliability those values are never the same and do not share a consensus.

A consensus methodology based on an expert panel looked as the only alternative to ensure comparison between those tools. They will first have to select the best tools on efficacy and reliability data (which are available with the result of the systematic review). Then they will have to test and reflect about feasibility while comparing the tests.

The RAND/UCLA Appropriateness Method (RAM) is the most appropriate consensus method. It has been approved by NICE and HAS (Haute Autorité de Santé)(20)

Methodology

The RAND/UCLA Appropriateness Method (RAM) was developed in the mid 1980's as an instrument to enable the measurement of the overuse and underuse of medical and surgical procedures (22).The appropriateness criteria developed in early RAM studies were used as a tool to measure performance retrospectively (22).

RAND/UCLA is considered as a peculiar modified Delphi method: it's a "two-round modified Delphi process" which includes an experts meeting between two rounds of independent ratings, based on the result of a literature review( 22) (19).

Population:

The panel includes 7 to 15 voluntary EGPRN members from all over Europe. To be included an EGPRN member should speak English fluently, be registered as a researcher in a research team or having publications in a scientific journal with impact factor and be a GP.

First Round: Delphi round to assess efficacy and reliability

In the first round, each tool is rated using the data of efficacy and reliability from the systematic review. Each panelist receives by mail four sets of data:

Result of the literature review with data about validity (Sensibility, Specificity) and efficacy (Youden Index) for each tool.

Sample data (number, features, etc.)

The sources articles Reliability data (Cronbach alpha)

Each set of data is shown in a synthetic view, in order to facilitate the rating work.

The experts do not receive the tools details in order not to be too subjective in that rating.

For each tool, experts will individually answer one question: does this tool seem effective and reliable enough to be appropriate for the diagnosis of depression in primary care? They will have to rate the efficacy and the reliability on a single global likert scale from 1 to 9 (1: highly not appropriate to 9: highly appropriate) using their own best clinical judgment with no interaction among experts (22). Panelists are encouraged to explain their opinion in quick notes for each tool.

The French team collects the individual results. All the tools are kept at the end of the first round.

Panel meeting

The aim of the second round is to disentangle feasibility on the tools. It takes place in a panel meeting during the EGPRN meeting in October 2012 (Antwerp, Belgium).

There is one moderator to handle the panel meeting and one observer to ensure the quality of the meeting. The panel moderator is a French member.

a/ select by panel meeting the three most effective and reliable tools Experts receive an individualized document showing the distribution of all the experts' first round rating and comments, with their own specific rating. (19) An ultimate discussion is held based on the individual results from the first round (22).The aim is to confirm the three most effective and reliable tools.

b/ rating by feasibility

The panelists receive the complete test forms of the three selected tools with details about feasibility of each tool (number of question, duration, etc.). They work in pairs (selected in a random way) and each one completes all the tests with his partner.

After testing, the panelists have to rate individually the selected tools. Each panelist has to answer one question for each test: does this test seem feasible in real GP's practice? They rate on a Likert scale from 1 (absolutely not feasible) to 9 (easily and completely feasible) with comments for each test.

Then, another discussion is held based on those individual results. The panelists are encouraged to discuss their rating for each tool in the light of their knowledge so that? all the panelists rated (22). Then, the panelists have to re-rate individually the tools, regardless of whether their rating is unchanged from the beginning of the second round (22) This discussion is audio-recorded and video taped.

No consensus is done at that time and the moderator has to promote the idea that no consensus has to be reached during the panel discussion

The results of the panel is a rating of each tool (median of its score) and the verbatim of the discussion(1) (22). Tools are classified into three levels of feasibility according to their medians: Third Round: Delphi round to Develop a consensus.

In this round, 15 days after the panel meeting, each panelist receives by mail the results of the meeting (i.e. the final rating of feasibility for each tool with the complete verbatim of the panel discussion) (1).

A classification of the three tools selected in the second round is proposed to each panelist.

The number 1 is the "most appropriate tool to diagnose depression in general practice", the number 3 is the least appropriate" and the number 2 is for the intermediate tool. The results are collected for each expert.

The addition of scores for each tool aimed to determine the best (the lowest score is the best tool). This tool can be considered as the most effective, reliable, easy to use and practical tool of depression diagnosis in general practice.

If there is no clear consensus, another individual rating will be made. We are asking you to fill out the rating forms and returns them within X DAYS, that is no later than XXXXXXXX.

The second round of the RAM will take place during the EGPRN meeting in October 2012 (Antwerp, Belgium). We assure you that all the collected informations will be confidential and will be exclusively used to the FPDM project.

Fifteen days after the Congress, you will receive the results of the meeting to answer to the third round. If no clear consensus is obtained after this round, you will be invited to participate in another individual rating.

We thank you for your interest in this project.

Yours faithfully, signatures BACKGROUND Depression for people aged 55 or older is very frequent especially after a second factor of somatic co-morbidity. It is much more chronic than in people younger than 55, and more difficult to detect and acknowledge (1)(2)(3)(4). Gp's are the first port of call in most European countries, particularly for older subjects, but they seem to be less comfortable with actual tools for diagnosis and definition for those two diagnoses (5).

Depression occurs frequently but it may be difficult to detect and acknowledge in general medical settings. A major problem is that there is no objective test for the diagnosis. Incidence and prevalence rates of depression differ in general practice across Europe, probably related to conceptual differences and different objectives when diagnosing. There is also a large overlap between depression and contextual distress, anxiety and somatoform disorders in primary care. General practitioners (GPs) thus experience problems when detecting and diagnosing depression in their patients, which may lead to over prescription of antidepressant drugs. They are the first port of call in most European countries, but they seem to be less comfortable with actual tools for diagnosis and definition.

We need better knowledge about tools used by GPs or a primary care system in the field of depression in adult patients. We have the following research questions: In the first part of the FPDM study, a methodical systematic review of literature with ten national teams of the EGPRN was completed. The result was the identification of these tools validated versus "a gold standard".

Numerical values of validity, in terms of consistency and reliability were extracted from articles, in studies with different populations. This difference on populations does not make it possible to have a consensus based only on a strict comparison of quantitative numerical datas.

Feasibility, which is the last important matter of quality, is far more complicated to ensure. We found many different ways to compare feasibility (number of items, test duration, time frame of question, method of inquiry and score range, etc.). But unlike efficacy and reliability those values are never the same and do not share a consensus.

A Consensus based on an European expert panel looked as the only alternative to ensure comparison between those tools (6). They will first have to select the best tools on efficacy and reliability data (which are available with the result of the systematic review). Then they will have to test and reflect about feasibility while comparing the tests.

The RAND/UCLA Appropriateness Method (RAM) seems the more appropriate consensus method. It has been approved by National Healthcare Organizations (NICE and HAS in France) (7) (8).

METHODOLOGY

The RAND/UCLA Appropriateness Method (RAM) was developed in the mid 1980's as an instrument to enable the measurement of the overuse and underuse of medical and surgical procedures (6).The appropriateness criteria developed in early RAM studies were used as a tool to measure performance retrospectively (6).

RAND/UCLA is considered as a peculiar modified Delphi method: it's a "two-round modified Delphi process" which includes an experts meeting between two rounds of independent ratings, based on the result of a literature review made in a first part(6) (9). It brings the advantages of a peer's reflection and each panelist has equal weight in determining the final rating.

The RAM is only one of several methods that have been developed to identify the collective opinion of experts (6). In the RAM, repeated quantitative assessment is used by all the expert to encourage relevance, objectivity and homogeneity when ranking the proposal (8). The RAM has been shown to produce appropriateness criteria and quality indicators that have face, construct and predictive validity (10).

The Delphi rounds, thank to the anonymity of the responses, permits to avoid the influence of a leader opinion, and the panel meeting gives the panelists the opportunity to discuss their rating and judgments face to face evenly (6) (11).

ACTORS THE STEERING GROUP

The objective of the steering group is:

To write the scientific project and recruit the scoring group

To ensure that the trading group has all the data for the evaluation procedure

To formulate questions for the Delphi round

To ensure that deadlines are met, possibly by raising the group scoring members

The steering group is made up of French members.

THE SCORING GROUP

The panel includes 9 to 15 voluntary EGPRN members from all over Europe (6). To be included an EGPRN member should speak English fluently, be registered as a researcher in a research team or having publications in a scientific journal with impact factor and be a GP (12).

A 9-member Rand panels is large enough to permit diversity of representation and a maximum of 15 members ensure that all a chance to participate the discussion (6).

Whatever the scoring round, members of the scoring group have to complete the questionnaires in full (7). To each question, scoring member had to circle a number from 1 to 9. Responses between two numbers or circling two numbers are forbidden (7). All questions have to be rated (7).

In case of missing values, a member of the steering group will re-contact the member of the scoring group(6) (7).

THE MODERATOR

The moderator of the panel meeting is characterized by its neutrality and ensure a balance between speaking each member of the scoring group (7).

Delphi Round and panel meeting FIRST ROUND: DELPHI ROUND TO ASSESS EFFICACY AND RELIABILITY

In the first round, each tool is rated using the data of efficacy and reliability from the systematic review. Each panelist receives by mail four sets of data:

Result of the literature review with data about validity (Sensibility, Specificity) and efficacy (Youden Index) for each tool.

Sample data (number, features, etc.)

The 4 sources articles Reliability data (Cronbach alpha)

Each set of data is shown in a synthetic view, in order to facilitate the rating work.

The experts do not receive details of the tools not to be subjective in their rating.

For each tool, experts will individually answer three questions: "Does this tool seem effective enough to be appropriate for the diagnosis of depression in primary care?", "Does this tool seem reliable enough to be appropriate for the diagnosis of depression in primary care?", 3"Does this tool seem effective and reliable enough to be appropriate for the diagnosis of depression in primary care? "

They will have to rate the efficacy and the reliability on a single global Likert scale from 1 to 9 (1: highly not appropriate to 9: highly appropriate) using their own best clinical judgment with no interaction among experts (6). Panelists are encouraged to explain their opinion in quick notes for each tool.

The French team collects the individual results.

The first result rating must be returned before 4 weeks by mail, and each panelist can contact by mail a member of the steering group if he needs help (6).

All the tools are kept at the end of the first round.

SECOND ROUND: PANEL MEETING

The aim of the second round is to disentangle feasibility on the tools. It takes place in a panel meeting during the EGPRN meeting in October 2012 (Antwerp, Belgium).

There is one moderator to handle the panel meeting and one observer to ensure the quality of the meeting. The panel's moderator is a French member.

1/ selects by panel meeting the three most effective and reliable tools Experts receive an individualized document showing the distribution of all the experts' first round rating and comments, with their own specific rating ( 9).

An ultimate discussion is held based on the individual results from the first round (6).The aim is to confirm the three most effective and reliable tools.

2/ rating by feasibility

The panelists receive the complete test forms of the three selected tools with details about feasibility of each tool (number of question, duration, etc.). They work in pairs (selected in a random way) and each one completes all the tests with his partner.

After testing, the panelists have to rate individually the selected tools. Each panelist has to answer one question for each test: does this test seem feasible in real GP's practice? They rate on a Likert scale from 1 (absolutely not feasible) to 9 (easily and completely feasible) with comments for each test.

Then, another discussion is held based on those individual results. The panelists are encouraged to discuss their rating for each tool in the light of their knowledge so that all the panelists rated (6). Then, the panelists have to re-rate individually the tools, regardless of whether their rating is unchanged from the beginning of the second round (6).

This discussion is audio-recorded and video taped.

No consensus is done at that time and the moderator has to promote the idea that no consensus has to be reached during the panel discussion.

The results of the panel is a rating of each tool (median of its score) and the verbatim of the discussion(8) (6). Tools are classified into three levels of feasibility according to A classification of the three tools selected in the second round is proposed to each panelist.

The number 1 is the "most appropriate tool to diagnose depression in general practice", the number 3 is the least appropriate" and the number 2 is for the intermediate tool. The results are collected for each expert.

The addition of scores for each tool aimed to determine the best (the lowest score is the best tool). This tool can be considered as the most effective, reliable, easy to use and practical tool of depression diagnosis in general practice.

If there is no clear consensus, another individual rating will be made.

ARTICLES, YOUDEN INDEX CALCULATED

According to the methodology of the systematic review, the articles were included thanks to numerical datas of validity or efficacy, with or without associated reliability datas.

The only values of validity or efficacy that are found in all the articles are Sensibility and Specificity. The other datas are not the same between the articles and can't be used.

In the first part of the RAND/UCLA Appropriateness Method, you only have to rate the validated tools with the datas of validity used to calculate Efficacy (Youden index), and data of reliability (Cronbach alpha) from the articles and from additional sources.

We don't use Area Under the Curve to compare Efficacy because of lake of information in the selected articles to extract or to calculate this. Additionally, we can't use Cohen Kappa to compare Reliability because of lake of data in the selected articles and because of lack of means in additional sources.

EFFICACY: YOUDEN INDEX CALCULATED WITH DATA RETRIEVAL

The Youden Index is often used as a summary measure of the receiver operating curve (1). Its measure the effectiveness of a diagnostic marker (1).

Youden Index is the maximum difference between Sensitivity (the probability of correctly classifying diseased individuals) and 1-Specificity (the probability of incorrectly classifying health individuals) (2)

Youden Index= (Sensibility + Specificity) -1

This index ranges between 0 and 1, with a value of 1 indicating perfect diagnostic effectiveness, and 0 indicating an ineffective test.

All Youden index were calculated by the steering group and not extracted from the selected articles. 

Values'extent of Cronbach Alpha of the validated Tools

Cronbach Alpha: data from additional sources The first Delphi round will take place between August 1 and September 15.

The panel meeting will take place at the congress on the EGPRN in Antwerp in October.

The second Delphi round will take place between November 15 and December 31.

The final results will be announced January 30 Depression occurs frequently but it may be difficult to detect and acknowledge in primary care settings, where most patients present with physical symptoms [1][2][3][4]. The prevalence rates of depression differ worldwide (from 2.2 to 10.4%), probably due to conceptual differences and different objectives when diagnosing [3,[5][6][7][8] and sociodemographic factors [9]. There is a large overlap between depression and contextual distress, anxiety and somatoform disorders in primary care [10]. Family practitioners (FPs) experience problems when diagnosing depression in their patients which may lead to over-prescription of antidepressant drugs. They are the first point of care in most European countries but they seem to be less comfortable with the use of formal diagnostic tools [11].

As FPs try to provide personal, contextual and integrated care, there may be a reluctance to diagnose and use psychiatric labels, such as depression, especially in the context of a somatic illness. These labels may 'separate' the patient with symptoms, such as fatigue, from his or her mental state [12]. Such normalization and diagnostic reluctance may frequently be beneficial for some patients with mild distress but not necessarily for others [13].

We, therefore, need better knowledge of the tools usable by FPs in the field of depression in adult patients [3]. Several tools exist that help FPs to diagnose depression in adult patients [14]. Identifying the ones that are validated, and evaluating them, will create an opportunity to enhance primary care depression diagnosis. In addition, it will ultimately reduce selection bias and misdiagnosis [15]. It could also improve communication among health professionals if the same tool could be used in primary care (by FPs) and secondary care (by psychiatrists), and improve antidepressant use.

However, in accordance with this objective, the field of this research focused on major depressive disorder according the DSM. Bipolar depressive disorders, are not covered by the fields in this research and have not been the concern of this research [16,17]. Minor depressive disorders or mood disorders have not been taken into account because the diagnosis is not clearly defined, particularly where older patients are concerned [18].

The European General Practice Research Network (EGPRN) is committed to concepts that could advance research in primary care throughout Europe. The EGPRN has created a research agenda specifically designed for methodological and instrumental research, which includes the development of primary care epidemiology, focusing on patient-centered health. Therefore, the EGPRN was specifically interested in the detection of a validated and feasible tool for depression diagnosis in Family Medicine, in order to support collaborative research throughout Europe. An international team, consisting of EGPRN members, was created by cooptation and willingness to participate in this study.

According to a meta-analysis, it seems that the specificity of FPs' depression diagnosis is high and is in accordance with DSM criteria for major depression, even where their sensitivity is low [3]. The choice of the best possible standard for diagnosis was the first stage for the research team. The standard should be one which can be used by both psychiatry and primary care. It must also take into account a conceptual and cognitive approach which is common to both disciplines [19]. An interviewer-expert, using diagnostic criteria for major depression, according to the Diagnostic and Statistical Manual of Mental Disorders (DSM), satisfies these two criteria.

The DSM is a classification instrument, a standard categorical tool for research, designed to confirm depression. It describes a number of minor and major symptoms [20][21][22]. The DSM-5, once bereavement has been removed from the criteria for depression, is a further development from the DSM-IV [15,16]. The DSM is mainly designed for research purposes and not for everyday practice [23]. Combining DSM with skilled professionals (psychiatrist, psychologists. . .) creates a robust standard or an external criterion with which to evaluate the tools for research purposes.

Consequently, the research question was: which diagnostic tools for depression, tested against a psychiatric examination using DSM-IV-5, are usable in primary care research? 2. Method 2.1. Systematic review according to the PRISMA Guidelines [24,25] 

Research group constitution

An international group of researchers in primary care, including a psychiatrist, from France, Spain, Portugal, Catalonia (Spain), Italy, Greece, Germany and Poland, was constituted during the EGPRN meetings in Zurich in late 2010. They met several times in order to construct the inclusion/exclusion criteria and research equation. This equation was adapted to the characteristics of each database.

A team of 2 international researchers undertook the database document search, working blind and pooling documents at the end of the identification process. They compiled a list of the articles which met the criteria. That list was sent to each national team, including the abstracts, in its own national language, along with a portion of the English abstracts, after duplicates had been removed. Then each national team undertook inclusion/exclusion procedures on these abstracts with 2 national researchers working blind. In addition, a team of two international researchers, working blind, completed the same process of inclusion/exclusion. The two teams of two researchers then compared their results to reach a consensus based on the qualitative criteria of inclusion/exclusion. All eligible abstracts were finally evaluated for identification.

Screening. Inclusion criteria:

limited to the past 15 years (In order to have a comprehensive view of the most recent research); adults and/or elderly patients; English, Greek, Spanish, Italian, French, German, Polish languages. Exclusion criteria: not in IMRaD (Introduction, Methods, Results, and Discussion) format [26]; depression was not the major topic; no diagnostic tool identified; the study was about children or pregnancy or post-partum depression. Depression is a common complication of the postpartum experience. However, in accordance with the demands of our ethical committee, and because there is a scientific debate to discover whether there is a significant difference between perinatal and other forms of depression, perinatal depression was not retained [27,28] 
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the study was not in a primary care setting; the tools were identified without validity data.

Eligibility.

A team of 2 researchers extracted the full text articles and sent each national team the articles in their own national language, as well as part of the English articles. Each national team undertook inclusion/exclusion for eligibility. In addition, a team of 2 members of the international research team undertook the same procedure, working blind. Then the two teams of two researchers merged their results to achieve greater reliability. The use of metric data comparison tools such as Kstatistic was not possible; studies were not comparable in terms of population and sampling. All articles were finally assessed for eligibility using a qualitative group consensus among the four researchers.

Articles were excluded according to the following criteria: depression diagnosis was not the major topic of the study; efficiency data (Sensitivity, Specificity, Positive predictive value, Negative Predictive value) were absent or imported from another study; reliability was the only mentioned validity data in the article; language used in the study was not English, Greek, Spanish, Italian, French, German or Polish; researchers were not FPs; tool was only validated against another diagnostic tool without a face-to-face psychiatric examination using the DSM-IV-5;

tool was only a screening tool.

Step 2: data extraction and selection of tools

A team of two researchers analysed the included articles. All validated diagnostic tools were extracted. The efficiency data (sensitivity, specificity, positive predictive value, negative predictive value, Youden Index [Se + Sp -1]) were collected. Youden index is an index used for securing optimal thresholds for testing medical tools [29]. Researchers ensured that validity data was calculated on the findings of each individual study and not extracted from elsewhere.

Results

The three databases search identified 770 abstracts: 546 abstracts were analysed after duplicates had been removed (224 duplicates); 50 of the validity studies were eligible and 4 studies were finally included (Fig. 1).

Table 1 shows the reasons for exclusion of abstracts and articles. Finally, seven tools were selected: the GDS-5, 15 and 30 items (Geriatric Depression Scale with 5, 15 and 30 items); the HSCL-25 (Hopkins Symptoms Checklist with 25 items); the HADS (Hospital Anxiety Depression Scale); the PSC-51 (physical symptom checklist in 51 items); the CES-DR (Center for Epidemiologic Studies Depression Scale-Revised (Table 2).

The 'entire, initial sample' of all the studies and the sensitivity and specificity data were collected. PPV and NPV were not always 

307

present in the articles. The calculation of the Youden index (sensitivity + specificity À 1) enabled a comparison of the effectiveness of the tools to be made. GDS-5, GDS-15, HSCL-25 and HADS had a Youden Index greater than 0.6 (high effectiveness); while GDS-30, CESD-R and PSC-51 had less than 0.6 (Table 2). 

Concerning the study of Ortega-Orcos

This concerned a Spanish population, aged over 64 years old; 301 individuals participated and were randomized in a population served by a public primary care center. They were interviewed by trained doctors: a psychiatric interview based on the DSM. All valid data sought by the research team were present in the article.

Concerning the study of Fro ¨jdh

This concerned a Swedish population over 65 years old; 37 individuals participated in a sample 58 individuals out of a population of 475 individuals. They were interviewed by trained doctors: a psychiatric interview based on the DSM. PPV and NPV were not present in the article.

Discussion

The aim of the study was to find out which diagnostic tools, used for depression diagnosis in primary care, are validated against a psychiatric examination, using major depression criteria, according to DSM-IV-5. Those tools were: GDS-30 and CESD-R [30], PSC-51 and HADS [31], the GDS-5 and GDS-15 [32], HSCL-25 [33].

Comparison with existing literature

Retaining a psychiatric examination based on the DSM was an effective means of comparing the efficiency of the tools [34]. The Youden index gave a robust comparison. It emerged subsequently that the pitfall of this study is that the use of the DSM by a psychiatrist, as comparison criteria, excluded very popular tools. The tools extracted by the literature review were not the tools commonly used in practice. This was intentional as our purpose was to select a tool for research. For example, the 4DSQ [35] is validated against a population-based mathematical model and not against clinical comparison criteria [36]. The PHQ-9, which is also very popular, is a follow-up tool [37], validated against the Hamilton Scale for follow-up and often used as a diagnostic tool [38]. Nevertheless, the PHQ-9 was never validated against a psychiatric examination, using the DSM, in our team's languages. The PHQ-9 had been validated against DSM-4 in East Africa in 2009 [39] but the language was irrelevant as it did not fall within our criteria.

The research team made choices successively, throughout the entire process, in order to be as accurate as possible and to maintain the ability to communicate with other health professionals. These choices led to the elimination of some popular tools which had certain methodological restrictions preventing their validation according to our search method [19].

The selected tools are categorical and have been little used in everyday family medicine up until now, although this may change rapidly with the introduction of the new primary care mental health nurses in several European countries. On one hand, psychiatrists argue that the difficulty of having to combine validity, utility and disease status [40] in one tool prevents clinicians from using them. On the other hand, FPs are dubious about the validity of DSM for primary care and, therefore, will not use scales [41]. In addition, these tools were mainly developed for research, and not for (general) practice purposes, which might explain their limited use. The GDS-30 was developed in 1982 [42] to diagnose and quantify depression in elderly patients. It was designed with 30 items, using binary response, centered on the previous week's symptoms. It is widely used for research purposes [43,44]. The GDS-5 and GDS-15 are short versions of the GDS-30 [45,46] designed for better ergonomic use. The CESD-R was developed in 1977 [47] to diagnose and quantify depression. It was designed with 20 items, using a 4-point Likert scale, centered on the previous week's symptoms. It is also widely used [48] in research. The PSC-51 is a 51-item physical symptoms list. PSC-51 is little used [31]. The HADS was developed in 1983 to diagnose and quantify depression in hospital [49]. It is designed with 14 items, using a 4-point Likert scale, and is centered on the previous week's symptoms. It is a widely used tool [50] in research. The HSCL-25 was developed in 1974 to diagnose and quantify depression [51]. It is designed with 25 items, using a 4-point Likert scale, centered on the previous week's symptoms. It is widely used and specifically used with refugees [52,53].

Strengths and limitations of the study

This collaborative work followed a well-defined and rigorous methodology. The broad-based research team consisted of primary care providers or researchers from several countries and cultures. However, not all European countries were represented. Nevertheless, members of this literature review cover a broadly based linguistic range: Romance, Greek, Germanic and Slavic languages. Through a stepwise process, a list of diagnostic tools, usable for depression diagnosis in primary care research and based on the DSM, could be determined.

Selection bias may have occurred but it is limited by the use of a multilingual team, two pairs of two researchers, working blind, at all stages of the selection and inclusion process and also by the wide range of the search equation.

Information bias was possible but limited by the thoroughness of the search. A complete collection of all the summaries and all the full-text articles was assembled. No documents were omitted. The relevant outcomes, such as PPV and NPV, were not always present. The choice of database is debatable -the team oriented the search towards a primary care setting.

Confusion bias was limited by using a group consensus procedure to establish the final list at each step (identification, screening, eligibility and inclusion).

Teaching implications

In family medicine medical education, students are often faced with the question of how to make a depression diagnosis. Many trainees feel that they have difficulty in detecting depression and consequently they do not know whom to treat, whom to follow up and whom to discharge. Even though this study is mainly focused on research, the use of categorical tools will be of great help to those young physicians. They will be able to assess their practice with these tools and to establish robust professional methods for handling depression diagnosis. As always, a tool is only an entry point for the diagnosis and for the conversation with the patient about the labelling of their symptoms. Students have to be taught how to introduce a tool into the consultation; how to stimulate patients to use a tool; how to interpret, discuss and record the results, and subsequently, how to follow up their patients with that help.

working population from 50 to 64 years represents 1/3 of the active population aged 20 to 64 years [54]? In future studies, when discriminating within a population, there are other factors which should be taken into account, apart from age, for example, the ability to cope, which is not only age-related [55]. Future research will need to ensure that these tools have their place in the treatment of adult patients, inter alia regardless of their age.

Within the perspective of collaborative studies about depression in primary care, FPs show a good level of specificity in diagnosing depression according to DSM criteria [3] but choosing tools to be shared by FPs and psychiatrists will be a challenge. The choice of a common tool could be based on statistical criteria but the choice could also be influenced by clinical criteria of usefulness [40]. Further research, which applies a standardized methodology, will be necessary to choose the best possible tool, in terms of reliability, efficiency and ergonomics, for undertaking Europewide collaborative studies between GPs and psychiatrists [56].

Using only efficiency data could be misleading in the comparison of tools. Therefore, completing this study by researching the reliability data for these tools would have added value, whether this were achieved through the use of the COSMIN statement [46,57] or by finding additional data on Cronbach's Alpha or Cohen's Kappa in the literature for each tool. It would also be useful to find ergonomics (easy to use) data and that could also be undertaken by means of a literature search. Ergonomics must be taken into account. This is particularly important in primary care because of the importance of the usually limited consultation time.

After collecting these data and analysing the results, the research team will undertake an expert consensus, using the RAND/UCLA methodology, to find which one of the 7 funded tools is the best, in terms of reproducibility, reliability and ergonomics, for research in primary care.

Conclusion

This study selected seven validated tools, usable in primary care, for the diagnosis of depression: GDS-30, CESD-R, PSC-51, HADS, GDS-5, GDS-15, and HSCL-25.

There is need for further research on reliability and ergonomic data for these tools in order to define the best tools in terms of efficiency, reproducibility, reliability and ergonomics for collaborative research in primary care and psychiatry.

Introduction

Primary care is a strategic place for depression diagnosis and treatment [1][2][3][4][5]. his led to a triple challenge:

• Improve early diagnosis.

• Provide a simple and effective diagnostic tool that allows medical research in daily practice. • Gain consensus on the tool's use irrespective of nationality.

For medical research, there are common selection criteria: efficiency, reliability and ergonomics. he tool must be consensually accepted by researchers and have face validity. It must be validated to indicate when psychiatric referral is required and should be accepted by both psychiatrists and General Practitioners (GPs) [6,7]. Under the auspices of the European General Practice Research Network (EGPRN), European GP researchers decided to find such a tool. Experts representing different cultures, languages and health systems sought consensus [6,8].

Seven tools were found using a systematic literature review. hey needed to be validated against a psychiatric examination using the DSM's major depression criteria, usable in primary care research and conceptually understandable by GPs and psychiatrists [9]. Consequently, this
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*Correspondence: patrice.nabbe@univ-brest.fr 1 to assess whether testing tools had modified their judgment. hen the ergonomics were discussed. he meeting ended with final evaluations. he entire meeting was recorded in both video and audio format for ultimate quality control.

No final consensus was required at the end of the meeting [11].

Third step

he goal was to select one tool. At the end of the experts' meeting, all discussions were transcribed. Each expert received the transcript independently. he final question was: "Which is the most appropriate tool for the diagnosis of depression in adult patients, in General Practice, in Europe, in terms of Efficiency, Reproducibility and Ergonomics?" he experts were asked to vote on each tool and to comment on their responses.

Results

Eleven experts from 8 European countries participated. hey were all GPs, fluent in English. he panel was composed of 9 women and 2 men. Of the 11 experts, 9 practised in urban areas of more than 5000 inhabitants and 2 worked in urban areas with 2000-5000 inhabitants (Table 1).

he tools selected by the literature review were: GDS-5, 15 and 30 (Geriatric Depression Scale with 5, 15 and 30 items), the HSCL-25 (Hopkins Symptoms Checklist with 25 items), the HADS (Hospital Anxiety Depression Scale), the PSC-51 (physical symptom checklist in 51 items), and the CES-DR (Center for Epidemiologic Studies Depression Scale-Revised).

First step results

he PSC-51, GDS-30 and CES-DR: eliminated for lack of efficiency.

he GDS-15 and GDS-5: eliminated for lack of reliability.

he HADS and the HSCL-25: considered efficient and reliable (Table 2).

Second step results

Eight experts participated and confirmed that HSCL-25 and HADS were the best-validated tools in terms of efficiency and reliability.

Before the ergonomics test, the experts had favoured HADS. heir individual opinions were modified after testing the HSCL-25 face-to-face (Table 3). Consensus was not sought at the end of the meeting. All comments were collected and were returned to the experts in the document they were sent for the 3rd phase (for example):

HADS: he questions are difficult for patients to understand; the answers are difficult for patients because they correspond to positive and negative choices; this tool is too long. HSCL-25: he answers are on a 1 to 4 Likert scale; the responses are recorded by checking on a table; the answers are simpler.

Third step results

he 8 experts who participated in the whole procedure were asked to vote: "Which is the most appropriate tool to diagnose depression in adult patients in General Practice, in Europe, in terms of its efficiency, its reliability and its ease of use?"

• 6 answered, "In my opinion, the HSCL-25 is the most appropriate tool to diagnose depression in Primary Care practice. " • 2 answered, "In my opinion, the HADS is the most appropriate tool to diagnose depression in Primary Care practice. "

he experts gave final comments (for example):

"After analysing all the psychometric properties, the most useful test in primary care in many countries in Europe, with numerous cultural variations, is the HSCL-25. "

"In terms of effectiveness, reliability and ergonomics, the HSCL-25 is my first choice. However, I must add that the HADS is the best-known and most commonly applied tool in clinical practice, as well as in scientific discussions between different medical and non-medical professionals. In communication and discussion with our colleagues, it is crucial for the monitoring of depressed patients; we have to think about this if we choose the HSCL-25. "

"he HSCL-25: Simple, detailed enough for the diagnosis, short administration time, easy to understand. "

Discussion

he HSCL-25 appeared the most interesting tool for diagnosing depression in terms of the combination of its efficiency, reliability and ergonomics. It is a self-rating scale derived from the SCL-90 which is a multidimensional psychological test instrument for the assessment of psychological symptoms and distress [18][19][20]. It has robust efficiency and reliability scores [21][22][23].

his RAM study was based on a systematic literature review [9], of higher quality than the original RAM with a non-systematic literature review. he ergonomic factor was an important criterion in maintaining a relationship between patients and GPs. Researchers demonstrated by this process how ergonomics were decisive in choosing a tool suitable for future research [24].

HSCL 25 has been widely used for evaluation among traumatised populations and used many times in primary care [25][26][27][28][29]. HADS has been widely used over a long period for clinical and research purposes [30]; has been 
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  Sanchez-Garcia: this involved a Mexican population, aged 60 to 90 years old; 206 individuals participated among a random sample of 534 individuals from a population of 35,191 individuals. They benefited from a psychiatric interview conducted by a psychiatrist. All validity data sought by the research team were present in the article. Concerning the study of De Waal: this involved a Dutch population, aged 25 to 80 years old; 473 individuals participated among a randomized sample of 589 individuals from a population of 1046 individuals. They have benefited from an interview with WHO-certified psychologist. PPV and NPV were not present in the article. Concerning the study of Ortega-Orcos: this concerned a Spanish population, aged over 64 years old; 301 individuals participated and were randomized in a population served by a public primary care center. They were interviewed by trained doctors: a psychiatric interview based on the DSM. All valid data sought by the research team were present in the article. Concerning the study of Fröjdh: this concerned a Swedish population over 65 years old; 37 individuals participated in a sample 58 individuals out of a population of 475 individuals. They were interviewed by trained doctors: a psychiatric interview based on the DSM. PPV and NPV were not present in the article.
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 4 has a wide age range, between 20 and 80 years. The other 3 studies included a population over 60 or 65 years. It may be difficult to extend the results of this study to the entire adult population. However, can we consider that age is the only discriminating factor, given that in Europe the working population from 50 to 64 years represents 1/3 of the active population aged 20 to 64 years [56]? In future studies, when discriminating within a population, there are other factors which should
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  which allows participants to refine their views in the light of the progress of the group's work, -Feedback control under the responsibility of the investigator, -Statistical aggregation of the group's responses to allow a quantitative and qualitative analysis of the data [41][42][43][44] .
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  The HSCL-25 score is calculated by dividing the total score (sum score of items) by the number of items answered (ranging between 1.00 and 4.00). It is often used as the measure of distress.The patient is considered as a "probable psychiatric case" if the mean rating on the HSCL-

  The item « Faintness » was translated into « Weakness » in all three Hispanic languages (e.g. « Debilidad », « Debilitat » and « Debilidade » in Standard Spanish, Catalan and Galician respectively). The same was observed for the item « Heart racing », translated into « Palpitations » (i.e. « Palpitaciones » and « Palpitacions » in both Standard Spanish and Galician versions). From a Galician and Catalan point of view, « Blame oneself » turned into « Blame yourself » in backward translation, as the term « oneself » wasn't commonly employed. To finish, « Feeling no interest » was translated by « No siente interes por nada » in Standard Spanish to be understood by the patient, and « Worthless feeling » became « Feeling useless ». But in Standard Spanish, « inutil » meant « worthless » as well.

  του H S C L 2 5 είναι 5 έως 10 λεπτά. Czas na wykonanie testu HSCL 25 wynosi od 5 do 10 minut. Времето за провеждане H S C L -25 е от 5 до 10 минути. resultat total oscil•la entre 1,00 i 4,00. Aquesta escala sovint s'utilitza com a mesura del malestar psicològic.
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  tool. The aim of this project, inspired by the Nettlebladt study, was to determine the external efficiency of the HSCL-25 French version (F-HSCL-25) in French general practice by comparing it with the Present State Examination-9 French version (F-PSE-9), a widely accepted semi-structured clinical interview used extensively in psychiatry [29]. METHOD Study design A quantitative cross-validation study of the F-HSCL-25 in an adult French general practice population was carried out by the research team of the Soins primaires, Santé Publique, Registre des tumeurs de Bretagne Occidentale (EA 7479 SPURBO). It was a comparative, non-inferiority, multi-centered, survey. The study team constituted of two physician researchers, three GP trainees specifically trained in psychiatric assessment using the PSE-9 and using the CATEGO algorithms [29], a psychiatrist, a statistician, a GP research network of 20 GPs, a Data Manager and a Research Coordinator. The psychiatrist of Brest CHRU trained the GP trainees in psychiatric assessment and confirmed the validity of the clinical diagnoses. A multidisciplinary research network supported the study. The inclusion period was 20 weeks. The duration of participation for each patient was 1 week. The study was conducted between June 2015 and February 2016.

  Committee). Patients had to give their written, ethical consent to participate. (ID RCB: n°2014-A01790-47; reference CPP: CPP Ouest VI 872; N° Clinical Trial.gov: NCT02414711).
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  cut-off point of 1.75 was established for case definition in the original English version. According to Nettlebladt & al., choosing a lower cut-off point (1.55) tended toraise the sensitivity (89%), but also gave higher false positives (43%), making it less accurate. Screening capacity is improved at the expense of diagnostic capacity. Due to the average sensitivity rate and the high specificity in the French study, the HSCL-25, with a cut-off point of 1.75, is valuable in diagnosing patients who require a specific treatment for depression.The use of a different randomization for each group: a ratio of 1/2 for HSCL+ group, a ratio of 1/16 for HSCL-group, could explain the differences in terms of prevalence, sensitivity and specificity compared with Nettelbladt's study. Nevertheless, the difference in randomization ratios allowed us to balance the number of F-PSE-9 patients in our groups more closely.A more recent Swedish study byLundin & al. also examined the concordance between the HSCL-25 scale score and the DSM-IV depression and anxiety disorders using a well-known semi-structured psychiatric interview (SCAN) as a criterion standard[35]. It differs from the previously mentioned studies due to its large sample (8613 patients recruited) based on a general population although not a medical outpatients' population. It found that both the depression and anxiety scales of HSCL-25 performed well in detecting their respective DSM-IV disorders. A combined (global) scale also performed efficiently. Nettlebladt's diagnostic performance, with the cut-off >1.75, showed a higher sensitivity (67.1%), a lower specificity (78.4%), a much weaker PPV (29.8%) but a better NPV (94.6%) than this survey. Our results are comparable with the survey by Lundin and are better than the survey by Nettelbladt.
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  PPV = TP / (TP + FP) = 67 / (67 + 29) = 0.70 NPV = TN / (TN + FN) = 40 / (40 + 6) = 0.87 However, the sampling step was artificial. It was determined by the protocol to improve the feasibility of the study, as 1/16 (HSCL-) and 1/2 (HSCL +) patient. The prevalence is not respected.

  number of positive tests (HSCL ≥ 1.75) divided by the number of patients included: P (HSCL +) = (HSCL +) / N The number of negative tests (HSCL <1.75) divided by the number of patients included: P (HSCL-) = (HSCL-) / N N = 1126 P(HSCL+) = (HSCL+) / N = 240 / 1126 = 0.21 P(HSCL-) = (HSCL-) / N = 886 / 1126 = 0.79 Now we are able to calculate the corrected proportions for the contingency table: Proportion of True Positive = PPV * P (HSCL +) = 0.70*0.21 = 0.15 Proportion of True Negative = NPV * P (HSCL-) = 0.87*0.79 = 0.68 Proportion of False positive = (1-PPV) * P (HSCL +) = (1-0.7)*0.21 = 0.06 Proportion of False Negative = (1-NPV) * P (HSCL-) (1-0.87)*0.79 = 0.10

  PPV * P(HSCL+) / [P(HSCL+) * PPV] + [P(HSCL-) * (1-NPV)] Sp = NPV * P(HCSL-) / [P(HSCL+) * PPV] + [P(HSCL-) * (1-NPV)Se=Sensitivity; Sp= Specificity; P: Prevalence; PPV = Positive Predictive Value; NPV = Negative Predictive Value; P(HSCL+) = Patient HSCL+ frequency; P(HSCL-) = Patient HSCL-frequency CHAPTER 7
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 14 studies were selected[2][3][4][5]. They were worth the following 7 tools: GDS-30 and CESD-R, PSC-51 and HADS, GDS-5 and GDS-15, HSCL-25.All the psychometric data of effectiveness were extracted from articles: Sensitivity, specificity, positive and negative predictive values. To allow a comparison of the effectiveness, the Youden index (Se + Sp-1) was calculated[6][7]. (see table below)

First

  Delphi round results approvalVOTENOMINAL GROUPRanking tools before testing Face-to-face testing in pairs Ranking tools after testing Discussion and interaction Ranking tools after discussionNO VOTEAdditional dataEvaluations and Comments synthesis 9-point Likert scale, consensus was achieved if 70 % of experts ranked items higher than 6. Experts' comments were collected.

  του H S C L 2 5 είναι 5 έως 10 λεπτά. Czas na wykonanie testu HSCL 25 wynosi od 5 do 10 minut. Времето за провеждане H S C L -25 е от 5 до 10 минути.

  characteristics of the sample were comparable to other studies in primary care settings (51 years old). The characteristics of the sample are close to European standards based on population. These examples of characteristics make it possible to generalize the results [43]. F-HSCL-25 correctly assessed major depression. She has demonstrated an ability to recognize a major depressive episode with a PPV greater than 60%. The 91% specificity indicated effectiveness in identifying significant depression in daily practice. It is a useful first-line ergonomic diagnostic tool with a low number of false positive patients. The GP high specificity depression diagnosis combined with the effectiveness of this tool to exclude non-depressive patients with a low margin of error, could become an effective synergy. Therefore, this could quickly improve the diagnosis.

  A, Hallgren M, Forsell Y: The validity of the symptom checklist depression and anxiety subscales: A general population study in Sweden. J Affect Disord 2015, 183:247-252. 56. GASK L, GOLDBERG D, LESSER AL, MILLAR T: Improving the psychiatric skills of the general practice trainee: an evaluation of a group training course. Med Educ 1988, 22:132-138. 57. Yu DSF, Lee DTF, Woo J: Issues and Challenges of Instrument Translation. West J Nurs Res 2004, 26:307-320. 58. Schnohr CW, Gobina I, Santos T, Mazur J, Alikasifuglu M, Välimaa R, Corell M, Hagquist C, Dalmasso P, Movseyan Y, Cavallo F, van Dorsselaer S, Torsheim T: Semantics bias in cross-national comparative analyses: is it good or bad to have "fair" health? Health Qual Life Outcomes 2016, 14:70. 59. Daugherty JC, Puente AE, Fasfous AF, Hidalgo-Ruzzante N, Pérez-Garcia M: Diagnostic mistakes of culturally diverse individuals when using North American neuropsychological tests. Appl Neuropsychol 2017, 24:16-22. 60. Hanrahan D, Sexton P, Hui K, Teitcher J, Sugarman J, London AJ, Barnes M, Purpura J, Klitzman R: Linguistic and cultural challenges in communication and translation in ussponsored HIV Prevention research in emerging economies. PLoS One 2015, 10:e0133394. 61. Levasseur S: Vieillissement de la population active. Rev l'OFCE 2015, 6:339-370. 62. Le Reste JY, Nabbe P, Manceau B, Lygidakis C, Doerr C, Lingner H, Czachowski S, Munoz M, Argyriadou S, Claveria A, Le Floch B, Barais M, Bower P, Van Marwijk H, Van Royen P, Lietard C: The European General Practice Research Network Presents a Comprehensive Definition of Multimorbidity in Family Medicine and Long Term Care, Following a Systematic Review of Relevant Literature. Journal of the American Medical Directors Association 2013:319-325. 63. Steinert C, Hofmann M, Kruse J, Leichsenring F: The Prospective Long-Term Course of Adult Depression in General Practice and the Community. A Systematic Literature Review. J Affect Disord 2013.64. Mokkink LB, Terwee CB, Gibbons E, Stratford PW, Alonso J, Patrick DL, Knol DL, Bouter LM, de Vet HCW: Inter-rater agreement and reliability of the COSMIN (COnsensus-based Standards for the selection of health status Measurement Instruments) checklist. BMC Med Res Methodol 2010, 10(box C):82. SUMMARY One consensual depression diagnosis tool to serve many countries: a challenge! Abstract Introduction: Depression is a common reason for consultation in general practice. Its variability makes its diagnosis difficult. An effective, reliable and ergonomic diagnostic tool would be an aid to research in general practice. The aim of this study was to find a consensual tool between general practitioners (GPs) and psychiatrists in several European countries. Methods: A systematic literature review was undertaken to find validated tools in general practice against the psychiatrist. A consensus according to a RAM (RAND/UCLA Appropriateness Method) has selected one. It has been translated according to a procedure guaranteeing the stability and the ecology in general practice. A validation protocol has been produced to ensure the retention of psychometric qualities. The French external validation study was carried out. Results: Seven tools were extracted: CESD-R, GDS 5-15-30 items, PSC-51, HADS, HSCL-25. Psychometric effectiveness data (Se, Sp, VPP, VPN) were collected. The HSCL-25 has been selected for its high combined qualities of effectiveness, reliability and ergonomics. It has been translated into 9 languages relating to 3 linguistic groups: Greek, Romance and Slavic languages. The French Validation Study has proven that the French form of HSCL-25 (F-HSCL-25) has high diagnostic performance (Se 59.4%, Sp 91.4%, VPP 69.8%, and VPN 86.9%) adapted to research in general practice. Implication: HSCL-25 is a valid and effective tool for diagnosing depression in primary care. They could increase the diagnostic performance of GPs and foster collaborative research. Summary Background Major depression affects 4.4% of the world's population. Prevalence estimates vary in Europe but are around 10% for people attending general practice, and the prevalence is twice as high for women. An increase of more than 18% was observed between 2005 and 2015. Depression is a disease comprising contextual distress, anxiety and somatoform disorders. This disorder is not easy to diagnose, however, due to the wide variety of ways in which it may be presented. Patients themselves experience difficulties to express their suffering and display their own form of illness expression. Based in this inter-individual variability, the difficulties to diagnose and assess the severity of depression may overestimate or underestimate the distress level of their patients by clinicians. Those difficulties may lead to inappropriate care and cause public health issues. It became clear that a single validated tool was needed by European General Practitioner (GP) researchers in order to allow multi-centred collaborative research, in daily practice, throughout Europe, interesting clinical, epidemiology and statistician comparison, and interesting both psychiatrists and Gps.

  Figures on sensitivity, specificity, positive predictive value, and negative predictive value were collected. The Youden index was calculated.

L

  'équation de recherche dans les bases suivante a été utilisée (format Pubmed): "Depression"[MeSH Major Topic] AND ("Physicians, Family"[All Fields] OR "General Practitioners"[All Fields] OR "Primary Health Care"[All Fields] OR "Family Practice"[All Fields]) AND ("Tool"[All Fields] OR "Scale"[All Fields] OR "questionnaire"[All Fields] OR "Criteria"[All Fields] OR "screening"[All Fields] OR "Diagnosis"[All Fields]) AND "adult"[MeSH Terms] AND ("2000/01/01"[PDAT]: "2015/10/01"[PDAT]) et adaptée à chaque base de donnée. Un binôme de chercheurs internationaux français a entrepris la recherche documentaire en travaillant à l'aveugle et en regroupant les documents à la fin du processus d'identification. Ils ont compilé la liste des résumés qui répondaient aux critères. Cette liste a été répartie entre les équipes nationales, une fois les doublons supprimés. Puis, chaque équipe nationale a entrepris les procédures d'exclusion des résumés avec un binôme national travaillant à l'aveugle. De plus, le binôme français travaillant à l'aveugle, a complété le même processus sur tous les résumés. Les deux équipes de binôme ont ensuite comparé leurs résultats pour parvenir à un consensus basé sur les critères qualitatifs. Tous les résumés admissibles ont été évalués pour identification.

  selon un "processus Delphi modifié en deux tours distincts" fait d'une seule ronde avec un groupe nominal intercalé. L'effet leader est supprimé, les points de vue de chacun sont garantis[51][54][55]. Elle produit des critères d'adéquation, des indicateurs visibles de qualité, des critères de validité prédictive.[56] Panel d'expertsLe panel d'experts a été constitué par les membres chercheurs MG de l'équipe. Il répondait aux critères de sélection raisonnée, avec la variation maximale possible de langues et de cultures.[54][57] Première étape La procédure Delphi a éliminé les outils les moins efficaces et les moins fiables. Les commentaires ne prenaient en compte que les données psychométriques et non ergonomiques.

  était le vote final. Chaque expert a reçu la transcription des discussions de manière indépendante. La dernière question était: «Quel est l'outil le plus approprié pour diagnostiquer la dépression chez les patients adultes, en médecine générale, en Europe, en termes d'efficacité, de fiabilité et d'ergonomie ?» Les experts ont été invités à voter sur chaque outil et à commenter leurs réponses. Les traductions, une procédure aller-retour complétée par un contrôle culturel L'objectif était la traduction sans perdre la stabilité linguistique et sémantique, et de rester dans le contexte de la médecine générale [60][61]. Une étude normalisée en trois étapes a été menée parmi les pays participants, incluant: une traduction aller, une traduction retour et une vérification culturelle [62][63][64]. Les investigateurs nationaux (NI) ont mis en place dans leur pays deux équipes de traduction qui devaient travailler en aveugle, pour la traduction aller et retour. Les traducteurs devaient bien connaître la terminologie médicale. Chaque équipe de chaque pays, pour la traduction aller était composée d'un NI et d'un traducteur officiel. Pour les équipes de traduction retour, elles se composaient d'un ou deux MG et d'un traducteur officiel différent [60]. La traduction aller a été réalisé selon une procédure Delphi classique [52][59][65][66][67][68][69][70][71]. Les NI ont recruté un panel d'experts MG dans leur propre pays. Ils ont anonymisé les réponses et attribué un numéro d'identification par expert [53], au moins 15 participants devaient être présents à la fin de la dernière ronde. Les experts MG devaient être originaire du pays et parler sa langue, être anglophone [61]. Plus de la moitié devait participer à des activités d'enseignement et / ou de recherche. La variation maximale a été évalué sur leur sexe, leur type de pratique, leur nombre d'années de pratique et leur nombre de publications [72]. Les biais de traduction linguistique liés aux aspects culturels de chaque pays étaient possibles; cela nécessitait un contrôle culturel et un processus d'adaptation pour assurer la stabilité sémantique. Une fois la traduction aller terminée, la traduction retour a été réalisée pour: (I) s'assurer que les problèmes de traduction linguistique ont été identifiés, (II) collecter les problèmes de traduction indépendants de la traduction linguistique [63][64][73][74][75]. Un MG chercheur et un linguiste PhD en langue anglaise ont analysé et comparé toutes les traductions retour anglaises avec la version originale. Ils ont statué s'il y avait une différence significative entre les deux formes. Leur rapport a été soumis en groupe de consensus constitué de l'ensemble des NI. La tâche était de clarifier la nature de l'anomalie dans trois domaines: (I) un problème de traduction retour, (II) un problème de traduction aller, (III) un effet culturel s'il n'y avait pas de problèmes linguistiques, mais une adaptation sémantique nécessaire pour la compréhension des patients dans leur langue "de tous les jours". À la fin du processus, une version définitive linguistiquement et sémantiquement stable de l'original, était produite pour chaque pays. Elle englobait la structure et l'ordre des questions, question par question, ainsi que la méthode d'utilisation. L'étude de validation française Il fallait s'assurer que les qualités psychométriques étaient conservées lors du transfert linguistique et culturel. Lié à la conception globale de l'étude, Il était nécessaire que les médecins généralistes et les psychiatres chercheurs travaillent ensemble pour conduire l'étude. Une étude de validation croisée quantitative a été réalisée par l'équipe de recherche des Soins primaires, Santé Publique, Registre des tumeurs de Bretagne Occidentale (EA 7479 SPURBO). C'était une enquête comparative, de non infériorité, multicentrique. L'équipe d'étude était constituée de deux médecins chercheurs, de trois internes en médecine générale formés à l'évaluation psychiatrique au moyen d'un entretien clinique structurée, d'un psychiatre, d'un statisticien, de 20 MG, d'un gestionnaire de données et d'un coordonnateur de recherche. La population était composée de patients issus d'environnements urbains, semiruraux et ruraux du nord Finistère (Bretagne, France). Dans la salle d'attente, les patients ont reçu un dépliant expliquant l'étude, un questionnaire et un formulaire de consentement. Les participants ont été spontanément recrutés.

P

  : Prévalence; VPP = valeur prédictive positive; NPV = valeur prédictive négative P (+) = Fréquence de patients positif; P (-) = fréquence de patients négatifs Les intervalles de confiance ont ensuite été obtenus par une méthode Bootstrap. (Percentile Bootstrap). RESULTATS Revue systématique de littérature 770 résumés ont été identifiés, 546 résumés ont été analysés après la suppression de 224 doublons; 50 études étaient éligibles, 4 études ont été incluses. Sept outils ont été sélectionnés: les GDS-5, 15 et 30 (Echelle de Depression Gériatrique en 5, 15 et 30 questions), la HSCL-25 (Hopkins Symptoms Checklist en 25 questions), la HADS (Hospital Anxiety Depression Scale), le PSC-51 (Physical symptom checklist en 51 questions) et le CES-DR (Center for Epidemiologic Studies Depression Scale-Revised).
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 31 MG anglophones experts ont été recrutés par pays pour la procédure Delphi. Ils constituaient un panel européen de 215 MG (111 hommes, 104 femmes), avec en moyenne 16,4 années d'expérience. 20 travaillaient dans une ville de moins de 2000 habitants, 36 dans une ville de 2000 à 5000 habitants, 159 dans une ville plus de 5000 habitants. Il y a eu une seule ronde Delphi en Pologne, Bulgarie, en Allemagne et Espagne, deux rondes dans les autres pays. 273 sur 320 propositions ont été acceptées en un tour. Traduction retour et vérification culturelle Toutes les traductions retours ont été linguistiquement comparées à l'original, les différences colligées et soumises aux NI en groupe de consensus. Pour la langue grecque L'adaptation était principalement basée sur une adaptation au genre. Pour les langues slaves, plusieurs questions ont nécessité une adaptation culturelle : Pologne: 6 ; Bulgarie: 1; Croatie: 8. Par exemple, dans la plupart des cas, les problèmes étaient d'ordre conceptuel : « Feeling restless » a été traduit par « Anxiété » dans les trois langues, car il n'y avait pas de mots équivalents pour exprimer cette idée de « se sentir agité ». Pour les langues romanes, plusieurs questions ont nécessité une adaptation culturelle : Italie: 1 ; France: 1 ; Castille: 5 ; Catalogne: 3 ; Galice: 4. Par exemple en Français, l'imparfait était le temps issue de la traduction aller, usuellement considéré comme d'un usage plus ancien et « upper class », tous les temps ont été modifié pour le présent dans la version finale. Par exemple, pour les langues hispaniques et l'italien, la traduction a dû être adaptée au genre ; en castillan pour être compris par le patient « Feeling worthless » est devenu « Feeling useless », soit se sentir sans valeur et devenu se sentir sans utilité. Pour toutes les langues La question 17 « Feeling Blue », venant de la culture afro-américaine, et qui serait une contraction de « having the blue devils » et « having the blows/hits to the soul » a induit un effet culturel dans 6 des 9 langues. Une restitution mot à mot alors impossible a imposé une adaptation culturelle. À la fin de l'analyse culturelle, le groupe de consensus a finalement conclu qu'il n'y avait plus de changement de sens, et la traduction a été finalisée dans les 9 langues. L'étude de validation française 1134 patients sélectionnés: 1126 ont rempli le F-HSCL-25. 2 ont été inclus à tord et 6 étaient des doublons. Les deux groupes ont été créés. Groupe F-HSCL-25 <1.75 : 886 patients ont été randomisés selon un ratio de 1/16 ; 831 n'ont pas passé le PSE-9 : Groupe F-HSCL-25 ≥1.75 ; 240 patients ont été randomisés selon un ratio de 1/2 ; 122 n'ont pas passé le test PSE-9. Les patients avaient entre 18 et 94 ans. L'âge médian était de 59 ans. Une prévalence de 21,3% a été relevée au sein des cabinets. La taille de l'échantillon a été calculée selon la prévalence de la dépression en population générale entre 5% et 12%. Cela a conduit à un excès dans le nombre d'évaluations par PSE-9. Contingence 55 patients du groupe F-HSCL-25 <1.75 ont passé le PSE-9 ; 9 ont été perdus de vue; 118 patients du groupe F-HSCL-25 ≥1.75 ont passé le PSE-9 ; 22 ont été perdus de vue.

  [START_REF] Waal | The role of comorbidity in the detection of psychiatric disorders with checklists for mental and physical symptoms in primary[END_REF][79][80]. Elles validaient les 7 outils suivants : GDS-30 et CESD-R, PSC-51 et HADS, GDS-5 et GDS-15, HSCL-25. L'ensemble des données psychométriques d'efficacité (Sensibilité, spécificité, valeurs prédictives positives et négatives) et d'échantillonnage [81][82] n'était pas suffisante pour permettre une comparaison

  [START_REF] Andrews | Student anxiety and depression: comparison of questionnaire and interview assessments[END_REF][100].La HSCL-25 a été développé en 1974 pour diagnostiquer et quantifier la dépression. [85]. Conçue en 25 questions, les réponses sont sur une échelle de Likert en 4 points. Elle est centrée sur les symptômes de la semaine précédente. Elle est largement utilisée dans les soins primaires. Elle est spécifiquement utilisée auprès des populations réfugiées et en souffrance [101][102][103][104][105][106][107]. Une comparaison sur les seuls critères d'efficacité n'était pas satisfaisante, compte tenu de la grande disparité de populations et d'échantillonnage. La RAM a permis de contourner cet obstacle. Basée sur une RSL, elle a augmenté son niveau de qualité par rapport au design original se fondant sur une revue non systématique [50]. Les chercheurs ont démontré par ce processus que l'ergonomie était déterminante dans le choix d'un outil adapté à la recherche [108]. Si la HSCL 25 et la HADS ont passé la première étape pour être discutées. Dans le vote final, c'est la HSCL-25 qui l'a emporté pour ses qualités ergonomiques. La HSCL-25 est un instrument de test psychologique multidimensionnel pour l'évaluation des symptômes psychologiques et de détresse [84][85][86]. Ses scores robustes d'efficacité et de fiabilité [109][110][111] et ses qualités ergonomiques, pourraient permettre une recherche collaborative dans toute l'Europe, ancrée dans les soins primaires et des recherches transversales entre psychiatres et MG. Le transfert langue à langue est un exercice subtil. La traduction grecque est restée la plus stable, suivie par le bulgare. La question 17 « Feeling blue » a été la plus difficile à traduire. Certaines échelles ont eut besoin d'une ultime adaptation en termes de temps, d'autres en termes de genre. La difficulté à transférer les concepts sémantiques montre l'importance du processus d'adaptation culturelle dans un transfert langue à langue [112]. L'étude de validation française s'est ancrée dans les cabinets de médecine générale. La relation entre le psychiatre et les médecins généralistes a été maintenue tout au long de l'étude. Les caractéristiques de l'échantillon sont comparable aux autre études en soins primaires, européennes, [113].

  Kroenke, une procédure de validation dans deux sous population (une population générale consultant en centres de soins primaires et une population consultant en unité de gynécologie obstétrique), contre un entretien psychiatrique, utilisant comme guide d'entretien le SCID et le format de question du PRIME-MD modifié pour correspondre au DSM [115]. L'entretien était téléphonique, il était spécifié dans les critères d'inclusion que l'entretien psychiatrique devait être réalisé en face à face pour éviter tout biais. La référence était le PRIME-MD, même si les critères du DSM étaient intégrés. Pour éviter un biais de confusion, le consensus du comité scientifique a été de ne pas intégrer cette étude.

  [54][118]. L'analyse étape par étape du contrôle culturel, basé sur la comparaison des formes anglaises originale et retour, a permis d'éviter les biais de confusion et les problèmes linguistiques liés au transfert. L'intervention d'un groupe de consensus a permis plusieurs évaluations progressives de chaque élément, renforçant l'exactitude des traductions validées et concevant en commun le résultat final. Ce travail est le résultat d'une recherche collaborative multiculturelle entre pays européens.

  Nous avons utilisé la randomisation stratifiée pour assurer à la fois une puissance statistique satisfaisante et une logistique abordable. Cette randomisation a été réalisée indépendamment, via un logiciel informatique, excluant toute intervention humaine. Des internes de médecine générale (IMG) spécialement formés pour utiliser le PSE-9 par un psychiatre agréé du CHRU de Brest, ont réalisé l'évaluation psychiatrique validée semi-structurée. Les IMG ont entrepris le recrutement et les entrevues. Un psychiatre a ensuite confirmé la validité des diagnostics cliniques. Après gel des données, l'analyse statistique a été confiée au Centre d'Investigation Clinique de Brest. Un réseau de recherche multidisciplinaire a soutenu l'étude. Un réseau de recherche en MG a permis le recrutement. La population était multicentrique et diversifiée. Le recrutement parmi les patients dans les salles d'attente assurait sa représentativité. Il a été effectué sur une courte période, de la même manière dans les trois centres d'étude.
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  106][119]. Notre échantillon de patients était un peu plus grand (1146 contre 727), ce qui pourrait peut-être expliquer les différences observées. Selon Nettlebladt, un seuil à 1,55, avait tendance à augmenter la sensibilité (89%), mais également donnait plus de faux positifs (43%). La capacité de dépistage était améliorée au détriment de la diagnostic. Dans la version originale, le seuil de 1.55 est un critère d'alerte, le seuil de 1,75 défini un patient requérant un traitement pour syndrome anxio-dépressif. Pour l'étude de validation, c'est le seuil de 1,75 qui a été considéré. L'utilisation d'un pas de randomisation différent pour chaque groupe pourrait aussi expliquer nos différences avec l'étude de Nettelbladt. Cependant la différence de pas de randomisation nous a permis d'équilibrer le nombre de patients PSE-9 au plus près. Une étude suédoise plus récente a examiné la concordance entre la HSCL-25 et les critères des troubles anxio-dépressifs du DSM [120]. Son échantillonnage est grand (8613 personnes). Mais il est en population générale et non dans une population médicale consultant en cabinet. Une excellente concordance a été constatée entre HSCL-25 et DSM. Leurs résultats proches des nôtres, confirment la HSCL-25 avec un seuil à 1,75, comme définitivement un outil de diagnostique plus que de dépistage. Implications pédagogiques En éducation médicale, les IMG sont souvent confrontés à la question de savoir comment faire un diagnostic de dépression. Beaucoup ont le sentiment qu'ils ont de la difficulté à détecter la dépression et, par conséquent, ils ne savent pas qui traiter et « quand ils doivent passer la main ». Cette étude est principalement axée sur la recherche, toutefois l'utilisation d'outils catégoriels peut être d'une grande aide pour ces IMG. Ils seront en mesure d'évaluer leur pratique avec ces outils et d'établir des méthodes professionnelles solides pour le diagnostic de la dépression. Comme toujours, un outil n'est qu'un point d'entrée pour le diagnostic et pour la conversation avec le patient. Les élèves doivent apprendre à introduire un outil dans la consultation; comment stimuler les patients à utiliser un outil; comment interpréter, discuter et enregistrer les résultats, et par la suite, comment suivre leurs patients avec cette aide. La plupart des outils existant sont en langue anglo-américaine. La traduction reste l'étape la plus cruciale dans l'adoption d'un instrument dans une autre langue. Des erreurs de traduction peuvent fausser l'intention originale de l'instrument et compromettre sa validité et sa fiabilité [121]. Les problèmes sémantiques affectent la comparabilité dans les études internationales [122][123]. Certains termes et concepts peuvent ne pas exister dans d'autres langues, ou peuvent avoir des connotations supplémentaires que les rétro-traductions ne révèlent pas toujours. Les défis surgissent, non seulement à cause du contenu de la traduction littérale mot à mot, mais aussi à cause de la forme linguistique du langage comme le ton et la syntaxe [124]. Implications dans la recherche Les études recueillies par la RSL concernaient des adultes. Peut-on considérer l'âge comme seul facteur discriminant, alors qu'en Europe, la population active de 50 à 64 ans représente 1/3 de la population active âgée de 20 à 64 ans [125] ? Dans les études futures, d'autres facteurs seront à prendre en compte comme par exemple la capacité à faire face [126]. Dans la perspective d'études collaboratives, psychiatres et MG devront travailler ensemble. La spécificité diagnostique des MG concernant dépression est élevée [20]. Le choix d'outils communs, basé sur des critères statistiques ne sera pas suffisant, les critères d'utilité et d'ergonomie seront essentiels [88]. D'autres recherches, impliquant psychiatres et MG avec une méthodologie standardisée, seront nécessaires pour choisir les meilleurs outils possibles, pour des études collaboratives à l'échelle européenne, dans les différents champs des affections mentales [127]. Par conséquent, l'utilisation de modèles comparatifs multicritères incluant efficacité et fiabilité, comme celui de l'énoncé COSMIN ou de procédure de sélection qualitative intégrant des données quantitatives comme la RAM sont des ressources indispensables en amont des procédures de recherche collaborative [128]. Conclusion Les MG de nombreux pays d'Europe sont désormais en mesure d'utiliser la HSCL-25 dans des recherches en médecine générale afin de diagnostiquer la dépression chez leurs patients. L'utilisation d'un tel outil partagé rend faisable la recherche sur la dépression dans les soins primaires en Europe. Ceci permettra d'entreprendre des revues statistiques comparatives épidémiologiques et séméiologiques et soutiendra la conceptualisation des phénomènes étudiés. Néanmoins, cet outil très spécifique a une valeur prédictive positive limitée. Il doit être utilisé avec prudence en pratique courante. Sa combinaison avec un outil de dépistage pourrait être intéressante. L'équipe de recherche va maintenant s'atteler à suivre ce nouveau chemin, afin de trouver la meilleure combinaison ergonomique et efficace de cet outil avec un outil de dépistage. I would like to express my deepest gratitude to Paul Van Royen for giving me the honor of working with him.
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  would like to express my deepest gratitude to Harm Van Marwijk for giving me the honor of working with him. So much patience and kindness deserve my deepest respect. I remember Dubrovnik, because it's there, by Harm, that everything will start. Without Harm, I would not be here either. Having the chance to work with Harm and Paul has been a major turning point in the second half of my life. I would like to express my deepest gratitude to Tristan Montier. Tristan, it is the researcher who one day says that it is necessary to leave the laboratory to go to meet the other one. It is thanks to men like him, true bridges between knowledge, that the world can change. I remember our exchanges and I'm lucky to have met him. I would like to say here my deep thought for our Dean, Christian Berthou; without his constant support, all this work would not have seen the day.
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  Treatment in primary care may consist first of preventive integrated care management for persons with depressive symptoms and multimorbidity without depression and second for actual treatment for depression, psychological or medical (i.e., antidepressants). Both are the subjects of further study.The European General Practitioner research network (EGPRN) is interested as a support and dissemination network in that study. He will support the study in each meeting by booking rooms and presentation devices (twice a year).The primary care carer's community need a practical, stable and validated tool to diagnose depression translated into each European community language for further research and practice use and need a clear and academic definition about Multimorbidity. Daily Board: Jean Yves Le Reste, Harm Van Marwijk, Patrice Nabbe, Paul Van Royen,

• 3

 3 tools with a high level of effectiveness and reliability RAM • 1 tool with a high level of effectiveness, reliability and feasibility combined RA M Materials and design What we need We need a multinational team for each step (richness and triangulation about systematic review, robust validation for Delphi procedure): Systematic review Abstract's and article's selection Data mining in articles Delphi procedure and panel meeting Criteria's selection in order to rank tools Delphi procedure Consensus on the translation of the tools in each language

  practical tool European Gp's could use to diagnose depression in general practice, according to their validity, consistency and feasibility? Aim of the study A methodical systematic review: proposition of method A base of recruitment of abstract large: to keep all abstracts in IMRAD format, talking about tools used in diagnosis and detection depression, in adult and elderly population, in primary care But a result of selection of abstract narrow: to keep only abstract with numerical data about validity of tools We feel secure not to forget studies and to keep the right ones. Quality criterias of the review The systematic review should be consistent with quality standards PRISMA. At the end of the review, it must be possible to apply the checklist PRIMA to all results (21) A list of Key words: Depression definition or depression criteria or depression diagnosis or depressive disorders or depressive syndromes Tools or scales or questionnaires or screening Primary care or family practice or general, practice Data bases used: PubMed, Embase, Cochrane Equation (pubmed format): ("Depression"[mh]) AND ("Physicians, Family"[mh] OR "Primary Health Care"[mh] OR "Family Practice"[mh]) AND ("Tool"[mh] OR "Scale"[mh] OR "questionnaire"[mh] OR "Criteria"[mh] OR "screening"[mh] OR "Diagnosis"[mh]) AND (English[lang] OR French[lang] OR Spanish[lang] OR German[lang] OR Portuguese[lang] OR Polish[lang] OR Italian[lang] OR Dutch[lang]) Equations for Embase and Cochrane are in the format suitable for each database. Equation takes into account all the keywords.

Feasible: panel median of 7 9 ( 19 )

 7919 to 9, without disagreement Uncertain: panel median of 4 to 6 or 7 to 9 with disagreement Not feasible: panel median of 1 to 3 without disagreement Disagreement is a distribution of medians simultaneously with at least 30% of individual scores between 1 and 3 AND 30% of individual scores between 7 and (23)(24).

  a) What tools do GPs actually use to diagnose depression in adult and elderly people? b) What are the validity, reliability and effectiveness of each tool? c) How to compare these tools? These questions are the necessary steps to answer the final research question: "What diagnostic tool for depression, validated, reliable and easy to use, the European GPs could consensually use in general practice?" STUDY DESIGN AND METHODOLOGY:

9 ( 9 )

 99 median of 7 to 9, without disagreement Uncertain: panel median of 4 to 6 or 7 to 9 with disagreement Not feasible: panel median of 1 to 3 without disagreement Disagreement is a distribution of medians simultaneously with at least 30% of individual scores between 1 and 3 and 30% of individual scores between 7 and (10)(13).THIRD ROUND: DELPHI ROUND TO DEVELOP A CONSENSUSIn this round, 15 days after the panel meeting, each panelist receives by mail the results of the meeting (i.e. the final rating of feasibility for each tool with the complete verbatim of the panel discussion)(8).

  + name of tool.-In Pubmed®, research equation: « reliability » and « depression » or « depressive disorder » and « scale ».

1 / 2 /

 12 GDS 5 and GDS 15, 5-item and 15-item Geriatric Depression Scale GDS 5 and GDS 15 were tested on the same sample ->64 years old -patients who consulted at least twice in the last year at the PCC, Madrid 301 included : -Mean Age= 74,3 years old -Average Mini Mental Status= 27,4 -57,8 % : Women -3,9% :Dependant for some basic activities of everyday life -Prevalence Mood disorder = 14,6 % (DSM-IV) GDS 30 and CES-DR, 30-Item Geriatric Depression Scale and Center for Epidemiologic Studies Depression Scale-Revised GDS 5 and GDS 15 were tested on the same sample. Cronbach alpha was calculated on the first phase with 534 individuals, and Validity was calculated on the second phase with 206 individuals.35191 patients: -≥ 60 years old -Beneficiaries of the Mexican Institute of Social Security Residents in the Southwest area of Mexico City 206 included in phase 2: -Mean Age: 71,2 +/-6,8 -32%:≥ 75 years old -65,5%: women -18,4%: have cognitive impairement -51,9%: single -2,4%: have consumption of antidepressants -36,9%: have excellent/ good perception of state of health -46,6%: unempoyed -8,7%: no mobidity 328 excluded: didn't want to participate in the phase 2 : 78,5 (5,5) years old -61,7%: Women -2,1%: living in long-term care -8% have diagnosis of depression and/ or antidepressant medication -52,2% are single 4/ HADS and PSC 51, Hospital Anxiety and Depression Scale and 51-item Physical Symptom Checklist HADS and PSC-51 were tested on the same sample.

2. 1 . 2 .

 12 Step 1: inclusion of articles 2.1.2.1. Identification. The following electronic databases were screened: PubMed, Embase and Cochrane. The following research equation was used for Pubmed: ''Depression''[MeSH Major Topic] AND (''Physicians, Family''[All Fields] OR ''General Practitioners''[All Fields] OR ''Primary Health Care''[All Fields] OR ''Family Practice''[All Fields]) AND (''Tool''[All Fields] OR ''Scale''[All Fields] OR ''questionnaire''[All Fields] OR ''Criteria''[All Fields] OR ''screening''[All Fields] OR ''Diagnosis''[All Fields]) AND ''adult''[MeSH Terms] AND (''2000/01/01''[PDAT]: ''2015/10/01''[PDAT]):

3. 1 . 3 . 2 .

 132 Concerning the study of Sanchez-Garcia This involved a Mexican population, aged 60 to 90 years old; 206 individuals participated among a random sample of 534 individuals from a population of 35,191 individuals. They benefited from a psychiatric interview conducted by a psychiatrist. All validity data sought by the research team were present in the article. Concerning the study of De Waal This involved a Dutch population, aged 25 to 80 years old; 473 individuals participated among a randomized sample of 589 individuals from a population of 1046 individuals. They have benefited from an interview with WHO-certified psychologist. PPV and NPV were not present in the article.

Fig. 1

 1 Fig.1The RAM flow: descriptive diagram of the entire consensus procedure by RAND/UCLA or RAM

  

  

Table 2 : Validated tools: Bibliographic and validity data
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	TITLE	First two Authors	Publica tion Year	Tool	Tool used in interview	Interviewer 5 criteria using DSM-IV or	Individuals	Se	Sp	PPV	NPV	YI	Mean Age
	Usefulness of												
	two instruments			CES-DR					0.82	0.49	0.50	0.88	0.31
	in assessing depression among elderly Mexicans in population	Sánchez-García S, Juárez-Cedillo T & al.	2008	GDS	Semi-structured tool based on the DMS-IV	Yes	206	0.54	0.79	0.61	0.74	0.33	71.2
	studies and for												
	primary care.												
	The role of												
	comorbidity in												
	the detection of			HADS					0.65	0.79			0.44
	psychiatric disorders with checklists for mental and	De Waal MWM, & al. Arnold IA	2009		SCAN DSM-IV based	2.1 on	Yes	473						48.8
	physical			PSC-51					0.90	0.59			0.49
	symptoms in												
	primary care.												
	Validation of 5												
	and 15 items												
	Spanish version	Ortega		GDS-5	Clinical				0.86	0.87	0.51	0.97	0.72
	of the geriatric	Orcos R,			Diagnosis of							
	depression scale	Salinero	2007		Depression	Yes	301						74.3
	in elderly	Fort MA			(using DSM-IV							
	subjects in	& al.		GDS-15	criteria)				0.82	0.98	0.86	0.97	0.79
	primary health												
	care setting.												
	The Hopkins												
	Symptom												
	Checklist-25 is a												
	sensitive case-												
	finder of clinically important	Fröjdh K, Hakansso NA & al.	2004	HSCL-25	MADRS based on DSM-IV	Yes	74	0.94	0.94			0.88	78.5
	depressive												
	states in elderly												
	people in												
	primary care.												

of two instruments in assessing depression among elderly Mexicans in population studies and for primary care
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	Neurosci 2007, 257:435-436.
	25. Zimmerman M, Galione J: Psychiatrists' and nonpsychiatrist physicians'
	COSMIN Consensus -based Standards for the Selection of health Measurement reported use of the DSM-IV criteria for major depressive disorder. J Clin
	INstruments Psychiatry 2010, 71:235-238.
	DSM -Diagnostic and Statistical Manual of Mental Disorders 26. Counsell C: Formulating questions and locating primary studies for
	EGPRN -European General Practice Research Network inclusion in systematic reviews. Ann Intern Med 1997, 127:380-387.
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	NPV -Negative Predictive Value Am Med Coll 1995, 70:642-653.
	PPV -Predictive Positive Value
	PRISMA -Preferred Reporting Items for Systematic Reviews and Meta-Analyses
	Se -Sensibility
	Sp -Specificity
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Evaluations and Comments synthesis First Delphi round results approval VOTE NOMINAL GROUP Ranking tools before testing Face-to-face testing in pairs Ranking tools after testing Discussion and interaction Ranking tools after discussion NO VOTE

  

		RAM (panel of 7-15 experts)	
	Literature reviews	The search for quantitative multicriteria	
	(Systematic and		
	Narrative )		
	First Delphi round	9-point Lickert scale, consensus was achieved if 70 % of experts ranked items	
		higher than 6. Experts' comments were	
		collected.	To eliminate
	Panel meeting		
	Additional data		
			To test
	Evaluations and		
	Comments synthesis		
	Second Delphi round	9-point Likert scale, consensus was achieved if 70 % of experts ranked items higher than 6. Experts' comments were	To keep
		collected.	
		FINAL VOTE	

Table 1 : Expert panel-participants' characteristics Experts Gender Country University statement Number of inhabitants Office type Number of International publications* Years of practice Years of research 8

 1 

		F	Bosnia	Teacher/ Researcher	2000 to 5000	GP group office	2	22	12
	10	F	Bulgaria	Teacher/ Researcher	>5000	GP group office	9	14	12
				Teacher/					
	7	F	Croatia		>5000	Alone		6	20	12
				Researcher					
	9	F	Croatia	Teacher/ Researcher	>5000	GP group office	18	30	20
						Stopped		
	5	F	Germany Researcher	2000 to 5000	practising 2 years	19	23	5
						earlier			
	11	F	Germany Researcher	>5000	GP group office	4	18	7
				Teacher/		GP	and		
	3	F	Greece	Researcher	>5000	paramedic group	14	30	18
						office			
	4	M	Italy	Researcher	>5000	GP group office	23	7	6
	6	M	Poland	Teacher/ Researcher	>5000	GP group office	20	30	12
	2	F	Spain (Cataluña)	Teacher/ Researcher	>5000	GP group office	13	22	25
	1	F	Spain (Galicia)	Teacher/ Researcher	>5000	GP group office	15	20	14

Table 2 : Results of the first Delphi round Efficiency Reliability Conclusion Median (average) Scores >6 as percentage Median (average) Scores >6 as percentage

 2 

	PSC 51	5 (5)	0	7 (6.9)	80	Eliminated	
	GDS 30	4 (3.6)	0	7 (7.3)	90	Tools: reliable
						but	not
	CES DR	4 (3.8)	0	8 (8.1)	90	efficient	
	GDS 15	8 (7.7)	100	6 (6.6)	0	Eliminated	
						tools: efficient
	GDS 5	7 (7.4)	91	2 (1.8)	0	but	not
						reliable	
	HADS	7 (7					

.2) 91 7 (7.4) 100 Selected tools: considered both efficient and reliable HSCL 25 7.5 (7.3) 82 9 (8.5) 100

  

Table 3 : Evaluation progression during the experts' meeting

 3 

	Tools	Statements put to	Scores >6 as percentage on a 9-point Likert scale
		the experts		
					First	Second	Third evaluation:
					evaluation:	evaluation:	After discussion
					After reading	After testing and	among all the
					only	usable	discussion of the	experts
					data	questionnaires in
						pairs
	HADS	This tool is easy to	50	12.5	12.5
		use	in	GP's	
		practice			
		This tool could	25	12.5	12.5
		easily		be	
		introduced during a	

Screening for depression across the lifespan: a review of measures for use in primary care settings. Am Fam Physician 2002, 66:1001- 1008. 2. Mathers CD, Loncar D: Projections of global mortality and burden of disease from 2002 to 2030. PLoS Med 2006, 3:2011-2030. 3. World Health Organization: The World Health Report 2001 : Mental Health : New Understanding, New Hope. World

  

	-Diagnostic and Statistical Manual of Mental Disorders
	EGPRN -European General Practice Research Network
	SRL -Systematic Review of literature
	RAND -Research And Development
	RAM -RAND Appropriateness Method
	RAND/UCLA -Research and Development / University of California Los Angeles
	NPV -Negative Predictive Value
	PPV -Positive Predictive Value
	Se -Sensitivity
	Sp -Specificity
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	INTRODUCTION	
	How to manage people with depression in primary care is a growing challenge within
	Europe. Family Practitioners (FPs) are at the frontline and, at the same time,
	secondary care services are increasingly under threat [1][2][3][4] . Depression
	manifests itself in various ways: (I) as a syndromic 'disorder' in which contextual
	distress, anxiety and somatoform disorders overlap; (II) as a difficulty many patients
	experience in expressing, acknowledging and discussing their suffering; (III) as a
	long-term condition with both a subjective and an objective aspect which can be
	Nabbe P measured [5]. Based on these three inter-individual variabilities, FPs may experience
	Le Reste JY difficulties in diagnosis and may easily misjudge the symptom levels if they do not
	Guillou-Landreat M use formal instruments to guide the discussion [6][7]. These difficulties may lead to
	Assenova R inappropriate care and cause public health issues [8][9][10] . A short discussion of the
	Lazic D results on a relevant questionnaire is often the first step towards an open dialogue
	focused on the patient.	Czachowski S
		Stojanović-Špehar S
		Hasaganic M
		Lingner H
		Clavería A
		Fernández San Martín MI
		Sowinska A
		Argyriadou S
		Lygidakis C
		Le Floch B
		Doerr C

Table

  

Table 1 :

 1 1) National investigators panel

	Experts Gender Country	University Statement	Number of inhabitants	Practice type	International publication number	Years of practice	Years of research
		F	Bulgaria	Teacher/Researcher >5000		FP group practice	9	14	12
	7	F	Croatia	Teacher/Researcher >5000		Alone	6	20	12
	8	F	Croatia	Teacher/Researcher >5000		FP group practice		30	20
	11	M	France	Teacher/Researcher >5000		FP group practice		20	5
	5	F	Germany	Researcher	5000 2000	to	previously Ceased practicing 2 years		23	5
	10	F	Germany	Researcher	>5000		FP group practice	4	18	7
	3	F	Greece	Teacher/					

Researcher >5000 FP and paramedic group practice 30 18 4 M Italy Researcher >5000 FP group practice 7 6 6 M Poland Teacher/Researcher >5000 FP group practice 30 12

  In compliance with the selection criteria, they were all FPs, all English speakers. The European panel consisted of 215 FPs (111 male and 104 female). 20 of the experts worked in a city of <2000 inhabitants, 36 in a city of between 2000 and 5000 inhabitants, 159 in a city of >5000 inhabitants. Their clinical experience was analyzed according to years of practice: an average of 16.4 years' experience.In Poland, Bulgaria, Germany, Spain and the Catalonia region of Spain, there was only one Delphi round, and two rounds in the other countries.. Almost all proposals were accepted in one round (273/320: 85.3%). The one where consensus was not reached entered the second round; the NI and the Forward

	2	F	Spain (Cataluña)	Teacher/Researcher >5000	FP group practice	22	25
	1	F	Spain (Galicia)	Teacher/Researcher >5000	FP group practice	20	14

F: female; M: male; FPs: family practitioners Forward translation procedure. official translator synthesized the experts' comments to produce a new translation proposition for a second round. (Table

2)

Table 2 :

 2 Characteristics of the experts' panels per country

		N	Practice (mean years)	Area according to number of of Practice inhabitants	Academic researcher and/or teacher	Number of	2	nd	round
		(Female)		< 2000	2000 to 5000	> 5000	Number	Experience (mean, years)	publications	participants
	Bulgaria	22 (13)	20,5	1	5	16	5	5,4	8	No second round
	Catalonia 22 (9)	15,7	0	2	20	20	10,5	22	No second round
	Croatia	16(13)	19,2	1	1	14	16	11,5	15	15
	France	16 (7)	12,5	1	7	8	15	6,3	11	15
	Galicia	20 (6)	22,3	0	0	20	17	13,1	19	20
	Germany 14 (8)	16,7	0	3	11	9	10	6	No second round
	Greece	26 (13)	10.9	10	9	7	24	5,1	26	15
	Italy	18 (6)	17,2	3	2	13	13	14	12	No second round
	Poland	30 (18)	11,9	4	6	20	26	13,1	10	No second round
	Spain	31 (11)	19,5	0	1	30	27	12	30	No second round
	Total	215 (104)	15,55	20	36	178	172	10,1	159	4 second round

Table 3 :

 3 Results of the first Delphi round

	Item/Country	Galicia Spain Catalonia

France Italy Bulgaria Croatia Greece Germany Poland 1 Being scared for no reason

  

characteristics of the Hopkins Symptom Check List-25 (HSCL-25) in Sweden, using the Present State Examination (PSE-9) as a caseness criterion. Soc

  Thus, specific attention was paid to choosing FP researchers and certified bilingual translators with sufficient knowledge of health care terminology, to reduce selection bias.The cultural control was rigorous. It involved a step-by-step analysis, in order to prevent confusion bias and linguistic problems. The intervention of a consensus group allowed several, gradual evaluations of each item, strengthening the accuracy of the validated translations and co-designing the end-result. This work is the result of multicultural collaborative research among European countries.

	27. Nettelbladt P, Hansson L, Stefansson CG, Borgquist L, Nordström G: Test
	Psychiatry Psychiatr Epidemiol 1993, 28:130-3.
	28. Sandanger I, Moum T, Ingebrigtsen G, Dalgard OS, S??rensen T, Bruusgaard D:
	List of abbreviations and definitions:
	BT -Backward Translation
	CE -Cultural Effect
	DSM -Diagnostic and Statistical Manual of Mental Disorders
	EGPRN -European General Practice Research Network
	FPs -Family Practitioners
	FT -Forward Translation
	NPV -Negative Predictive Value
	PPV -Positive Predictive Value

CONCLUSION

A translation of the HSCL-25 in which homogeneity is ensured, is now available for Spain and its culturally distinct regions of Galicia and Catalonia, as well as for France, Greece, Italy, Poland, Bulgaria, and Croatia. It is now ready to be tried out in actual and representative primary care populations in order to further validate its test-parameters.

PRISMA -Preferred Reporting

Items for Systematic reviews and Meta-Analyses RAND -Research And Development RAM -RAND Appropriateness Method Symptom Checklist (HSCL): a self-report symptom inventory. Behav Sci 1974, 19:1-15.
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Table 1 . Patients' characteristics

 1 Contingency55 patients in the HSCL-group had to take the PSE-9. 9 were lost to follow-up; 118 patients in the HSCL+ group had to take the PSE-9. 22 were lost to follow-up.Contingency data are expressed in Table2, Table3and Appendix 2.

	Variable	Overall	Group		Group		inter-group
		Population	F-HSCL-25	F-HSCL-25	comparisons
		(N=1126)	<1.75		≥1.75	
			(N=886)		(N=240)	
	Age						t(408.53)=3.66
	Mean +/-SD	55.62 +/-18.4	56.61	+/-	51.98	+/-
	Median (q1-	59 (42 -70)	18.6		17.0		P<0.001
	Q3)	18-94	61(42-72)		53(38 -66)
	min-max		18-94		19-91	
	Gender						Chi(1)=25.24
	Male	452 (40.14%)	390		62 (25.83%)
	Female	674 (59.86%)	(44.02%)		178		P<0.001
			496		(74.17%)	
			(55.98%)			

*inter-group comparisons obtained by Student t test for quantitative variables and

Chi² test for qualitative variables

Table 2 . Contingency table HSCL-25/PSE-9, before prevalence correction

 2 

		PSE-9	TOTAL
	« Positive »	« Negative »

Table 3 . Estimated contingency table HSCL-25/PSE-9, after prevalence correction PSE-9 TOTAL « Positive » « Negative » HSCL-25

 3 

	« Positive »	21.12 (15%)	9.14 (6%)	30.26
	« Negative »	14.57 (10%)	97.16 (68%)	111.73
	TOTAL	35.69	106.3	142
	Outcomes			
	According to a prevalence of 21.3% (including prevalence corrections) and a cut-off
	of 1.75, accuracy data gave the following efficiency features, Table 4:	

Table 4 . Efficiency features

 4 

	Value	IC95% *

F-HSCL-25 adequately assessed major depression. It demonstrated a capacity to recognise a major depressive episode with a PPV greater than 60%. The specificity of 91% indicated efficiency in identifying significant depression in primary care settings. It is a useful first-line ergonomic diagnostic tool with a low number of false positive patients. The GPs' high depression diagnosis specificity, combined with this tool's efficiency in excluding non-depressive patients with a low margin of error, may serve to identify patients with depressive symptoms much more rapidly.

Table 2 . Contingency table HSCL-25/PSE-9, before prevalence correction

 2 

	1	Being scared for no reason	Vous avez peur sans raison
	2	Feeling fearful	Vous vous sentez effrayé
	3	Faintness	Vous avez une sensation d'étourdissement
	4	Nervousness	Vous vous sentez nerveux
	5	Heart racing	Vous avez l'impression que votre coeur bat anormalement vite
	6	Trembling	Vous avez la sensation de trembler
	7	Feeling tense	Vous vous sentez tendu
	8	Headache	Vous avez des maux de tête

We could calculate PPV and NPV directly from the contingency table, according to the following formulas:

Table 3 . Estimated contingency table HSCL-25/PSE-9, after prevalence

 3 The corrected number on the contingency table can then be calculated by multiplying by the number of patients who have passed the PSE (142 outpatients).

	correction				
				PSE-9	TOTAL
			« Positive »	« Negative »	
		« Positive »	21.12 (15%)	9.14 (6%)	30.26
	HSCL-25	« Negative »	14.57 (10%)	97.16 (68%)	111.73
	TOTAL		35.69	106.3	142

  25 were homogeneous to the original version. (see translations tables below)

		HSCL-25 interest HSCL-25		δεν είναι ενδιαφέρον		zainteresowań	на интерест
	ITEM ITEM	ORIGINAL Feeling ORIGINAL	that	GREECE Αισθάνοµαι ότι για το CASTILE CATALONIA GALICIA POLAND Poczucie, że	BULGARIA Чувство, ITALY	че	CROATIA FRANCE
		VERSION everything is an VERSION	καθε τί χρειάζεται να	wszystko	jest	всичко	изисква	Sve vam je bilo naporno
	A A	Choose best answer for the how you felt over the past week effort feelings of Worthlessness Poor appetite Sleep disturbance Choose the best answer for how you felt over the past week	Επιλέξτε την καλύτερη απάντηση για το πώς αισθανθήκατε την τελευταία εβδοµάδα κάνω προσπάθεια Αισθάνοµαι ότι δεν αξίζω τίποτε Μείωση της όρεξης Διαταραχές ύπνου Elija la respuesta que mejor describa cómo se ha sentido durante la semana pasada Triï la millor Wybierz najlepszą odpowiedź ciężarem Poczucie bezwartościowości Słaby apetyt Zaburzenia snu resposta per indicar com s'ha sentit en la darrera setmana Escolla resposta mellor describa Изберете отговора, най-добре описва който как сте се чувствали през изминалата седмица усилие Чувство за безполезност Лош апетит Нарушения на съня a Scegliere que risposta adatta su come Izaberite jedan odgovor koji najbolje opisuje kako ste se osjećali tijekom prošlog tjedna: Osjećali ste se bezvrijedno Imali ste slab apetit Imali ste problema sa spavanjem la Veuillez choisir la più réponse qui décrit le mieux comment como se sentiu durante ti sei sentito/a globalement vous a nell'ultima vous sentiez toute la semana pasada settimana semaine dernière
		Being	scared	Είµαι τροµαγµένος/η Estar Bać	s i ę	b e z	Чувство за уплаха	Bili ste bezrazložno
		for no reason Being scared	χωρίς αιτία Se asusta	sin	powodu espantat/esp	без причина Asústase sen Avere	uplašeni paura Vous avez peur sans
		Feeling fearful for no reason	Αισθάνοµαι φοβισµένος /η motivo		Poczucie strachu motiu aparent antada sense motivo	Чувство за страх senza motivo Bojali ste se raison
		Faintness Nervousness Feeling fearful	Αίσθηµα λιποθυµιάς Νευρικότητα Siente miedo	Omdlenia Nerwowość Sentir por	Отпадналост Нервност Sentirsi Ten medo impauriti	Bili ste slabi Bili ste nervozni Vous vous sentez effrayé
		Heart racing Trembling Faintness Feeling tense Nervousness	Ταχυπαλµία Τρεµούλα Debilidad Αισθάνοµαι υπερένταση Nerviosismo		Kołatanie serca Drżenia Debilitat Debilidade Сърцебиене Треперене Sensazione di Ubrzano vam je lupalo srce Vous avez une sensation mancamento d'étourdissement Drhtali ste Poczucie napięcia Чувство за Nerviosisme Nerviosismo Vous vous sentez Esseri nervosi nerveux Bili ste napeti напрежение Vous avez
		Headache Feeling panic Heart racing	Πονοκέφαλος Αισθάνοµαι πανικό Palpitaciones	Bóle głowy Uczucie paniki Cor accelerat Palpitacións Главоболие Чувство за паника Bili ste u panici Boljela vas glava Sentire il cuore l'impression que votre battere veloce coeur bat
		Feeling restless Αισθάνοµαι ταραχή Feeling low in Αισθάνοµαι ότι δεν Trembling Tiembla Tremola Uczucie niepokoju Poczucie braku Ten tremores Чувство безпокойство Усещане Tremore на за	anormalement vite Bili ste uznemireni Niste imali dovoljno Vous avez sensation de trembler la
		energy Blaming oneself Feeling tense Crying easily Headache	έχω ενέργεια Κατηγορώ τον εαυτό µου Sentir-se energii Se siente tenso/a tens/a Obwinianie samego siebie Séntese tenso/a Εύκολο κλάµα Płaczliwość Dolor de cabeza Mal de cap Dor de cabeza понижена енергия Sensazione di energije Vous vous sentez tensione tendu Самообвинение Okrivljavali ste se Плачливост Bili ste plačljivi Avere mal di Vous avez des maux testa de tête
		Losing sexual interest Feeling panic Feeling restless Siente inquietud Απώλεια σεξουαλικού ενδιαφέροντος Siente pánico Sensació de Utrata zainteresowań sferą seksualną pànic Sente pánico Загубата Sensazione di на Niste bili zainteresirani Vous vous sentez panico paniqué сексуален интерес za spolni odnos Sensació
		Feeling lonely	Αισθάνοµαι µοναξιά		Poczucie osamotnienia	Чувство самотност	за	Bili ste usamljem
		Feeling			Αισθάνοµαι			Poczucie	Чувство	за	Osjećali	ste
		hopeless			απελπισµένος/η			beznadziejności	безнадежност	sebeznadno
		Feeling blue		Νοιώθω πεσµένος/η		Poczucie przygnębienia	Чувстам нещастен	се	Bili ste sjetni
		Thinking ending life	of one's	Σκέφτοµαι να δώσω τέλος στη ζωή	Myśli samobójcze	Мисли самоубийство	за	Razmišljali ste da si oduzmete život
		Feeling trapped	Αισθάνοµαι παγιδευµένος /η			Poczucie uwięzienia	Чувстам се като в капан	Osjećali ste sekao da ste u klopci
		Worrying much		too	Ανησυχώ υπερβολικά Zamartwianie się	Притеснявам се твърде много	Bili ste previše zabrinuti
		Feeling		no Αισθάνοµαι ότι τίποτε Poczucie	braku Чувство за загуба Bez interesa za bilo što

Chausses trappes et objectifs, taxonomie des outils diagnostiques et question de recherche

  Europe, malgré les différences de langue et de culture et de données de santé publique[4][23]. Cet outil devait avoir une taxonomie commune entre les MG et les psychiatres[24].

	INTRODUCTION Pour diagnostiquer la dépression, outre l'approche clinique, il existait de nombreux
	outils et algorithmes utilisables [20].
	Depression et soins primaires
	Le DSM (Diagnostic and Statistical Manual) est un outil catégoriel américain. Il est
	La dépression concerne 4.4 % de la population mondiale [1][2][3]. En Europe, sa Constitution de l'équipe Européenne largement utilisé dans le monde [25][26] comme ses algorithmes et interviews
	prévalence est estimée à 10% [4]. En France, sa prévalence varie entre 5 et 12 % structurés fabriqués à partir de lui et validés contre lui : le CIDI (Composite
	avec une nette prédominance pour les femmes [5]. En Octobre 2010, la problématique de recherche a été proposée à la communauté. International Composite Interview), le SCID (Structured Clinical Interview for DSM
	Le recrutement de 10 pays s'est déroulé sur 2 ans pour se terminer en mai 2012, disorders), le MINI (Mini International Neuropsychiatric Interview) [27][28][29]. Le
	Ce syndrome comprend des signes de détresse, d'anxiété et de multiples avec pour objectif d'identifier les outils et d'en sélectionner un consensuellement. Il DSM et ses interviews sont difficiles à utiliser en pratique, d'autres outils au design
	expressions somatiques [6][7]. Sa grande variabilité d'expression entre les patients devait être acceptable pour casser les barrières des MG à utiliser les outils plus adapté comme le GDS (Geriatric Depression Scale) [30] ou la HSCL-25
	et l'appétence variable à académiques et permettre des recherches collaboratives. Il pourrait être son diagnostique par les médecins rendent son (Hopkins Symptom Checklist en 25 questions) par exemples [31], ont été créés et
	éventuellement proposé aux MG pour améliorer leur performance diagnostique. validés directement contre le DSM ou contre ses dérivées.
	Ils devaient avoir des compétences académiques communautaires : basées sur les
	ressources universitaires et les réseaux de recherche et de pratique dans chaque
	pays.
	Le management d'un groupe multi culturel pouvait réserver des difficultés de
	compréhension : liées à l'usage exclusif de l'anglais et des différentes cultures.
	L'autre difficulté a été de maintenir la cohésion du groupe. A chaque étape,
	25 (HSCL-25) is a robust self-administrated Apport d'un réseau de recherche européen l'agrément a été demandé aux membres. Ils ont participés activement à l'élaboration
	questionnaire depression diagnosis validated tool. Effective, reliable and ergonomic, de chaque protocole. Une aide active et présentielle a été apportée ainsi qu'une aide
	it can be used in daily practice. It helps to assess depression in primary care. A Des recherches collaboratives européennes seraient un atout pour améliorer la prise à la publication. Les rangs de publication ont été établis avec les membres. Selon
	patient is considered 'depressive' if a score > 1.75 is obtained. en charge des patients. Mais les différences de modèle de santé et d'objectifs sont ces conditions, l'étude s'est déroulée sur 6 ans avec tous les membres.
	autant d'obstacles. L'EGPRN (European General Practice Research Network) a
	développé un réseau de recherche pour les lever.

To allow GPs to use it, it had to be translated into various European languages. The entire translation process had to ensure homogeneity. It was translated into French.

diagnostique difficile

[8]

, à l'origine de sur et sous diagnostiques et d'estimations erronées des niveaux de détresse

[9]

[10]

. La prise en charge médicale est alors inadaptée avec des conséquences en santé publique

[11]

.

C'est la seconde maladie chronique prise en charge en médecine générale. Le médecin généraliste (MG) souvent en première ligne diagnostique et thérapeutique, est seul avec un temps contraint

[9]

[12][13]

[14]

. Les MG ne sont pas à l'aise avec les critères de définition de la dépression

[15]

[16]

[17]

. Pourtant, ils sont à la meilleure place pour organiser le suivi des soins au long court

[18]

[19]

. Les MG ont une sensibilité diagnostique basse (37,9%) mais une spécificité diagnostique élevée (89,7%) comme les autres spécialistes

[20]

[21]

. Pour abaisser ces barrières,

[22] 

un outil diagnostique ergonomique à forte valeurs prédictives pourrait les aider et améliorer leur efficacité.

Concernant la dépression, l'EGPRN s'est donné pour objectif de trouver un outil diagnostique favorisant des recherches collaboratives en médecine générale en

Les chercheurs devaient être académique (chercheurs universitaires ou membres d'un réseau de recherche), membres de l'EGPRN et indépendants de l'industrie pharmaceutique. Ils ont constitué un groupe multi culturel le plus large possible.

Ils devaient avoir des compétences linguistiques pour permettre : une revue de la littérature et un processus de traduction.

Le HDRS ou HAM-D (Hamilton Depression rating Scale) est un outil longitudinal anglais. Largement utilisé dans le monde

[32][33]

[34]

[35]

, li a donné naissance au BDI (Beck Depression Inventory)

[36]

, et au MADRS (Montgomery-Asberg Depression Scale)

[37]

[38]

.

Le PRIME-MD (Primary Care Evaluation of Mental Disorders) est une interview clinique structurée indépendante

[39]

. Cet outil anglais a évolué en une forme simple, le PHQ-9 (Patient Health Questionnaire)

[40]

[41]

.

Cette liste n'est pas exhaustive.

Objectif et question de recherche

  

	périnatale et d'autres formes de dépression, la dépression périnatale n'a pas été
	retenue [42][43][44][45].
	La question de recherche a été la suivante : Quel outil pourrait être accepté et utilisé
	par les Médecins Généralistes, pour diagnostiquer la depression au sein des
	cabinets médicaux, à la fois efficace, stable, ergonomique et applicable dans les
	différents pays européens participants à l'étude ?
	METHODE
	DESIGN GENERAL
	Un protocole de recherche a été écrit avec l'objectif de sélectionner l'outil le plus
	fiable et ergonomique. Il est développé dans la partie méthode qui suit. Il a été
	soumis au comité d'éthique de l'université de Bretagne Occidentale et à l'Agrément
	du CPP (Comité de Protection des Personnes) de l'Hôpital universitaire de Brest (ID
	RCB: n°2014-A01790-47; Référence CPP: CPP Ouest VI 872; N° enregistrement
	Clinical Trial.gov: NCT02414711).

La recherche devait porter sur une population adulte (plus de 18 ans). Conformément aux demandes du comité d'éthique, et parce qu'il y a un débat scientifique pour découvrir s'il y a une différence significative entre la forme Premièrement, un consensus de groupe informel a permis de choisir la référence et bâtir le protocole. La seconde étape a été une revue systématique de la littérature, pour extraire les outils diagnostiques validés. La troisième a été une procédure de consensus, une RAM (Research and Development Appropriatness method) ou RAND/UCLA (Research and Development / university of California Los Angeles). La quatrième, une procédure de traduction aller/ retour suivi d'un contrôle culturel, pour maintenir la stabilité linguistique et sémantique. La cinquième, une étude de validation multi centrique, en pratique courante de médecine générale, chez des patients adultes.

Revue systematique de litterature (RSL)

  Ceci a donné une taxonomie des outils. Cette revue a révélé que le DSM était largement utilisé comme référence internationale. C'est une référence diagnostique et catégorielle en accord avec les objectifs de l'étude. Le DSM est devenu le critère majeur d'éligibilité pour la RSL.

	Dans chaque pays, chaque chercheur a contacté un autre chercheur pour travailler
	en binôme, pour le processus d'exclusion des résumés et d'inclusion des articles.
	Le premier objectif a été de choisir la référence pour extraire les outils qui lui étaient
	relatifs. Puis les chercheurs ont construit l'équation de recherche ; ils ont
	sélectionnées les critères d'inclusion et d'exclusion ; ils ont fait le choix des bases de
	données indexées.

Le choix de la référence était crucial, il allait donner une tendance forte à l'ensemble des résultats de l'étude. Pour être sur de ne pas faire d'erreur, les chercheurs ont au départ, à l'aide d'une revue de la littérature, recensé tous les outils validés utilisables en médecine générale.

Global Aim: To Find A Consensual Diagnostic Tool Of Depression, According Goal Of Fpdm Research Question: What Pragmatic And Practical Tool European Gp's Could Use To Diagnose Depression In General Practice, According To Their Validity, Consistency And

  

	Feasibility?
	EGPRN members do this study across Europe with 11 EGPRN teams. Spain,
	Catalonia, Italia, Greece, Germany, Poland, Croatia, Bosnia, Belgium, Nederland
	and France are participating in this study.

  table of inclusion by all teams. It will contain both inclusion and exclusion, but also information on the abstracts

	Depression as major topic (is in research question, and criteria or definition is in
	results or discussion)
	Tools for depression diagnosis or screening are named (or scales or questionnaires)
	Primary care
	IMRAD format
	Numeric value of validity (sensitivity, specificity, negative, …), reproducibility or
	feasibility (the goal of this systematic review is to find valid tools in depression)
	Exclusion criteria's of abstract:
	Abstract: no
	Language: another language of language of inclusion
	Depression isn't a major topic
	Not tools used or named for depression diagnosis or screening
	Not in primary care
	Not in IMRAD format
	The field of the Study is about child, post partum blues or pregnancy (don't forget the
	global project, is about multimorbidity and depression after 50, it is logical to reject
	the studies about post partum blues, pregnancy or child)
	And no numeric value of validity, reproducibility or feasibility
	Information criteria's in abstract:
	Title
	Author
	Scoring
	Inclusion criteria's of abstract:
	Abstract: yes
	Language: English, Dutch, German, Polish, Greek, Italian, Spanish, French,
	Portuguese

Project Work For A European Consensus On A Validated Tool Among The Tools Used To Diagnose Depression In Family Medicine, Based On Effectiveness, Reliability And Ease To Use.

  Family Practice Depression and Multimorbidity) group is actually working on the validation of a tool used to diagnose depression in general practice in Europe, in patients over 50 years old, with at least two factors of multimorbidity. In this perspective, we appeal to you as an expert recognized for his competence and experience of general practice.The FPDM group has already carried out a methodical systematic review of literature in order to collect the validated tools. These results will enable to sustain the research to obtain a consensus based on an expert panel.

	Name and adress	date, Brest
	Madam, Sir,	
	The FPDM (	
	FPDM Study: Project for multimorbidity and depression
	after 50. FPDM	(Family Practice Depression and
	Multimorbidity Study), Depression Branch of FPDM

Object: FPDM Study, Project work for a European Consensus on a validated tool among the tools used to diagnose depression in family medicine, based on effectiveness, reliability and ease to use.

Patrice Nabbe -Jean Yves Le Reste

Département Universitaire de Médecine Générale 22, avenue Camille Desmoulins CS 93837 -29238 -Brest CEDEX 3 Tél : 02 98 01 65 52 -fax : 02 98 01 64 74 ! Hereby letter, we thank you to participate in the second part of this project. The enclosed documents, ie the study's proposal and the results of the literature review, are aimed to give you informations about the research's methodology and the necessary data to answer individually to the first part of a RAND/UCLA Appropriateness Method (RAM).

  NB: cut-off point : 100 patients (studies with sample < 100 patients were excluded)

	0.8676 DATA ABOUT EFFICACY AND RELIABILITY COMBINED RATING Comment: TIME SCHEDULE
	159 302 GDS 30 Appropriateness: HADS Appropriateness: HADS "Does this tool seem reliable enough to be appropriate for the diagnosis 0.97 0.87 Using data about efficacy and reliability combined, thank you to answer Each Delphi round shall not exceed 6 weeks.
			747		0.82-0.83				
	Scales PSC 51 of depression in primary care?" Samples Cronbach Alpha 473 0.88 now to the following question: 1 2 3 4 5 1 2 3 4 5	6 6		References 7 8 7 8	9
	n= GDS 30 Appropriateness:						
	GDS 5 You have to range each tool with a note from 1 to 9 in a discontinous Likert's Scale 0.49 1, 2 HADS Appropriateness: "Does this tool seem effective and reliable enough to be appropriate for Comment: Comment:
	GDS 15 rating : the diagnosis of depression in primary care?" 0.75 1 2 3 4	5	3	6	7
	-1: Extremely Inappropriate 9 1 2	0.72 3	4		5	4	6	7	8
	-5: Uncertain 9			0.76				5
	+ 459 -9: Extremely Appropriate Comment: Tools Likert's Scale and Comments 0.77 0.80 0.46 Comment: GDS 5 Appropriateness: CES-DR Appropriateness: PSC 51 Appropriateness:			6 7 8
					0.82				1, 9
	0.77 0.8 Likert's Scale and Comments GDS 5 Appropriateness: Tools 1 2 3 4 5 1 2 3 4 5 1 2 3 4 5	6 6 6		1, 10 1, 11 7 7 7	8 8 8	9 9
	168+103 Appropriateness: 1 2 9 1 2 PSC 51 Appropriateness: CES-DR Comment: Comment: Comment:		0.8 0.94 0.88 0.84 3 3	4 4		5 5	1, 2 1, 12 1, 14 1, 13	6 6	7 7	8
		9 1	2		0.79 3	4		5	15	6	7	8
	GDS 30	Comment: 9		0.87				16
		+ 461 Comment:		0.89				1, 17
	Comment: GDS 15 Appropriateness: HSCL Appropriateness:		0.86 0.87				1, 10 1, 2
			+ 95		0.87				1, 18
		1 1	2 2	3 3	0.92 4 4	5 5	6 6		1, 19 7 7	8 8	9
	GDS 15 Appropriateness:		0.90				1, 14
	CES-DR 25 HSCL	Sample 1: 6971 2 2 Appropriateness: 1 9 1 Comment: Comment:	0.88 0.86 0.888 0.923 3 3	4 4		5 5	15 21 20 16	6 6	7 7	8
		9	Sample 2: 243		0.928				
	HSCL-25	Comment:		0.93				22

;

  P. Nabbe et al. / European Psychiatry 39 (2017) 99-105 100

  Articles inclusion (related to PRISMA guideline).P. Nabbe et al. / EuropeanPsychiatry 39 (2017) [START_REF] Andrews | Student anxiety and depression: comparison of questionnaire and interview assessments[END_REF][100][101][102][103][104][105] 

	Identiϐic ation	
	699 in P ubmed® (532 spe cific, 167 dup licate s)
	74 in E mba se® (14 spe cific, 60 dup licate s)
	70 in Co chrane® (70 dupli cate s)
	No additiona l sources	
	Screening	
	Numb er of re cor ds screened	Number of rec ords
	(After duplica tes removal):	exclud ed: 496
	546	
	Eli gibility	
	Number of full text articles assess ed for eligibility: 50	Number of Ful l t ext articles e xcluded: 46 (Reason s be low)
	Inclusion	
	Studies included	
	in q ualitative	
	synthesis: 4	
	Fig. 1.	

Table 1

 1 Reasons for abstracts, articles and tools exclusion. The study was about children or pregnancy or post-partum depression 21 Irrelevant: not pen and pencil and free of charge and not free 1 The study was not in primary care setting 32 The tools were identified without validity data 458 Reasons for non inclusion Depression diagnosis was not the major topic of study 1 Efficiency data were absent or imported from another study, 8 Reliability was the only mentioned validity data in the article 2 Language used in the study is not English, Dutch, German, Polish, Greek, Italian, Spanish, French or Portuguese Results of exclusion have been summarized. The addition of results showing the number of eligible or included articles is not provided here. This information is given in a flow PRISMA diagram. P. Nabbe et al. / European Psychiatry 39 (2017) 99-105 102

	Reasons for non eligibility	
	Not in IMRAD format	67
	Depression was not the major topic	41
	No diagnostic tool identified	233
		8
	Researchers are not FPs	0
	Tool was exclusively tested against another tool	14
	Tool was only validated against another diagnostic tool without a	49
	face-to-face psychiatric examination using the DSM-IV-5	
	Tool was only a screening tool	4
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Table 1 Expert panel-participants' characteristics
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	* PubMed database

Table 2 Results of the first Delphi round
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		Efficiency		Reliability		Conclusions
		Median (aver-	Scores > 6 as percentage Median (average) Scores > 6 as percentage	
		age)				
	PSC 51 5 (5)	0	7 (6.9)	80	Eliminated tools: reliable but not efficient
	GDS 30 4 (3.6)	0	7 (7.3)	90	
	CES DR 4 (3.8)	0	8 (8.1)	90	
	GDS 15 8 (7.7)	100	6 (6.6)	0	Eliminated tools: efficient but not reliable
	GDS 5	7 (7.4)	91	2 (1.8)	0	
	HADS	7 (7.2)	91	7 (7.4)	100	Selected tools: considered both efficient
	HSCL 25 7.5 (7.3)	82	9 (8.5)	100	and reliable

Table 3 Evaluation progression during the experts' meeting Tools Statements put to the experts Scores > 6 as percentage on a 9-point Likert scale First evaluation: after reading only usable data Second evaluation: after test- ing and discussion of the questionnaires in pairs
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	Third evaluation:
	after discussion
	among all the experts

answered, "In my opinion, the HADS is the most appropriate tool to
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CURRICULUM VITAE

This tool selected with a systematic review of literature, chosen by European primary care researchers and finally tested in practice, will be of interest for all GPs throughout Europe.

It will be submitted to the daily board of the study for final validation (Jean Yves Le

Reste, Harm Van Marwijk, Patrice Nabbe, Paul Van Royen, Claire Lietard).

THIRD STEP: ADAPT EACH TOOL FOR EACH LANGUAGE

A Delphi procedure will be done, with forward/backward translation by each country.

The English version of the tool is proposed to each team by the French team. Delphi procedure will be done after the translation from English to native language to ensure its validity. Then the validated translated version in native language will be translated back to English and send to the French team to verify its homogeneity with the baseline English tool.

Translation should respect all the rules of forward/backward translation.

Research question (for each translation):

What is the translation of the diagnostic tool in our native language?

Research population: native expert GPs, English speakers, still in Gp practice and having teaching or research activities and not involved in the research.

Methodology: Forward backward translation using a Delphi consensus procedure.

(

The forward translation will be done from English to native language by two translators (one medical and one official translator).

The Delphi consensus procedure will be held with 20 to 30 expert Gps. We will propose them the English definition and its translation into our native language. This proposition will be done using emails (each participant should be contacted separately to avoid contamination which is the basic methodology for Delphi procedure: so no mailing list). As many as needed Delphi round will be conducted to reach consensus.

Participants will rank translation from 1 (absolutely no agreement) to 9 (fully agreement). The participant should explain each rank under 7.

Consensus is defined as at least 70 % of the participants rating 7 or above the consensual definition.

With the consensual translation in native language two other native/English translators will do a backward translation from native language to English. It will be submitted to the daily board of the study for final validation (Jean Yves Le Reste, Harm Van Marwijk, Patrice Nabbe, Paul Van Royen, Claire Liétard).

FOURTH STEP AND FINAL STEP: TESTING IN THE FIELD

The chosen and translate tool will be tested in reality in practice.

Each team in the country will test the selected tool. The purpose will be to test the feasibility of tool in the field of consultation.

At this stage of the study, the procedure is not yet fully defined. It will be defined at a meeting of the FPDM working group. 

Publication acceptations:

Each proposal for a publication with FPDM-depression data will be submitted to the daily board as an IMRAD abstract of 300 words. The daily board will check the proposal for overlap with other plans and potential combined or conflicting interests.

These interests can concern the submitted publication plans or the use of data to which certain persons are explicitly involved. If there is no overlap or there are no conflicting interests, the proposal will, with a positive advise from the board, be accepted. When there is a possibility of overlap or when there are (possible) conflicting interests, the submitter of the proposal will be informed about this, with the request to adjust the plans.

The submission of a proposal implies concrete plans for a publication, etc. At which will be worked on a short time basis. When within half a year after submitting a proposal there is no provable activities in that direction, or when after a year no publication has been submitted to a journal, the subject can be released for other interested parties.

There is a maximum of two proposals that can be submitted as first author at the same time. Only after the presentation of the paper to a journal, a new proposal can be submitted.

Senior researchers who acquire extra funds have priority at the submission of publication plans on the theme of the extra fund.

Researchers who are not part of FPDM can, after consultation by the board taking advice with the most involved researchers, submit a proposal for data-analysis and publications. A senior researcher of FPDM will always be a member of this research group and will be co-author of the publications.

Authorship

The one, who "pulls" the article and has the most important role in writing it, is the first author. He/she is responsible for the contents of the article.

The first author determines in consultation with the board that the co-authors are and in which order. The board considers the investments and contributions of the FPDM members, like authorship of the original proposal and local coordination. When the first author is a PhD-student, this happens in consultation with the (co-) promoters.

Possible conflicts will be put before the board.

(Co) promoter(s) who are primarily responsible for the supervision of PhD-students are (also) responsible for the integrity of the work as a whole, from inception to published article.

Other co-authors should have made an important contribution to the design of the study, data collection and/or writing of the paper. Consider the three conditions of the Requirements for Authorship sometimes an acknowledgement is more suitable then a co-authorship.

All authors get to inspect the article at least twice before it is forwarded to a magazine.

It is the responsibility of the first author that the guide-lines according authorship are followed, that the sample and the research-methodology are described correctly and that references to former relevant FPDM-publications are made. To anticipate carelessness in this, the board should see every manuscript before presented for publication.

The international FPDM team (named as "FPDM Team") will always be in the author list of any publication as the last name of authors.

Overview of publications

An overview of all publications and publication plans, as well as publications in journals as chapters in books, are kept by the FPDM board.

Changes in publications and publication plans (as mentioned under a.), are to be communicated to the NESDA-secretary -preferably by e-mail.

The following information is needed:

Date of sending the manuscript and name of the journal, including possible changes Changes in authors or title

Date of acceptance

At publication: full reference Withdrawal (decision not to publish)

From the moment of presentation and after being inserted in the overview, all manuscripts are kept in an archive. As soon as a paper is send to a journal, the first author will send a (digital or paper) copy of this to the board. After publication a reprint of the final article will be send to the board.

Abstracts of congress papers should also be sending to the board.

Particular circumstances

If in publication plans FPDM data are used in combination with data collected by other research groups, the publication plan will be judged by both the FPDM board and the board of the other research group.

Everybody is free to publish is own national results (after board reviewing) but for the systematic reviews and for the final articles at each step all the national teams has to be named. For the reviews articles the one on depression should have Patrice Nabbe as first author (this is compulsory for the French team because he has a PhD on the topic.

Interested teams:

Miguel Based upon the formula, the size of alpha is determinate by number of items, and by the range of all the possible values of each item (variance), that means is determinate by the sample size. We choose to keep only additional sources with sample size higher than 100 peoples, to increase the strength of alpha values.

If the items making up the score are all identical and so perfectly correlated, alpha=1

(3).If the items are all independent, alpha=0 (3).

For comparing group, alpha values of 0,7 to 0,8 are regarded as satisfactory, but for the clinical application, much higher values of alpha are needed (the minimum alpha is 0,9)(3). It should be noted than an alpha of 0,8 is probably a reasonable goal (5).

Once validated tools clearly identified, further research was conducted in literature in order to complete reliability data of the validated tools: 

Publication acceptations:

Each proposal for a publication with FPDM-depression data will be submitted to the daily board as an IMRAD abstract of 300 words. The daily board will check the proposal for overlap with other plans and potential combined or conflicting interests.

These interests can concern the submitted publication plans or the use of data to which certain persons are explicitly involved. If there is no overlap or there are no conflicting interests, the proposal will, with a positive advise from the board, be accepted. When there is a possibility of overlap or when there are (possible) conflicting interests, the submitter of the proposal will be informed about this, with the request to adjust the plans.

The submission of a proposal implies concrete plans for a publication, etc. At which will be worked on a short time basis. When within half a year after submitting a proposal there is no provable activities in that direction, or when after a year no publication has been submitted to a journal, the subject can be released for other interested parties.

There is a maximum of two proposals that can be submitted as first author at the same time. Only after the presentation of the paper to a journal, a new proposal can be submitted.

publication plans on the theme of the extra fund.

Researchers who are not part of FPDM can, after consultation by the board taking advice with the most involved researchers, submit a proposal for data-analysis and publications. A senior researcher of FPDM will always be a member of this research group and will be co-author of the publications.

AUTHORSHIP

The one who "pulls" the article and has the most important role in writing it, is the first author. He/she is responsible for the contents of the article.

The first author determines in consultation with the board who the co-authors are and in which order. The board considers the investments and contributions of the FPDM members, like authorship of the original proposal and local coordination.

When the first author is a PhD-student, this happens in consultation with the (co-) promoters. Possible conflicts will be put before the board.

(Co) promoter(s) who are primarily responsible for the supervision of PhD-students are (also) responsible for the integrity of the work as a whole, from inception to published article.

Other co-authors should have made an important contribution to the design of the study, data collection and/or writing of the paper. Consider the three conditions of the Requirements for Authorship sometimes an acknowledgement is more suitable then a co-authorship.

All authors get to inspect the article at least twice before it is forwarded to a magazine.

It is the responsibility of the first author that the guide-lines according authorship are followed, that the sample and the research-methodology are described correctly and that references to former relevant FPDM-publications are made. To anticipate carelessness in this, the board should see every manuscript before presented for publication.

The international FPDM team (named as "FPDM Team") will always be in the author list of any publication as the last name of authors..

Overview of publications

An overview of all publications and publication plans, as well as publications in journals or chapters in books, is kept by the FPDM board.

Changes in publications and publication plans (as mentioned under a.), are to be communicated to the NESDA-secretary -preferably by e-mail.

The following information is needed:

Date of sending the manuscript and name of the journal, including possible changes Changes in authors or title

Date of acceptance

At publication: full reference Withdrawal (decision not to publish)

From the moment of presentation and after being inserted in the overview, all manuscripts are kept in an archive. As soon as a paper is send to a journal, the first author will send a (digital or paper) copy of this to the board. After publication a reprint of the final article will be send to the board.

Abstracts of congress papers should also be sended to the board.

Particular circumstances

If in publication plans FPDM data are used in combination with data collected by other research groups, the publication plan will be judged by both the FPDM board and the board of the other research group.

Everybody is free to publish is own national results (after board reviewing) but for the systematic reviews and for the final articles at each step all the national teams has to be named. Robert Emilie (trainee in MD). The "Département universitaire de medecine générale de Brest (Université de Bretagne Occidentale)" is the national developer of that survey. He is responsible for it and assume its organization.

If you decide to participate you will be asked to sign a consent form. This signature will confirm that you did agree to participate.

Course of study

Rand UCLA (Delphi round and panel meeting). This Rand UCLA will be fully anonymised and it will be impossible for a study reader to identify you.

Potential risk of study

There are no risks associated with your participation in this study

Potential benefits of the study

There is no potential benefit to this study

Voluntary participation

Your participation to this study is entirely voluntary.

You are free to refuse to participate and to terminate your participation in the study at any time and without incurring any liability or any injury of this fact and without causing consequences.

In this case you must inform the investigator of your decision

In the event that you withdraw your consent, we will conduct a computer processing of your personal data unless written objection on your part.

During the study, your investigator will notify you, if new facts might affect your willingness to participate in the study.

Obtaining complementary informations

If desired, Patrice Nabbe (MD) or local national investigator (phone number), who can be reached at telephone number: 00 33 298 016 552 at any time can answer all your questions about the study.

At the end of the study, and at your request, your investigator will inform you of the overall results of this research.

Confidentiality and use of medical or personal data

As part of biomedical research in which the DUMG Brest, Patrice Nabbe (MD) and your national investigator offer to participate, a treatment of your personal data will be used to analyse the results of research in light of the objective of that study which was presented to you.

To this end, the data collected, including any survey and the data on your lifestyle will be forwarded to the promoter of the research where the data will be processed in this study. Those data will be anonymized and their identification will be held with a code number.

Staff involved in the study is subject to professional secrecy. These data may also, under conditions ensuring their confidentiality be transmitted to the national or European health authorities.

Under the provisions of Law you have the right to access and modify. You also have the right to object to the transmission of data covered by professional secrecy.

If you agree to participate in this study, thank you to complete and sign the consent form.

You will keep a copy of it.

Consent Form

Promoter : Département Universitaire de Médecine Générale -22 avenue Camille Desmoulins -29238 Brest Cedex 3 Dr:……………………………………………………………………………………………………… Address: …………………………………………………………………………………………………………….

Local investigator name

Address: ……………………………………..

University:

Asked me to participate in a Rand UCLA for FPDM Study (Depression line)

I had time to reflect on my involvement in this study. I am aware that my participation is completely voluntary and that the study will entail no additional cost to my charge. 

ANNEXE C

Published articles and ClinicalTrials.gov

Research implications

The studies collected by the systematic literature review involved adult patients. Only 1 study in 4 has a wide age range, between 20 and 80 years. The other 3 studies included a population over 60 or 65 years. It may be difficult to extend the results of this study to the entire adult population. However, can we consider that age is the only discriminating factor, given that in Europe the Authors' contributions section NP designed the study, collected data, led meetings, drafted the article and submitted it for publication. LRJY designed the study, collected data, led meetings and reviewed the article. MPMA collected data and reviewed the article. AS collected data and reviewed the article. CA collected data and reviewed the article. FSMMI collected data and reviewed the article. CS collected data and reviewed the article. LH collected data and reviewed the article. LC collected data and reviewed the article. SA collected data and reviewed the article. CB contributed to conception and design. DJ contributed to conception and design. LPA collected data. LFB collected data and reviewed the article. VMH designed the study and reviewed the article, gave final approval of the version to be published. VRP designed the study and reviewed the article, gave final approval of the version to be published.
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method of selection excluded tools such as PHQ, which are not validated against the DSM [10]. hen it was necessary to select the more reliable, efficient and ergonomic tool.

Based on these criteria, the research question was: which diagnostic tool for depression would GP researchers select as the most efficient, reliable and ergonomic for use in clinical research?

Main text

Methods

Criteria to compare

he psychometric properties, (sensitivity, specificity, positive and negative predictive values) of the tools were extracted [9]. hey did not vary sufficiently to allow statistical comparison, as the study populations were different. Subsequently, a narrative review was undertaken to extract the reliability data (Cronbach's alpha, Cohen's kappa). he ergonomics were also important, but comparing this aspect of tools was complex due to the number of items, test duration, method of inquiry, score range, etc. A consensus, taking into account quantitative and qualitative criteria, based on an European expert panel, was the only alternative to ensure comparison [11].

Consensus procedure

he RAND/UCLA appropriateness method (RAM) is approved by major institutes, such as the NICE (National Institute for health and Clinical Excellence) in the United Kingdom or the HAS (Haute Autorité de Santé) in France. It was the most appropriate consensus method [12,13].

Developed in the mid-1980s, it is an instrument to enable the measurement of the overuse and underuse of medical and surgical procedures. It allows a consensual choice in the comparison of complex processes [11].

RAND/UCLA is a "two-round modified Delphi process" which includes a nominal group. he Delphi rounds avoid leader opinion influence; the panel meeting creates the opportunity to discuss ratings and judgments face to face [14] (Fig 1).

Based on the result of a narrative review completed initially, the quality level of the RAM is increased when the results of a systematic review are used [11,14].

he RAM is one of several methods that was developed to identify the collective opinion of experts [11]. With RAM, repeated assessment is used by all experts to rank relevance, objectivity and homogeneity [13]. he RAM produces appropriateness criteria and quality indicators with face, construct and predictive validity [15].

Experts' panel

he experts' panel was purposively selected from primary care, on research expertise, academic expertise, English level, gender, practice, native culture and language [16].

First step

he study started with a Delphi procedure to eliminate the less efficient and keep the more reliable tools. he comments took into account only validity data, not ergonomics.

Each expert received the study flow-chart; study method; efficiency, sample and reliability data and consent form. hey had to rate the efficiency and reliability of each tool on a 9-point Likert scale [17]:

• Is this tool efficient for the diagnosis of depression in primary care? • Is this tool reliable for the diagnosis of depression in primary care?

Consensus was defined as at least 70% of the experts rating questions at 7 or above [13]. A tool was considered appropriate if it scored higher than 70% on each question. Comments were collected in order to structure the experts' panel meeting.

Second step

he 2nd step (panel meeting) had to confirm the results of the 1st step and allow debate, without voting, resulting in a presentation of the selected tools. he following resources were provided to experts: methodology reminder, first-round results including all comments, ergonomic features, bibliography data and three 9-point Likert scale notation forms. he forms were completed at the beginning, after testing tools, and at the end of the experts' meeting.

he experts were invited to discuss the results of the first round and whether they agreed with them. If more than 70% of the experts agreed with the results, the first Delphi round was considered successful.

he experts were invited to rate the following statements:

• "his tool is easy to use in general practice".

• "his tool could easily be introduced during a consultation". • "his tool could be understood by patients".

• "I like this tool".

• "Patients could be surprised by this tool".

Experts were invited to evaluate before and after testing the tools face-to-face in pairs. his was undertaken translated into several languages [31] and validated for use in primary care. Nevertheless, HADS seemed complicated for research purposes in daily practice [32][33][34].

he PSC-51, the CES-DR [35] and the GDS (GDS-30) were considered but efficiency was too low. he GDS was developed specifically to detect depression in elderly patients [36]. It was rejected in the 2 shorter versions: GDS-15 and GDS-5 as reliability was too low [37][38][39][40][41].

In conclusion, the HSCL-25 best combined efficiency, reliability and ergonomics for diagnosis of depression within European primary care practice from a research perspective. It will allow multi-centred collaborative research throughout Europe. HSCL-25 could allow transversal research between psychiatrists and GPs. he group will be vigilant as a self-administered questionnaire must be easily understood by the general population. Its translation into several European languages allows collaborative research. Application in practice must be demonstrated for each national translation.

Limitations

he quality of the panel was important for the overall quality level. he panel conformed to the requirements of variability in culture, language and practice. 4 language families were represented: Germanic, Slavic, Hellenic and Romance. he panel size was sufficient (7-15 experts) [11].he deadlines for the Delphi rounds were short. Each judgment was performed blind [42]. To reduce information bias, each expert received a record of all the bibliographic sources of the data provided.

he reliability data were mainly based on Cronbach's alpha values. hose values were extracted using an additional literature review [43].

he tools found in literature were not anonymised. he judgment of each expert could possibly take his/ her knowledge into account. Nevertheless, the experts' opportunity for debate during meetings controlled this possible confusion bias.

A systematic literature review creates the possibility of original selection bias. From the outset, the gold standard was the psychiatric examination based on the DSM's major depression criteria. Tools with a high level of validity but which did not use this gold standard as their starting point, such as PHQ [44], could not be selected. he objective of the SRL was to focus on the tools; the list was not exhaustive. It could be worthwhile to initiate a study using another gold standard, such as the Hamilton test [45], and compare results. 

Authors' contributions

NP made substantial contributions to conception and design, acquisition of data, analysis and interpretation of data. He has been involved in drafting the manuscript and also agreed to be accountable for all aspects of the work by ensuring that questions related to the accuracy and integrity of any part of the work were appropriately investigated and resolved. LRJY made substantial contributions to conception and design, acquisition of data, analysis and interpretation of data. He has been involved in drafting the manuscript and revising it critically for important intellectual content. GLM made substantial contributions to conception and design and has been involved in revising it critically for important intellectual content. LD, SSS, HM, LH, CA, FSMMI, SA, SA, LC, CS and DC made substantial contributions to acquisition, analysis and interpretation of data and have been involved in revising it critically for important intellectual content. LFB made substantial contributions to conception and design and has been involved in drafting the manuscript. MT has been involved in revising it critically for important intellectual content and has given final approval for the version to be published. VMH and VRP made substantial contributions to conception and design, have been involved in revising it critically for important intellectual content and have given final approval for the version to be published. All authors read and approved the final manuscript.

Author details 1 EA 7479 SPURBO, Department of General Practice, Université de Bretagne Occidentale, Brest, France. 2 EA 7479 SPURBO, Department of Addictology, Université de Bretagne Occidentale, Brest, France. 3 Department of General Practice, Medical University of Plovdiv, Faculty of Medicine, Plovdiv, Bulgaria. 4 Department of Family Medicine "Andrija Stampar", School of Public Health, School of Medicine, University of Zagreb, Zagreb, Croatia. 5 Department of Family Doctor, University Nicolaus Copernicus, Torun, Poland. 6 Department of Family Medicine "Andrija Štampar" School of Public Health, University of Zagreb, Zagreb, Croatia. 7 Department of General Practice, University of Sarajevo, Sarajevo, Bosnia and Herzegovina. 8 Allgemein Medizin Hochschule Hannover, Hannover, Germany. 9 Galician Health Services, Instituto de Investigación Sanitaria Galicia Sur, Vigo, Spain. 10 IDIAP Jordi GOL Unitat de Support a la Recerca, Barcelona, Spain. 11 Department of English, Nicolaus Copernicus University, Torun, Poland. 12 The Greek Association of General Practitioners (ELEGEIA), Thessaloniki, Greece. 13 Institute for Health and Behaviour, Research Unit INSIDE, University of Luxembourg, Luxembourg, Luxembourg. 14 Allgemein Medizin Hochschule Göttingen, Göttingen, Germany. 15 

Competing interests

The authors declare that they have no competing interests.

Consent for publication

Not applicable.

Ethics approval and consent to participate

The entire study obtained the ethical agreement of the CPP (Protection of Persons Committee) of the University Hospital of Brest; (ID RCB: No.

Publisher's Note

Springer Nature remains neutral with regard to jurisdictional claims in published maps and institutional affiliations. Women with a declared pregnancy to prevent puerperal depression whose support is different.

Adult consultant to obtain a medical certificate Psychotic patients and\or requiring immediate care

Contacts and Locations

Choosing to participate in a study is an important personal decision. Talk with your doctor and family members or friends about deciding to join a study. To learn more about this study, you or your doctor may contact the study research staff using the Contacts provided below. For general information, see Learn About Clinical Studies.

Please refer to this study by its ClinicalTrials.gov identifier: NCT02414711 Implication: HSCL-25 is a valid and effective tool for diagnosing depression in primary care. They could increase the diagnostic performance of GPs and foster collaborative research.