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Introduction:

Approximately 15% of patients treated by anticoagulant for a venous thromboembolic event are also treated with antiplatelet therapy; and this association increase the risk of bleeding. The aim of this survey was to evaluate general practitioner's management of antiplatelet therapy at the initiation of anticoagulation, and at six months of treatment compared to French vascular physicians' management.

Methods:

A questionnaire including 4 clinical situations was established and the physicians were asked to detail antiplatelets and anticoagulant therapy management. From September 2017 to December 2017, an e-mail invitation and a reminder were sent to members of the departmental councils who participated; 218 questionnaires were obtained.

Results:

Overall, 91.3% of physicians considered that there was an increased risk of bleeding when antiplatelet therapy is associated with anticoagulation. After initiating anticoagulation, 67% of respondents continued antiplatelet therapy, while 30% stopped. Three strategies were used: 49.0 % of physicians maintained concomitant antiplatelet therapy with full-dose anticoagulant, both at anticoagulant initiation and at 6 months; 23% of physicians stopped antiplatelet therapy and prescribed full-dose anticoagulant at initiation and at 6 months; 12.4% of physicians prescribed antiplatelet therapy associated with reduced-dose anticoagulation at 6 months regardless of the strategy at anticoagulant initiation.

Conclusion:

One third of general practitioners stopped antiplatelet therapy at the initiation of an anticoagulation for a venous thromboembolic event. Prospective controlled trials are needed to clarify the best way to treat these patients in this situation.

Introduction

Venous thromboembolic disease (VTE) is defined as the presence of a clot in the venous circulation and includes pulmonary embolism (PE) and deep vein thrombosis (DVT) [START_REF] Castellucci | Clinical and Safety Outcomes Associated With Treatment of Acute Venous Thromboembolism: A Systematic Review and Meta-analysis[END_REF][START_REF] Tritschler | Venous Thromboembolism: Advances in Diagnosis and Treatment[END_REF]. Curative anticoagulation (AC) prevents VTE recurrences and mortality from thromboembolic recurrence [START_REF] Castellucci | Clinical and Safety Outcomes Associated With Treatment of Acute Venous Thromboembolism: A Systematic Review and Meta-analysis[END_REF]. Traditionally, oral anticoagulant therapy is based on Vitamin K antagonists (VKA) or direct oral anticoagulants (DOAC) [START_REF] Kearon | Antithrombotic Therapy for VTE Disease[END_REF].

In 2015, European epidemiological data found an annual incidence for VTE disease of 104 to 180 cases per 100,000 patients years, of which 25 to 40% were unprovoked [START_REF] Heit | Epidemiology of venous thromboembolism[END_REF]. The incidence rate of VTE disease is similar to stroke [START_REF] Heit | Epidemiology of venous thromboembolism[END_REF]. Recent observational studies showed that approximately 15% of patients were treated with anti-platelet therapy (APT) when initiating AC for a VTE disease [START_REF] Tzoran | Clinical outcome in patients with venous thromboembolism receiving concomitant anticoagulant and antiplatelet therapy[END_REF][START_REF] Majeed | Bleeding events with dabigatran or warfarin in patients with venous thromboembolism[END_REF][START_REF] Nisio | Prediction of major and clinically relevant bleeding in patients with VTE treated with edoxaban or vitamin K antagonists[END_REF]. The CACAO study is a French national cohort study, reporting the profile of outpatients on anticoagulants (all causes combined). The rate of antiplateletanticoagulant association (APT/AC Association) found in this study was 10% (714 of the 7154 patients included). Among patients treated with APT/AC, the majority were anticoagulated for atrial fibrillation (AF) (69%), but 13% of them were treated for VTE disease [START_REF] Frappé | Areas of improvement in anticoagulant safety. Data from the CACAO study, a cohort in general practice[END_REF].

In addition, according to the latest international recommendations in atrial fibrillation (AF), for patients requiring the introduction of curative anticoagulation and with stable coronary artery disease after one year (defined as the absence of scalability coronary artery disease for at least 1 year); it is now recommended to discontinue APT due to an increased hemorrhagic risk [START_REF] Bal Dit Sollier | Anticoagulants et antiagrégants : quelles sont les associations légitimes ?[END_REF][START_REF] Floyd | Indications for anticoagulant and antiplatelet combined therapy[END_REF][START_REF] Kirchhof | ESC Guidelines for the management of atrial fibrillation developed in collaboration with EACTS[END_REF][START_REF] Macle | Focused Update of the Canadian Cardiovascular Society Guidelines for the Management of Atrial Fibrillation[END_REF]. In peripheral arterial disease (PAD), the latest international recommendations released in 2017 recommend treatment of patients with both PAD and AF with anticoagulant therapy alone except for patients treated recently with endovascular devices [START_REF] Aboyans | ESC Guidelines on the Diagnosis and Treatment of Peripheral Arterial Diseases, in collaboration with the European Society for Vascular Surgery (ESVS)[END_REF]. Indeed, the literature data indicates that the APT/AC association increases the risk of major hemorrhage by a factor ranging from 1.5 to 2.5 [START_REF] Bal Dit Sollier | Anticoagulants et antiagrégants : quelles sont les associations légitimes ?[END_REF][START_REF] Tzoran | Clinical outcome in patients with venous thromboembolism receiving concomitant anticoagulant and antiplatelet therapy[END_REF][START_REF] Lamberts | Antiplatelet Therapy for Stable Coronary Artery Disease in Atrial Fibrillation Patients Taking an Oral Anticoagulant: A Nationwide Cohort Study[END_REF][START_REF] Davidson | Bleeding risk of patients with acute venous thromboembolism taking nonsteroidal anti-inflammatory drugs or aspirin[END_REF][START_REF] Johnson | Outcomes Associated With Combined Antiplatelet and Anticoagulant Therapy[END_REF].

Finally, few clinical situations justify the concomitant use of APT with anticoagulant: these are patients who have both an indication of curative anticoagulation (AF patients with a CHADS2VASC score >1, patients with a mechanical valve prosthesis, VTE disease); and APT (for example, acute coronary syndrome less than 1 year). Currently, management of APT at the initiation of an anticoagulation for a VTE disease has not been addressed in international guidelines.

The management of this association may be different depending on the specialists involved in patient management. This is the reason why, in parallel with the survey carried out among French vascular physicians [START_REF] Fayol | French vascular physicians' practices in indicating antiplatelet and anticoagulation therapy in venous thromboembolism[END_REF], we interviewed French general practitioners (GP) involved in the management of patients with VTE disease, based on the same questionnaire. The aim is to assess the management of APT at the initiation of AC for a VTE disease, and the management of APT and AC after 6 months of well conducted anticoagulation for a VTE disease by French General Practitioners.

Materiel et methods

Questionnaire used

The questionnaire used was identical to the one used for the survey in vascular physicians [START_REF] Fayol | French vascular physicians' practices in indicating antiplatelet and anticoagulation therapy in venous thromboembolism[END_REF]. Briefly, the questionnaire comprised 3 parts: physician demographics, 4 clinical situations with 3 questions about procedure, and some isolated questions.

Fictional situations were common clinical situations with a clear indication for long-term anticoagulation (recent diagnosis of unprovoked thromboembolic event [DVT or PE]) and antiplatelet treatment (stable coronary disease). We did not consider the case where anticoagulant therapy was discontinued after 6 months of treatment for VTE disease, since the APT/AC association was no longer an issue in this situation.

In each situation, patient was treated with 75mg aspirin for a stable coronary artery disease, at 2 years of a non-stented myocardial infarction. We selected a patient with the same clinical characteristics as patients included in Phase III clinical trials comparing DOAC to VKA in VTE disease, without added hemorrhagic risk factor. This allowed us to evaluate the physician's decision-making mechanisms when continuing or discontinuing APT and ACG treatments, regardless of the patient's clinical characteristics.

The 4 clinical situations were unprovoked DVT treated with VKA (situation 1), unprovoked DVT treated with DOAC (situation 2), unprovoked PE treated with VKA (situation 3), and unprovoked PE treated with DOAC (situation 4). For each situation we asked the practitioner about his management of APT at initiation and at 6 months of a well-conducted anticoagulant treatment. After 6 months, practitioner could choose to continue the anticoagulation at full dose, or at reduced dose with the molecule of his choice (e.g. VKA, DOAC), according to the international recommendations. The set of situations is summarized in Figure 1.

Isolated questions were also added to assess doctors' knowledge and feelings about the risk of major bleeding, the risk of thromboembolic recurrence, and the risk associated with the APT/AC combination. This questionnaire was tested several times with different physicians to assess the understanding of items and the filling time before the beginning of the study. Participation in the survey was anonymous and was unpaid. The entire questionnaire is attached.

Authorizations

French data protection commission (CNIL) approval was obtained (n° 2150846 v 0). Review board approval was not required, as the study involved hypothetical situations and was not performed on patients.

Evaluation in GP's

We contacted all 98 departmental councils of the French Medical Board, to send the questionnaire to GPs registered in their department. Of the 28 departmental councils that responded to our solicitation, 10 accepted to relay the questionnaire to their members, either by e-mail or by providing the questionnaire link on their intranet. Some GP unions (3) were also contacted, and agreed to pass on the questionnaire to their members. From September 2017 to December 2017, one invitation and one reminder were sent to all members of the departmental councils who contributed to this study.

Evaluation in vascular medicine

The evaluation in vascular medicine carried out during the same period and with the same questionnaire; thanks to the support of the French Society of Vascular Medicine has previously been reported [START_REF] Fayol | French vascular physicians' practices in indicating antiplatelet and anticoagulation therapy in venous thromboembolism[END_REF].

Statistical Analysis

Data were then entered into an Excel spreadsheet for analysis. Mean values were calculated for each variable and the results were then compared by a Chi 2 analysis. The statistical analyses were carried out using the R software (Version 5.3.1 [2018-07-02]). A p value <0.05 was considered significant.

Results

From September 2017 to December 2017, 218 questionnaires were obtained ; they were all complete (figure 2).

Demographics:

Respondent characteristics are shown in table I. Most participants (58.7%) were women, 73.6% of participants were less than forty years old. Most (94.5%) were in community practice.

Clinical situations:

Initial management:

Considering all clinical situations, 67% (n= 146) of GPs continued APT after initiating curative anticoagulation, whereas 30% stopped APT (n=65), irrespective of the location of VTE (DVT vs PE), and of the anticoagulant chosen after the diagnosis of VTE (VKA vs DOAC) (p value = 0.08).

Six months Management:

The management of APA and anticoagulant at 6 months is displayed in figure 2.

In the DVT-VKA situation, 2 options were preferred: 45.4% of physicians (n=99) associated APT with full-dose VKA, and 22.5% (n=49) stopped APT while continuing full-dose VKA alone.

In the DVT-DOAC situation, 3 options were preferred: Of the 100 GPs who maintained fulldose DOAC, 55 (25.2%) combined it with APT, and 44 (20.2%) did not. Another strategy used by 48 GPs (22.0%), consisted of APA associated with a reduced-dose DOAC.

In the PE-VKA situation, results were similar to the DVT-VKA situation: 50.0% (n=109) of physicians associated APA with full-dose VKA, and 22.9% (n=50) stopped APA and continued full-dose VKA alone.

In the PE-DOAC situation, 4 options were considered: of the 109 GPs who associated APT with full dose anticoagulant, 73 (33.5%) preferred full dose DOAC and 36 (16.5%) preferred VKA. Lastly, 42 GPs (19.3%) prescribed only full-dose DOAC, and 30 GPs (13.8%) associated APT with reduced-dose DOAC.

Global management:

Faced with the absence of a significant difference in the initial APT management according to the VTE disease location and the molecule chosen, we analyzed overall management of clinical situations at initiation and at 6 months. The aim was to determine common strategies, that were preferentially used by GPs. Hence, 3 were mainly used:

-Firstly, 49.0% of physicians (n=107) maintained APT at initiation and at 6 months while prescribing full-dose anticoagulant therapy at 6 months. -Secondly, 23.0% of physicians (n=50) discontinued APT at initiation and at 6 months, and prescribed full-dose anticoagulant treatment alone.

-Finally, 12.4% of physicians (n=27) prescribed a reduced-dose oral anticoagulation, combined with APT, at 6 months.

Considering all situations, at 6 months, 25.4% of physicians changed for a DOAC when a VKA was initiated; and 23.4% changed for a VKA when a DOAC was initiated.

Isolated Questions:

Frequency of combination:

Overall, 174 GPs (79.8%) have been facing the prescription, renewal or co-prescription of APA and AC therapy, 104 of whom (47.7%) within the 6 months before completion of the questionnaire.

Hemorrhagic risk:

Regarding the risk of bleeding, 199 physicians (91.3%) considered that there was an increased risk of bleeding when antiplatelet therapy was associated with anticoagulant treatment. Moreover, 186 physicians (85.3%) considered that this applied to both VKA and DOAC.

VTE recurrence risk:

Lastly, 156 GPs (71.6%) considered VKA and DOAC were as effective for preventing VTE recurrence. Forty participants were not able to answer the question.

Comparison Results General Medicine and Vascular Medicine

Results in Vascular Medicine have already been reported in a previous study [START_REF] Fayol | French vascular physicians' practices in indicating antiplatelet and anticoagulation therapy in venous thromboembolism[END_REF]. Table 2 shows the main results of the two surveys.

Discussion

As shown by the two surveys (Table 2), at the initiation of an anticoagulation for VTE disease, about 2/3 of vascular physicians stopped APT (This rate is comparable to that found in the RIETE register (63% in our study vs. 62% in the RIETE register, p value = 0.92) [START_REF] Tzoran | Clinical outcome in patients with venous thromboembolism receiving concomitant anticoagulant and antiplatelet therapy[END_REF]); and about 1/3 of the interviewed GPs discontinued APT.

Our survey confirms that the combination of APT with an AC is a common situation, since 70% of vascular doctors [START_REF] Fayol | French vascular physicians' practices in indicating antiplatelet and anticoagulation therapy in venous thromboembolism[END_REF] and 48% of interviewed GPs had to face this situation in the last 6 months.

In this context marked by the absence of recommendations, our survey provides interesting information about the different therapeutic strategies chosen by clinicians [18,19].

In vascular physicians survey, four therapeutic strategies were identified: One-third of participants definitively discontinued APT, and prescribed full anticoagulation long-term dose to both prevent the risk of thromboembolic recurrence and cardiovascular risk. Another third of physicians combined APT with reduced-dose anticoagulation at 6 months (in 90% of cases with DOAC) [START_REF] Fayol | French vascular physicians' practices in indicating antiplatelet and anticoagulation therapy in venous thromboembolism[END_REF]. We hypothesized that at 6 months, reduced risk of VTE recurrence, may allow the use of a low-dose anticoagulation might be considered, while the prevention of cardiovascular risk insufficiently assured, justifies the combination of APT. Finally, some doctors definitely associated APT with full-dose anticoagulant therapy. For these physicians, the increase in hemorrhagic risk associated with co-prescription is explained by the coexistence of thromboembolic risk and coronary risk that seems insufficiently prevented by the other proposed therapeutic alternatives.

Strategies proposed by GP's were identical to those of vascular doctors but in different proportions: half of interviewed doctors chose to maintain the combination of APT with anticoagulant at initiation and at 6 months, this proportion was four times higher among GP's than among vascular doctors (49% vs. 11%). Even if GPs take into account the hemorrhagic over-risk of this combination, it can be assumed that they consider it necessary to maintain APT on the one hand for the prevention of coronary risk and on the other hand, anticoagulant treatment for VTE disease; 23% of the GP's surveyed definitively stopped APT and prescribed full-dose anticoagulation alone (compared to 31.4% among vascular doctors). Finally, 12% of GP's prescribed at 6 months the combination of APT with a reduced dose anticoagulation (mainly by AOD), regardless of what they had done at initiation (compared to 32% in vascular doctors).

Practitioners facing the question of the combination of APT and AC treatment in patients with both indications have different attitudes. They reflect their individual assessment of the different risks (risk of thromboembolic recurrence, hemorrhagic risk, cardiovascular risk) and the benefit/risk ratio of treatment depending on the patient. These different attitudes highlight the difficulty of managing a patient who is both treated with APT and anticoagulant for a VTE disease. It is necessary to initiate prospective studies to compare these different curative strategies, in order to determine the most suitable for our patients.

Finally, in order to improve multidisciplinary care and rapid access to specialized advice, France recently adopted the reimbursement of teleexpertise consultations [START_REF]Arrêté du 1er août 2018 portant approbation de l'avenant n° 6 à la convention nationale organisant les rapports entre les médecins libéraux et l'assurance maladie signée le 25 août[END_REF]. All French doctors will be able to contact a specialized doctor specialized in VTE disease and antitcoagulant management to help them in complex situations. Telemedicine consultations will improve multidisciplinary and customizable support for each patient, both in the initiation of anticoagulation and in the decision of prolonged treatment. Indications and conditions of extended treatment are difficult decisions to make. extended treatment modality is increasingly customized for each patient, based on their clinical and biological characteristics, their medical history, and the assessment of hemorrhagic risk.

Several limitations to our study may be issued. The low response rate may have led to bias in the results obtained. Indeed, it cannot be ruled out that physicians who participated are more sensitive to the subject than non-respondent physicians.

We proposed a multiple-choice questionnaire with obligation to answer, and some physicians may not have found their usual practices through the proposed answers. In order to limit this bias, we have proposed multiple possible combinations of treatments.

Finally, we asked doctors for their APT management without offering the possibility of consulting a specialist, in order to assess the practitioner's own perception of the most appropriate attitude in each clinical situation. Some doctors may not change the APT or AC treatment because they consider this therapeutic adaptation to be a matter of specialized advice. 
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 2 Figure 2 : Management of antiplatelet therapy and anticoagulation at initiation and at 6 months of an anticoagulation for a VTE disease by French general practitioner's (VTE : Venous Thromboembolism disease) VTE disease: Venous Thromboembolism disease, VKA: Vitamin K antagonist, DOAC: Direct Oral Anticoagulant (Full dose VKA: VKA with target INR between 2 and 3, Reduced dose VKA: VKA with target INR between 1.5 and 2).
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 II : Population characteristics of general practitioner's Major results of our surveys conducted in France (AAP : Antiplatelet therapy, AC : anticoagulation)

	Population Characteristics (n= 218)	
	Gender	Number	Percentage
	Men	90	41,3%
	Women	128	58,7%
	Age		
	Under 30 years old	37	17,0%
	Between 31 and 40 years old	119	54,6%
	Between 41 and 50 years old	20	9,2%
	Between 51 and 60 years old	28	12,8%
	Between 61 and 70 years old	14	6,4%
	Above 70 years old	0	0,0%
	Type of practice	
	Community	206	94,5%
	Community and Hospital	11	5,0%
	Hospital	1	0,5%
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Conclusion:

Our study shows that French GP's are aware of the hemorrhagic over-risk induced by the combination of APT with anticoagulant when managing a patient for a VTE disease, and those despite the absence of international recommendations.

In our surveys, two thirds of vascular doctors and one third of French general practitioners surveyed stop APT when initiating a curative anticoagulation for VTE disease. Finally, several therapeutic strategies are used by doctors according to their perception of the different risks: cardiovascular, hemorrhagic and the risk of thromboembolic recurrence.

Prospective clinical trials are needed to compare the benefit-to-tisk ratio ofdifferent therapeutic strategies.
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