Conclusion :

Une grande disparité dans la qualité des RBP et des références a été constatée. La principale limitation a été le manque de temps. Le groupe de recherche a dû s'arrêter à un projet de matrice. L'étape suivante sera de finaliser la matrice pour extraire des références les interventions et leurs mises en oeuvre.

I) Introduction :

In 2015, non-communicable diseases (NCD) were the leading cause of death in the world.

According to the World Health Organization (WHO), 70% of the 56.4 million global deaths were attributable to NCD. Cardiovascular diseases, cancers, diabetes and chronic lung diseases were the four main NCD [START_REF]Global status report on noncommunicable diseases 2014[END_REF]. Cardiovascular diseases (CVD) like heart attacks and strokes, caused annually 17,7 million deaths (about 31% of all deaths worldwide) [START_REF] Mendis | Global Atlas on Cardiovascular disease prevention and control[END_REF]. In Europe, nearly half of deaths were due to CVD and a third of them concerned people under the age of 75 [START_REF] Townsend | Cardiovascular disease in Europe: Epidemiological update 2016[END_REF]. In France, CVD caused more than 900.000 hospitalizations in 2013 and around 150.000 deaths in 2014 ( 4) [START_REF]Noncommunicable Diseases (NCD) Country Profiles[END_REF]. The most disadvantaged socio-economic countries were the most affected. More than 75% of CVD deaths occured in low-income and middleincome countries [START_REF] Mendis | Global Atlas on Cardiovascular disease prevention and control[END_REF]. The global burden of CVD still increases. The number of deaths from stroke increased from 5.4 million in 2000 to 6.2 million in 2015 worldwide [START_REF]Top 10 causes of death[END_REF]. According to estimates, global cardiovascular deaths are expected to increase from 16.7 million in 2002 to 23.3 million in 2030 [START_REF] Mathers | Projections of Global Mortality and Burden of Disease from 2002 to 2030[END_REF].

An unhealthy diet, physical inactivity, smoking and the harmful use of alcohol are the key behavioral risk factors for CVD. They can lead to increased blood pressure, increased blood sugar, dyslipidemia and obesity, which are metabolic risk factors that lead to CVD [START_REF] Mendis | Global Atlas on Cardiovascular disease prevention and control[END_REF]. Each year, more than 7 million deaths were attributable to tobacco use, 4,1 million deaths to excess salt/sodium intake and 1,6 million deaths to insufficient physical activity. These deaths were avoidable and these behavioral and metabolic risk factors were modifiable [START_REF]Cardiovascular diseases (CVDs)[END_REF].

To reduce CVD deaths, large-scale cost effectiveness interventions are possible (tobacco control policy, tax policy for food products high in fat, sugar and salt, development of pedestrian and bicycle paths to increase the physical activity of the population...) [START_REF] Mendis | Global Atlas on Cardiovascular disease prevention and control[END_REF].

Interventions focused on individuals are also possible, both in primary prevention and in secondary prevention using drugs or non-pharmacological interventions that have proven their effectiveness [START_REF] Mendis | Global Atlas on Cardiovascular disease prevention and control[END_REF].

Non-pharmacological cardiovascular primary prevention measures have shown their ability to reduce exposure to risk factors by adopting a healthy lifestyle and smoking cessation [START_REF]Top 10 causes of death[END_REF].To adopt a healthy lifestyle, WHO recommends eating lots of fruits and vegetables (5 serving a day), reducing fat, sugar, alcohol consumption, salt intake and regularly exercising (a minimum of 150 minutes of moderate-intensity physical activity during the week for adults) [START_REF]A healthy lifestyle[END_REF].

French National Authority for Health (HAS) recommends lifestyle modifications for each individual, regardless of cardiovascular risk level. HAS recommends to stop smoking and not to be exposed to tobacco, to eat a Mediterranean diet, by eating fish 2-3 times a week, 400 grams of fruits and vegetables a day, reducing salt intake. HAS recommends fighting a sedentary lifestyle, doing sport (to accumulate at least 150 min per week of moderate intensity activities, or 75 min of aerobic activities of high intensity, or a combination of both). Alcohol consumption is strongly discouraged. [START_REF]Fiche Mémo -Modifications du mode de vie dans la prise en charge du risque cardio-vasculaire[END_REF].

Health model of rich countries cannot be transposed to low-income countries because of the limitations of the health system (lack of health personnel, infrastructure, equipment and medicines, insufficient funding) [START_REF] Peters | Improving Health Service Delivery in Developing Countries From Evidence to Action[END_REF]. Cost-effective and easy-to-implement interventions would reduce the inequalities between these countries in terms of cardiovascular morbidity and mortality [START_REF]Global action plan for the prevention and control of NCDs 2013-2020[END_REF].

The SPICES (Scaling-up Packages of Interventions for Cardiovascular disease prevention in selected sites in Europe and Sub-Saharan Africa (SSA)) study is an international project involving Belgium, France, United Kingdoms, South Africa and Uganda. It aims is to implement strategies of non-pharmacological primary cardiovascular prevention, especially for people having a limited access to cardiovascular prevention. Implementation science is a new field of research. Implementation studies are testing methods to extend at a large scale the systematic uptake of proven clinical treatments, practices, organizational and management interventions into routine practice, and to improve health. It includes the exploration of multiple influences on patients, healthcare professionals, and involves organizational behavior science techniques in healthcare or population settings [START_REF] Eccles | Welcome to Implementation Science[END_REF].

SPICES project builds on progress in HIV / AIDS control in SSA and chronic disease management through innovative care for chronic diseases (ICCC framework), plan for WHO.

ICCC framework was introduced in 2002 to improve chronic disease management. Creation of a healthcare triad is the central point of this model which is organized on 3 levels: microlevel, mesolevel and macrolevel. At the microlevel, a partnership between patients and families, health care teams and community supporters form a triad. The integration of mesolevel and macrolevel components, represented by the larger health care organization, the broader community and the policy environment, allows for active patient and family involvement, supported by the community and the health care teams, in the management of chronic diseases [START_REF]Innovative Care for Chronic Conditions : Building Blocks for Action[END_REF]. About HIV / AIDS control, WHO based its plan on four main themes: simplification of monitoring and treatment protocols, facilitation of access to antiretroviral therapy (ART), task shifting and involvement of the population and patients in the organization of this new system of care [START_REF] Olmen J Van, Schellevis | Management of chronic diseases in sub-Saharan Africa: Cross-fertilisation between HIV/AIDS and diabetes care[END_REF]. For example, nurses have been trained in setting The ADAPTE and AGREE II procedures were chosen to construct a research matrix from the references of the guidelines.

The ADAPTE procedure is a systematic approach for guideline developers created to quarry existing guidelines, to product new ones, adapted to a specific cultural and organizational context. Its purpose is to take advantage of existing guidelines in order to enhance the efficient production and use of high-quality adapted guidelines [START_REF]The ADAPTE Process: Resource Toolkit for Guideline Adaptation[END_REF].This procedure is structured by the use of the ADAPTE Manual and Resource Toolkit. One step of the ADAPTE procedure is to assess the quality of guideline by using the AGREE instrument.

The original AGREE instrument was published in 2003. It has since been improved to make it easier to use and to increase its reliability and validity, leading to the AGREE II instrument.

AGREE II is a quality assessment grid of recommendations for clinical practice. This tool was developed because the potential benefits provided by the guidelines depend on their guidelines for primary health care in low resource settings [START_REF]Prevention and Control of Noncommunicable Diseases: Guidelines for primary health care in low-resource settings[END_REF].

Guidelines selected by the AGREE II procedure were then analyzed to describe effective 

II) Method:

This study was developped within the Département Universitaire de Médecine générale (DUMG) of Brest in a thesis workgroup. The group comprised medical trainees, junior researchers and a senior research teacher. The group met monthly to discuss difficulties encountered, to exchange their views on the work progress and to ascertain the procedure was followed.

Among Regarding the domain Scope and Purpose (items 1-3), the researcher ensured that the objective of the guideline, the health question and the target population were clearly described.

Regarding the domain Stakeholder Involvement (items 4-6), the researcher ensured that the guideline development group included individuals from all appropriate professional groups, the views and preferences of the target population and the target users.

Regarding the domain Rigor of development (items [START_REF] Mathers | Projections of Global Mortality and Burden of Disease from 2002 to 2030[END_REF][START_REF]Cardiovascular diseases (CVDs)[END_REF][START_REF]A healthy lifestyle[END_REF][START_REF]Fiche Mémo -Modifications du mode de vie dans la prise en charge du risque cardio-vasculaire[END_REF][START_REF] Peters | Improving Health Service Delivery in Developing Countries From Evidence to Action[END_REF][START_REF]Global action plan for the prevention and control of NCDs 2013-2020[END_REF][START_REF] Eccles | Welcome to Implementation Science[END_REF][START_REF]Innovative Care for Chronic Conditions : Building Blocks for Action[END_REF], the researcher ensured that the process used to collect and synthesize the evidence was suitable, the methods to formulate the recommendations, and to update them were provided.

Regarding the domain Clarity of Presentation (items [START_REF] Olmen J Van, Schellevis | Management of chronic diseases in sub-Saharan Africa: Cross-fertilisation between HIV/AIDS and diabetes care[END_REF][START_REF] Bemelmans | Providing universal access to antiretroviral therapy in Thyolo, Malawi through task shifting and decentralization of HIV/AIDS care[END_REF][START_REF] Boulle | Seven-year experience of a primary care antiretroviral treatment programme in Khayelitsha, South Africa[END_REF][START_REF] Stringer | Rapid Scale-up of Antiretroviral Therapy at Primary Care Sites in Zambia[END_REF], the researcher ensured that the language, structure and presentation of the guideline were suitable: specific and unambiguous recommendations, easily identifiable key recommendations.

Regarding the domain Applicability (items [START_REF] Fox | Patient retention in antiretroviral therapy programs up to three years on treatment in sub-Saharan Africa, 2007-2009: systematic review[END_REF][START_REF]The ADAPTE Process: Resource Toolkit for Guideline Adaptation[END_REF][START_REF] Jensen | AHA/ACC/TOS guideline for the management of overweight and obesity in adults: A report of the American College of cardiology/American Heart Association task force on practice guidelines and the obesity society[END_REF], the researcher ensured that barriers and facilitators were considered as welle as an approach to improve their adoption.

Regarding the domain Editorial Independence (items [START_REF]Cardiovascular Disease -Primary Prevention: Resource Guide for Physicians[END_REF][START_REF] Fan | Screening and Management of Lipids[END_REF], the researcher ensured that identification of biases resulting from conflicts of interest was considered.

As recommended by the ADAPTE Manual and Resource Toolkit [START_REF]The ADAPTE Process: Resource Toolkit for Guideline Adaptation[END_REF] First references were defined as studies cited in the bibliography of the guidelines. Derived references were defined as studies included in meta-analysis and literature reviews cited by the guidelines. First and derived references of the recommendations were included into the research matrix. References were first included or excluded according to their title and abstract. Clinical surveys, review and meta-analysis of clinical surveys were included.

Studies that did not focus on primary CVD prevention and did not include at least one lifestyle intervention were excluded. When a researcher was unsure about the inclusion of a study, the reference was included in the research matrix for later evaluation. Duplicates were searched for and removed.

The following protocol was used to select references from included recommendations: Two guidelines were included and three guidelines were excluded after step 11 of the ADAPTE procedure.

OA scores of the guideline # 1 were 6 for the first appraiser, 5 for the second appraiser, the final decision was inclusion.

OA scores of the guideline # 2 were 3 for the first appraiser, 4 for the second appraiser, the final decision was exclusion.

OA scores of the guideline # 3 were 4 for the first appraiser, 3 for the second appraiser, the final decision was exclusion.

OA scores of the guideline # 4 were 2 for the first appraiser, 2 for the second appraiser, the final decision was exclusion.

OA scores of the guideline # 5 were 5 for the first appraiser, 5 for the second appraiser, the final decision was inclusion.

The AGREE scores are presented in Table 2 with the OA score for each evaluator, their comments and the final decision, inclusion or exclusion. Details of AGREE's score and all appraiser's comments for each item and for each domain were reported in appendix 1, 2, 3, 4 and 5. 

I. Guideline # 1:

Eleven recommendations of the guideline # 1 were included and six were excluded. The recommendations included are presented in Table 4. The excluded recommendations and the reason for the exclusion are presented in appendix 6.

This guideline was organized in critical question (CQ) connected to recommandations. Each recommendation was related to a CQ. References were not linked to the recommendantions but to the CQs. Methodology had to be adapted. "Good" and "fair" references of the CQs were included in the research matrix. The "good and fair" rating was attributed by the guideline # 1 creators, after a structured assessment of the quality of the references. CQs Counsel overweight and obese adults with cardiovascular risk factors (high BP, hyperlipidemia, and hyperglycemia) that lifestyle changes that produce even modest, sustained weight loss of 3%-5% produce clinically meaningful health benefits, and greater weight losses produce greater benefits. a. Sustained weight loss of 3%-5% is likely to result in clinically meaningful reductions in triglycerides, blood glucose, hemoglobin A1c, and the risk of developing type 2 diabetes;

b. Greater amounts of weight loss will reduce BP, improve LDL-C and HDL-C, and reduce the need for medications to control BP, blood glucose, and lipids as well as further reduce triglycerides and blood glucose.

CQ1 A I

Advise overweight and obese adults that the greater the BMI, the greater the risk of CVD, type 2 diabetes, and allcause mortality.

CQ2 A I

Advise adults that the greater the waist circumference, the greater the risk of CVD, type 2 diabetes, and all-cause mortality. The cutpoints currently in common use (from either NIH/NHLBI or WHO/IDF) may continue to be used to identify patients who may be at increased risk until further evidence becomes available.

CQ2 E/B IIa

Prescribe a diet to achieve reduced calorie intake for obese or overweight individuals who would benefit from weight loss, as part of a comprehensive lifestyle intervention. Any one of the following methods can be used to reduce food and calorie intake:

a. Prescribe 1200-1500 kcal/d for women and 1500-1800 kcal/d for men (kilocalorie levels are usually adjusted for the individual's body weight);

b. Prescribe a 500-kcal/d or 750-kcal/d energy deficit; or c. Prescribe one of the evidence-based diets that restricts certain food types (such as highcarbohydrate foods, low-fiber foods, or high-fat foods) in order to create an energy deficit by reduced food intake.

CQ3 A I

Prescribe a calorie-restricted diet, for obese and overweight individuals who would benefit from weight loss, based on the patient's preferences and health status, and preferably refer to a nutrition professional for counseling.

CQ3 A I

Advise overweight and obese individuals who would benefit from weight loss to participate for ≥6 months in a comprehensive lifestyle program that assists participants in adhering to a lower-calorie diet and in increasing physical activity through the use of behavioral strategies. 

CQ4

A I

For weight loss maintenance, prescribe face-to-face or telephone-delivered weight loss maintenance programs that provide regular contact (monthly or more frequently) with a trained interventionist † who helps participants engage in high levels of physical activity (ie, 200-300 min/wk), monitor body weight regularly (ie, weekly or more frequently), and consume a reduced-calorie diet (needed to maintain lower body weight).

CQ4

A I

Electronically delivered weight loss programs (including by telephone) that include personalized feedback from a trained interventionist † can be prescribed for weight loss but may result in smaller weight loss than face-to-face interventions.

CQ4 B/A IIa

Some commercial-based programs that provide a comprehensive lifestyle intervention can be prescribed as an option for weight loss, provided there is peer-reviewed published evidence of their safety and efficacy CQ4 B/A IIa
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The included recommendations of the AHA/ACC/TOS Guideline led to 438 initial references (first and derived references). 73 references were excluded (see Appendix 8), 97 duplicates were removed, and 268 references were added (see Table 6) to the research matrix. (Figure 2) 

II. Guideline # 6:

Six recommendations of the guideline # 6 were included and four were excluded. The grade of the recommendations was not formulated in this guideline but the recommendations were based on high quality systematic reviews. The recommendations were formulated as a result of evidence statements based on the literature. The included recommandations are presented in Table 2. The excluded recommendations and the reason for the exclusion are presented in appendix 7. The included recommendations of the NICE guideline led to 134 initial references (first and derived references). 34 references were excluded (see Appendix 9), 52 duplicates were removed, and 48 references were added (see Table 7) to the research matrix. (Figure 3) Andersen, R, E; Wadden, T, A; Bartlett, S, J; Zemel, B; Verde, T, J; Franckowiak, S, C Effects of lifestyle activity vs structured aerobic exercise in obese women: a randomized trial. JAMA : the journal of the American Medical Association Jan 1999, 281 ( 4 Dyson PA, Hammersley MS, Moris RJ, Holman RR, Turner RC. (1997). The fasting hypercalcemia study: II Randomized controlled trial of reinforced healthy-living advice in subjects with increased but not diabetic fasting plasma glucose. Metabolism 46 (12 Suppl.1) 

b) Limits and biases:

Some limits and biases in the method may have occured. Some information biases could occur as studies could be not listed by guidelines. This was managed as the research team focused on effective interventions and recent guidelines. A confusion bias was also possible when assessing the guidelines with the AGREE II tool because of the subjectivity between appraisers' evaluation. This was controlled by a double-blind evaluation and a consensus meeting. Information bias was also possible because there was no standardized format for guidelines. We had trouble analyzing and retrieving the data. Some confusion biases may have occurred. The choice of OA score as an inclusion criteria could be discussed as some items seemed more influencial or relevant for implementation research. Major limitation of this study was the lack of time. To complete this work, it will be necessary to finalize the draft matrix.

Limits and biases related to studied material:

Guidelines:

Considering the time needed to publish a guideline, an information bias was possible as studies published after the publication of the guideline could not be considered. To limit this bias, we selected recent guidelines.

Another information bias was possible. We considered that existing recommendations on the subject were based on the best available level of evidence and that irrelevant studies had been eliminated ( 28) [START_REF]Elaboration de recommandations de bonne pratique[END_REF]. There may have been a "positive" selection of the studies used to establish the recommendations by the authors of the guidelines assigned for the ADAPTE step 13. Similarly, when we created our research matrix, the studies that were selected and then included were those with "positive" results. Thus, it is possible that some studies whose results do not support the effectiveness of the intervention in terms of morbi-mortality in primary cardiovascular prevention have been forgotten due to this double "positive" selection.

Recommendations and references:

Information bias was also possible. Among the 2 assigned guidelines, each had a specific structure. In this study, the lack of formalization of the structure of the guidelines was a problem for two reasons. First, in the selection of the recommendations because the gradation of the recommendations was not consistent between the 2 guidelines and it was sometimes difficult to define which recommendation was of sufficient quality to be included. For the guideline # 6 NICE ( 26), the recommendations were presented without grading system, for the guideline # 1 AHA / ACC / TOS [START_REF] Jensen | AHA/ACC/TOS guideline for the management of overweight and obesity in adults: A report of the American College of cardiology/American Heart Association task force on practice guidelines and the obesity society[END_REF], the strength of the recommendations was presented according to the NHLBI grading of recommendation methodology by Class and level. Then, it was difficult to track the references related to the recommendations. There was no direct link between the recommendations and the related references for the 2 assigned guidelines.

The reading of several appendix was necessary to associate the references and recommendations.

In this study, the number of references included in the research matrix and the reference difference included between guideline # 1 AHA/ACC/TOS [START_REF] Jensen | AHA/ACC/TOS guideline for the management of overweight and obesity in adults: A report of the American College of cardiology/American Heart Association task force on practice guidelines and the obesity society[END_REF] (268 references retained) and guideline # 6 NICE (26) (48 references retained). This could raise an uncertainty about the exhaustiveness of the bibliography. In this study, guidelines analyzed were of very good quality but the number of references that have been retained in the research matrix was high as 316 references were retained. In Hélène Roux study [START_REF] Roux | for cardiovascular risk reduction et VA/DoD clinical practice guideline for screening and management of overweight and obesity, à intégrer dans la matrice de recherche de l'étude SPICES[END_REF], analyzed guidelines were of very good quality but 22 references only were retained in the research matrix.

Limits and biases related to our work:

ADAPTE procedure:

One of the main limitations of this work was the time required to carry out a review of the literature with the ADAPTE procedure. We have assumed that using existing literature integrated within guidelines would save time by avoiding a new systematic review of the literature on the subject. In this study, we found that the use of the ADAPTE procedure was very time consuming. It was originally planned to do steps 14 and 15 of the ADAPTE procedure to obtain the SPICES basket of cost-effective interventions with morbidity and mortality efficacy for non-pharmacological primary cardiovascular prevention but this could not be done in this study due to workload. The time required for the evaluation of the guidelines was evaluated as reasonable in the 2003 study "development and validation of international appraisal instrument for assessing the quality of clinical ratice guideline: the AGREE project" [START_REF]Development and validation of an international appraisal instrument for assessing the quality of clinical practice guidelines: the AGREE project[END_REF]. The estimated average time for evaluating a guideline with the AGREE II tool was 1H30. Then, a pan-Canadian study had concluded that « Guideline adaptation is a positive initial step toward evidence-informed care, but adaptation (vs. "de novo" development) did not meet expectations for reducing time or resource commitments » [START_REF] Harrison | Guideline adaptation and implementation planning: a prospective observational study[END_REF]. It was a too broad work compared to the usual time allocated for a medical thesis. The trainees had to stop before creating the final matrix. To complete the literature review on the subject, it will be necessary for new members of the thesis working group to work on the research matrix and to rank the interventions and implementation strategies according to their reliability and effectiveness. The division of tasks between SPICES teams and between medical trainees and senior researchers facilitated the control of time and resources needed to complete the project.

AGREE:

Some confusion biases may have occurred. The choice of the OA as a selection criterion can be discussed. Despite the organization of AGREE II instrument in 23 items, the OA score was not calculated on average of item scores but had to be estimated independently. To bypass the subjective nature of the OA score, we could have based our selection on a specific domain.

The AGREE II tool was used with the aim of solving the problem of variability in the methodological quality of the guidelines. A specific domain score among the six domains scores could have led the selection of guidelines. Domain 3 "Rigor of Devlopment" as well as domain 6 "Editorial Independance" seemed suitable to select methodologically rigorous guidelines whose authors' conflicts of interest do not influence the results. In a recent study, it has been suggested that the domain « Rigour of development » and « Editorial independence » seem to have the strongest influence on the two global assessments [START_REF] Hoffmann-Eßer | Guideline appraisal with AGREE II: online survey of the potential influence of AGREE II items on overall assessment of guideline quality and recommendation for use[END_REF]. In this study, the third domain obtained a score > 50% for the 2 included guidelines and a score < 35% for the 3 excluded guidelines. The score of the sixth domain was not correlated with the inclusion of the guidelines. Domain 5 "Applicability" could also have been a selection criterion because an implementation study such as the SPICES project needs an adaptation of the guidelines recommendations to the local context (34) [START_REF]Méthode et processus d'adaptation des recommandations pour la pratique clinique existantes[END_REF]. However, the number of selected guidelines could have been limited because the science of implementation is recent and was still poorly developped in the guidelines which were scored [START_REF] Gagliardi | Do guidelines offer implementation advice to target users? A systematic review of guideline applicability[END_REF]. Another domain that could encounter implementation objectives was the views of the target population. In the scored guidelines, the experiences and expectations of the target population was not considered enough. The score obtained for the item 5 " The views and preferences of the target population " was only 1 for all the guidelines assigned except for guideline # 5 developed by the WHO which was scored 4.

Despite the potential biases related to the choice of the overall assessement, AGREE II instrument has been validated and tested internationally on a large number of guidelines. It has become a reference for assessing the quality of the guidelines [START_REF] Makarski | The AGREE Enterprise: a decade of advancing clinical practice guidelines[END_REF]. AGREE II has been used successfully on many guidelines and more and more learned society of the medical community uses this tool. In 2012, the WHO evaluated the quality of four of its guidelines in maternal health [START_REF] Polus | Appraisal of WHO guidelines in maternal health using the AGREE II assessment tool[END_REF] and in 2013 a team from the United Kingdoms evaluated the quality of 101 guidelines in cardiac clinical pratice using AGREE II instrument [START_REF] Sabharwal | Guidelines in cardiac clinical practice: evaluation of their methodological quality using the AGREE II instrument[END_REF].

Information biases were possible with regard to OA score and item rating due to the difference of experience in the evaluation of the guidelines between medical trainees and senior researcher. There could have been a significant difference in the OA score and item rating by each of the appraisers. On another hand, depending on the order and quality of the evaluated guidelines, the item rating could be different. Starting the evaluation with a guideline with a poor methodology could have influenced upwards the rating of the next guidelines to score for the same appraiser. To limit these biases, the research team trained on a first guideline and the guidelines were evaluated by at least 2 appraisers including a medical trainee and a more experienced senior researcher. A discussion between medical trainees and senior researchers was sometimes necessary to clarify the rating of an item. An opportunity was given to change the scores after discussion between the appraisers and the OA final score was given after a consensus between the 2 appraisers. In this study, the OA score of the 2 appraisers were close together and did not show more than 1-point difference.

c) Strengths and originality:

A new and original methodological approach using AGREE II and ADAPTE procedures were chosen to do a systematic review on primary CVD prevention compared to a more conventional methodology using the PRISMA criteria [START_REF] Moher | Preferred Reporting Items for Systematic Reviews and Meta-Analyses: The PRISMA Statement[END_REF]. The advantage of the PRISMA criteria was to seek for quantified data from meta-analyses, but its weakness was to obtain an This multiplicity was a difficulty as a strength as it conducted to an in-depth sight of guidelines via the AGREE tool. This allowed the research team to better understand the structure of a guideline, to characterize the quality of a guideline.

One of the strengths of this study and the SPICES project is that we were the first to have carried out an overview of the literature of guidelines on the subject. This created a global vision of what nonpharmacological primary cardiovascular prevention should be and underlines choices of each guidelines developer for guidance (as physical activity to promote or dietary improvement to promote).

ADAPTE and AGREE II open up prospects in terms of teaching and clinical practice. In the teaching objectives of the medical studies second cycle, recommendations from French guidelines serve as an inescapable basis for learning. However, when we evaluated the quality of the guidelines and references related to the recommendations, we discovered a great disparity. Training in handling tools like AGREE II and ADAPTE could be useful for medical learning to develop the critical thinking of medical students. Before applying guideline-based recommendations in clinical practice, it seems important to understand how these guidelines were developed, to assess their quality and limits, to know how to check levels of evidence underlying their recommendations and identify their applicability criteria. From the clinical practice perspective, this review highlights gaps between guidelines and practice. The application of many recommendations even from good quality guidelines into routine practice in primary care seem difficult without an adaptation of these to the local context [START_REF] Fischer | Barriers and Strategies in Guideline Implementation-A Scoping Review[END_REF].

V) Conclusion:

This study, was part of the SPICES Project, participated to the overview of the literature on the non-pharmacological primary cardiovascular prevention using an original approach using AGREE II and ADAPTE procedures.

The final objective was to select the most effective primary care prevention interventions to reduce the occurrence of CVD in a target population.

Implementation of interventions were not described in the recommendations and references related to the selected recommendations had to be analyzed. 17 recommendations on the subject were included and a total of 316 references related to these recommendations were added into a research matrix.

This study showed a disparity in the quality of the guidelines and references as well a lack of standardization of the guidelines structures. This disparity could question our teaching practices particularly the use of guidelines as an inescapable basis for medical learning.

Progress on the development of the guidelines seems necessary. AGREE II would help improving harmonization and quality of guidelines. 

Score: 5

The alternative for most of the recommendations in lowresource settingsin primary care is usually no intervention. The consequences of untreated type 2 diabetes have been inferred from trials data on patients that did not achieve improvement in established risk factors for complications, and there is no doubt that diabetes substantially increases the risk of premature mortality, limb amputation, blindness and kidney failure Score: 5 12. Explicit link between the recommendations and the supporting evidence.

Score: 6

Score: 5 

Diagnostic procedures

Use the current cutpoints for overweight (BMI 25.0-29.9 kg/m2) and obesity (BMI ≥30 kg/m2) to identify adults who may be at elevated risk of CVD and the current cutpoints for obesity (BMI ≥30 kg/m2) to identify adults who may be at elevated risk of mortality from all causes.

Diagnostic procedures

Use a very-low-calorie diet (defined as <800 kcal/d) only in limited circumstances and only when provided by trained practitioners in a medical care setting where medical monitoring and high-intensity lifestyle intervention can be provided. Medical supervision is required because of the rapid rate of weight loss and potential for health complications.

Very-low calories diet

Advise adults with a BMI ≥40 kg/m2 or BMI ≥35 kg/m2 with obesity-related comorbid conditions who are motivated to lose weight and who have not responded to behavioral treatment with or without pharmacotherapy with sufficient weight loss to achieve targeted health outcome goals that bariatric surgery may be an appropriate option to improve health and offer referral to an experienced bariatric surgeon for consultation and evaluation.

Bariatric Surgical Treatment for Obesity

For individuals with a BMI <35 kg/m2 , there is insufficient evidence to recommend for or against undergoing bariatric surgical procedures.

Bariatric Surgical Treatment for Obesity

Advise patients that choice of a specific bariatric surgical procedure may be affected by patient factors, including age, severity of obesity/BMI, obesity-related comorbid conditions, other operative risk factors, risk of short-and long-term complications, behavioral and psychosocial factors, and patient tolerance for risk, as well as provider factors (surgeon and facility).

Bariatric Surgical Treatment for Obesity

1 UNIVERSITÉo

 1 Sélection parmi 5 recommandations de bonne pratique pour la prévention des maladies cardiovasculaires via les procédures AGREE II et ADAPTE. o Identification des références bibliographiques des recommandations internationales, « 2013 AHA/ACC/TOS : Guideline for the Management of Overweight and Obesity in Adults » et « 2015 NICE guideline : Preventing excess weight gain »Les maladies cardiovasculaires (MCV) sont la première cause de mortalité dans le monde. Malgré les politiques de prévention des soins de santé, le fardeau mondial des MCV augmente. Le projet SPICES a été créé pour mettre en oeuvre des interventions innovantes sur la prévention des MCV en Europe et en Afrique subsaharienne. La première étape consistait à réaliser une revue systématique des recommandations internationales sur le sujet en utilisant la procédure ADAPTE. Méthode : L'étape 11 d'ADAPTE a évalué la qualité de 5 recommandations de bonne pratique (RBP) avec l'instrument AGREE II. L'inclusion était basée sur un score d'évaluation globale ≥ 5. L'étape 13 d'ADAPTE a été l'extraction des recommandations de "2013 AHA/ACC/TOS: Guideline for the Management of Overweight and Obesity in Adults" et "2015 NICE guideline: Preventing excess weight gain". Les recommandations ont été incluses si le niveau de preuve était A ou B, 1 ++, 1 +, 2 ++, 2+, Fort ou Classe 1. Elles ont été excluses si elles portaient sur la prévention secondaire ou tertiaire des MCV, des procédures de diagnostic, des traitements pharmacologiques ou chirurgicaux. Les références des recommandations sélectionnées ont été rassemblées dans une matrice. Pour les recommandations sans système de gradation, les références ont été incluses en cas d'essais contrôlés randomisés ou d'enquêtes interventionnelles de cohorte. Résultats : 2 RBP ont été incluses et 3 ont été excluses. Pour l'étape 13 d'ADAPTE, 17 recommandations et 316 références ont été sélectionnées et extraites dans la matrice.

  up and monitoring ART. The interventions implemented under this new WHO plan have demonstrated their effectiveness and cost-effectiveness in many countries in SSA[START_REF] Bemelmans | Providing universal access to antiretroviral therapy in Thyolo, Malawi through task shifting and decentralization of HIV/AIDS care[END_REF][START_REF] Boulle | Seven-year experience of a primary care antiretroviral treatment programme in Khayelitsha, South Africa[END_REF][START_REF] Stringer | Rapid Scale-up of Antiretroviral Therapy at Primary Care Sites in Zambia[END_REF][START_REF] Fox | Patient retention in antiretroviral therapy programs up to three years on treatment in sub-Saharan Africa, 2007-2009: systematic review[END_REF]. The SPICES team chose to retain a dozen of the most effective interventions for nonpharmacological primary prevention. The selected interventions would be grouped in the SPICES basket. Then community leaders could choose in the basket the ones they would use during the project. To select interventions, the SPICES consortium chose a new approach. A systematic review of the international recommendations on the topic was conducted following the ADAPTE procedure. This research was a piece of the creation of the SPICES basket. The overall question of the review procedure was: Which lifestyle interventions related to smoking cessation, physical activity, healthy diet and weight loss are proven effective in reducing cardiovascular risk (primary /secondary outcomes) in primary prevention of cardiovascular diseases on primary health care and/or community level? Which strategies for implementation of these interventions are proven to be effective (outcome measures on implementation)?

  quality of elaboration. The AGREE II instrument assesses the methodological rigor and transparency of the guideline development process and address the problem of variability in the quality of guidelines. It is composed of 23 questions organized into six domains, followed by two general elements of evaluation. Each domain deals with a particular dimension of the quality of the guidelines. The systematic review of international (Netherlands, Europe, USA, Australia) and of national (each country participating in the SPICES project) guidelines has been conducted from July to October 2017 by SPICES Project team. The ADAPTE Process methodology was partly used for the guideline review. ADAPTE steps 7 to 13 were carried out. The search was conducted on the G-I-N database (Guidelines International Network) and TRIP Database (Turning Research Into Practice). This review followed the PRISMA Statement quality criteria. After the identification and selection process of the guidelines, 48 guidelines were eligible for a full text evaluation by AGREE II instrument. Guidelines were assigned within a research group, the following guidelines were attributed to our study: o 2013 AHA/ACC/TOS: Guideline for the Management of Overweight and Obesity in Adults (21), o 2014 BC Guidelines: Cardiovascular Disease -Primary Prevention: Resource Guide for Physicians (22), o 2014 UMHS Lipid Therapy Guideline update, Screening and Management of Lipids (23), o 2015 BC Guidelines: A Guide for Patients: Management of Hypertension (24), o 2012 WHO: Prevention and control of non-communicable diseases:

  the 48 guidelines eligible for a full text evaluation by AGREE II instrument, 27 guidelines were assigned to the Brest research team. Then guidelines were assigned to 6 medical trainees of the thesis workgroup concurrently with the three researchers. The study was conducted from June 2017 to January 2018. The following assigned guidelines to this work were evaluated with the AGREE II Instrument: o 2013 AHA/ACC/TOS: Guideline for the Management of Overweight and Obesity in Adults (21); o 2014 BCGuidelines: Cardiovascular Disease -Primary Prevention: Resource Guide for Physicians (22); o 2014 UMHS Lipid Therapy Guideline update, Screening and Management of Lipids (23); o 2015 BCGuidelines: A Guide for Patients: Management of Hypertension (24); o 2012 WHO: Prevention and control of non-communicable diseases: guidelines for primary health care in low resource settings (25); To answer the research question, step 11, step 12 and step 13 of the ADAPTE procedure were used. a) Step 11. Assess guideline quality (Using AGREE II instrument):Step 11 of the ADAPTE procedure was used to assess guideline quality with the AGREE II Instrument. After full text reading, researchers rated the 23 items on a 7-point scale, 1 being the worst and 7 being the best possible quality. Domain scores were calculated by summing up all the scores of the individual items in a domain and by scaling the total as a percentage of the maximum possible score for that domain. An overall assessment (OA) was scored. This was not the calculated average of the item scores but was estimated independently as expected by the tool's developpers.The 23 items were distributed in 6 domains:

Figure 1 :

 1 Figure 1: Selection process for references inclusion

  retained if following the inclusion criteria were: CQ1: Among overweight and obese adults, does weight loss produce CVD health benefits and what health benefits can be expected with different degrees of weight loss? CQ2: What are the CVD-related health risks of overweight and obesity and are the current cutpoints for overweight (BMI 25-29.9kg/m2), obesity (BMI >30kg/m2), and waist circumference (>102 cm (M) and >88 cm (F)) appropriate for population subgroups? CQ3: Which dietary strategies are effective for weight loss? CQ4: What is the efficacy/effectiveness of a comprehensive lifestyle intervention program (i.e., diet, physical activity, and behavior therapy) in facilitating weight loss or maintaining weight loss?

  site, high-intensity (ie, ≥14 sessions in 6 mo) comprehensive weight loss interventions provided in individual or group sessions by a trained interventionist. ) in a comprehensive weight loss maintenance program.

Figure 2 :

 2 Figure 2: Flow chart for 2013 AHA/ACC/TOS Guideline for the Management of Overweight and Obesity in Adult.

Figure 3 :

 3 Figure 3: Flow chart: Included references for: Preventing excess weight gain NICE guideline.
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  unprecise and broad description of the interventions and run the risk of an inability to implement chosen strategies. Compared to other literature reviews, ADAPTE is related to the implementation objective to apply recommendations at the local level. In comparison with a literature review carried out following the PRISMA criteria, additional time was needed for the multiplicity of steps: o Selection of the guidelines with a different search base, o Familiarization ourselves with a new tool, o Solving of the divergent evaluations of the guidelines by consensus, o Extraction of the recommendations and their related references, o Elimination of duplicates, o Creation of a search matrix.

  The research matrix will allow several uses, synthesis of the data, comparison of the recommendations, identification of the high-level recommendations. It will provide a basis for a discussion within the consortium to select the dozen of most effective interventions for non-pharmacological primary prevention.

	Guidelines assessed within this study were:
	o 2013 AHA/ACC/TOS: Guideline for the Management of Overweight and
	Obesity in Adults (21),
	o 2015 NICE guideline: Preventing excess weight gain (26).
	The research questions of the current study were:

interventions and their implementation strategies. Data, references and interventions will be further gathered in a research matrix. o Among the 5 attributed guidelines identified in the SPICES study, which guidelines should be selected using the AGREE II and ADAPTE procedures? o In the 2 subsequent attributed guidelines what are the bibliographical references for non-pharmacological interventions in primary cardiovascular prevention to be included in the research matrix of the SPICES study?

b) Step 12. Assess guidelines currency:

  

	, the thesis workgroup
	experimented AGREE II on a first guideline, the 2016 European Guidelines on
	Cardiovascular Disease Prevention in Clinical Practice (27), as a common training exercise.
	The members individually scored the guideline. Then the group had a meeting to compare the
	scoring, to discuss any question or discrepancy, and to reach a consensus about in the
	evaluation of each domain.
	Each screened guideline was assessed independently with the AGREE II instrument by at
	least two researchers. To conclude the evaluation, the researchers assessed the quality of the
	guidelines by assigning the OA score and answering three questions: "I would recommend
	this guideline for use. Yes -Yes, with modifications -No".
	The selection of the guidelines for subsequent research was based on OA scores:
	o All appraisers OA scores superior or equal to 5 (over 7): inclusion
	o All appraisers OA scores inferior to 5: exclusion
	o OA score around cut-off: exclusion (One OA score of 4 and one OA score of 5)
	o Discrepant OA scores, i.e. difference of more than 1 point with at least one OA score
	being superior or equal to 5: discussion between appraisers and consensual decision.
	Selected guidelines were published after 2011, the team considered that their bibliography
	was current and did not require re-evaluation.

c) Step 13. Asses guideline content:

  

	lifestyle interventions were retained. Pharmacological and surgical interventions
	recommendations were excluded. Inclusion criteria for recommendations were:
	o Recommendations with A or B level of evidence or 1++, 1 +, 2++, 2+ for NICE
	grading system,
	o Strong or Class 1 recommendations (regardless of the level of evidence).
	o For guidelines without recommendation grades, references were included if they were
	randomized controlled trials (RCTs), cohort interventional surveys, or systematic
	reviews and meta-analysis of such surveys.
	Recommendations were excluded if it they treated exclusively of:
	o Secondary or tertiary CVD prevention
	o Diagnostic procedures
	o Pharmacological or surgical treatments
	Very-low calories diet were excluded as such interventions need a strict medical follow-up
	which is out of scope for SPICES project.
	A part of step 13 of the ADAPTE procedure consisted in creating a research matrix of
	recommendations to be evaluated. The following guidelines were assigned to this study:
	o 2013 AHA/ACC/TOS: Guideline for the Management of Overweight and Obesity in
	Adults (21),
	o 2015 NICE guideline: Preventing excess weight gain (26),
	Their recommendations were listed in structured research matrix with the references related to
	recommendations. The structure of the guidelines, recommendations and references and the
	link between recommendations and related references were described. Recommendations on

Table 1 :

 1 listbox of assigned guidelines.

	Number	of	the	Name of the guideline			Year	of
	guideline							publication
	Guideline # 1		AHA/ACC/TOS guideline for the management of overweight	2013
				and obesity in adults: a report of the American College of
				Cardiology/American Heart Association Task Force on Practice
				Guidelines and The Obesity Society.(21)	
	Guideline # 2		BCGuidelines.ca: Cardiovascular Disease -Primary	2014
				Prevention: Resource Guide for Physicians.(22)
	Guideline # 3		UMHS Lipid Therapy Guideline: Screening and Management	2014
				of Lipids. (23)			
	Guideline # 4		BCGuidelines.ca:	Hypertension	-	Diagnosis	and	2015
				Management(24)			
	Guideline # 5		Prevention and Control of Noncommunicable Diseases:	2012
				Guidelines for primary health care in low-resource settings.
				WHO (25)			

Table 2 :

 2 AGREE score results.

	Guidelines

First appraiser evaluation Second appraiser evaluation Final decision Guideline # 1 : 2013 AHA/ACC/TOS

  

		OA score: 6		OA score: 5	Q1 -1
		Comment:		Comment:	Q2 -1
		Insufficient info on	Assess global CV risk	Q3 -0
		implementation		
		strategy + no formal		FD: INCLUSION
		cost analysis		
	Guideline # 2 :	OA score: 3		OA score: 4	Q1 -0
	2014 BC Guidelines	Comment:		Comment:	Q2 -0
		NC			Main	limitation	is	Q3 -2
					research methodology
						FD: EXCLUSION
	Guideline # 3 :	OA score: 4		OA score: 3	Q1 -0
	2014 UMHS	Comment:		Comment:	Q2 -1
		Yes		with	Purely	Q3 -1
		modifications. Lack	pharmacologicalno
		of	information	references	to	link
		concerning	the	recommendations
		methodology.		toliterature	search
					methodology is not
					clear (no inclusion
					exclusion criteria)

FD: EXCLUSION Guideline # 4 : 2015 BC Guidelines

  

	OA score: 2		OA score: 3	Q1 -0
	Comment:		Comment:	Q2 -0
	Insufficient	(NO)	NC	Q3-2
	info	on	overall	
	development		
	process!!!		

FD: EXCLUSION Guideline # 5 : 2012 WHO

  

	OA score: 5		OA score: 5		Q1 -1
	Comment:		Comment:		Q2 -1
	Good	process	Nothing	about	Q3 -0
	description but could	SMOKING		
	be more detailed. Not specifically CVD but T2D about	guideline points: not a lot of for low CESSATION.positive	FD: INCLUSION
			income countries		
	NC: no comment, Q1: I would recommend this guideline for use: Yes, Q2: I would
	recommend this guideline for use: Yes, with modifications, Q3: I would recommend this
	guideline for use: No, FD: Final decision.			

B) Step 13. Assess guideline content:Table 3 : listbox of assigned guidelines. Number of the guideline Name of the guideline Year of publication

 3 

	Guideline # 1	AHA/ACC/TOS guideline for the management of overweight	2013
		and obesity in adults: a report of the American College of	
		Cardiology/American Heart Association Task Force on Practice	
		Guidelines and The Obesity Society.(21)	
	Guideline # 6	NICE guideline : Preventing excess weight gain.(26)	2015

Table 4 :

 4 Included recommendations for 2013 AHA/ACC/TOS Guideline for the Management of Overweight and Obesity in Adult.

	Recommendation	Critical Question (CQ)	Grade	of
			recommendations
			CLASS LEVEL	

Table 5 :

 5 Included recommendations for Preventing excess weight gain NICE guideline.

	Included recommendations		Evidence Base Statement	Grade	of
				recommendations
	Recommendation 1:		Evidence Statement 1.17: Relationship between sugar	None
	Encourage people to make	sweetened	
	changes in line with existing	beverage (SSB) consumption and weight related	
	advice		outcomes	
			Evidence Statement 1.31: Relationship between	
			adherence to population dietary guidelines and weight	
			related outcomes in adults	
			Evidence Statement 1.33: Relationship between dietary	
			pattern and weight related outcomes in children and	
			young people	
			Evidence Statement 1.37: Relationship between total	
			carbohydrate consumption and weight related outcomes	
			Evidence Statement 1.50: Relationship between	
			snacking/snacks and weight related outcomes	
			Evidence Statement 2.7: Combining messages for diet	
			and physical activity	
			Evidence Statement 2.8: Conflicting messages	
			Evidence Statement 2.10: General content	
	Recommendation	2:	Evidence Statement 1.3: Relationship between leisure	None
	Encourage physical activity	and recreational activity and weight related outcomes in	
	habits to avoid low energy	adults and children	
	expenditure		Evidence Statement 1.4: Relationship between sport	
			and weight related outcomes	
			Evidence Statement 1.5: Relationship between active	
			travel and weight related outcomes	
			Evidence Statement 1.6: Relationship between walking	
			and weight related outcomes	
			Evidence Statement 1.7: Relationship between cycling	
			and weight related outcomes	
			Evidence Statement 1.8: Relationship between	
			activities of daily living and weight related outcomes	
			Evidence Statement 1.9: Relationship between	
			incidental physical activity and weight related	
			Evidence Statement 1.11: Relationship between aerobic	
			exercise and weight related outcomes	
			Evidence Statement 1.12: Relationship between	
			physical activity (PA) intensity/frequency/duration and	
			weight related outcomes in adults	
			Evidence Statement 1.15: Relationship between TV and	
			other screen time and weight related outcomes	
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  The guideline will be updated in 2016, unless made seriously obsolete earlier by breakthrough research.
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5. The views and preferences of the target population

Score: 4

There are no data on individual diabetic patient values and preferences in low resource settings, and they could vary between populations.

Score: 3

No point of view of the target population, no formal consultation of patients and the public in the development of CPR, but consideration of low resource countries

The target users

Score: 5

The target users are health care professionals responsible for developing diabetes treatment protocols which will be used by health care staff inprimary care units in low-resource settings. Recommendations were included if they were A or B level of evidence, 1++, 1 +, 2++, 2+, Strong or Class 1.

Score

Recommendations were excluded if it they focused on secondary or tertiary CVD prevention, diagnostic procedures, pharmacological or surgical treatments. References of selected recommandations were gathered in a matrix. If no grading of recommendations, references were included if they were randomized controlled trials or cohort interventional surveys.

Results:

2 guidelines were included and 3 excluded. Regarding ADAPTE step 13, 17 recommendations and 316 references were selected and extracted to the research matrix.

Conclusion:

A great disparity in the quality of guidelines and references was found. Main limitation was lack of time. The research group had to stop at a draft matrix. The next step will be finalization of the matrix to extract interventions and implementation from references. 
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