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Prescription patterns of first-and second-generation antipsychotic drugs in the French population

This study assessed in depth the use of first-and second-generation antipsychotic (FGAP/SGAP) drugs in France.

A 1/97th random sample of beneficiaries affiliated to the French Health Insurance system -Echantillon Généraliste des Bénéficiaires (EGB) -was used: a) 621,662 persons in 2015 among which 11,319 had an antipsychotic (AP) prescription; b) a sample of first AP prescriptions concerning 5,935 patients in 2013 and 2014 (no AP in the last six months of 2012) for whom diagnostic was available in 40% of cases.

In 2015, AP prevalence was 21.9/1000. SGAP/FGAP ratio was 1.02. Long-lasting prescriptions were rare: 1.79/1000 for FGAP and 1.38/1000 for SGAP. FGAP first prescriptions were higher than SGAP for each age class, except for <18 aged patients; 2.85% had both generations; 50.7% of the patients had another psychotropic. GPs prescribed more FGAPs than SGAPs, psychiatrists prescribed more SGAPs and hospital-based practitioners prescribed both generations equally, and these patterns changed across age ranges: for the elderly, GPs are the more frequent prescribers. SGAP/FGAP ratio is different by diagnostic categories.

In France, FGAPs are largely prescribed by GPs mainly for the elderly but young and adult patients are concerned as well. Inappropriate antipsychotic consumption through off-label use, which adds to the co-prescription, especially in vulnerable population groups, mainly concerns FGAP prescriptions by GPs who do not have psychiatric training and limited contact with psychiatrists. Attention should then be brought to the regulatory advisory agencies in order to better inform and train the prescribers.

INTRODUCTION

Between 1985 and 1994, overall psychotropic medication prescriptions were reported to have dramatically increased in the U.S. [START_REF] Pincus | Prescribing trends in psychotropic medications: primary care, psychiatry, and other medical specialties[END_REF], though the trend was not observed for antipsychotic (AP) medications. However, in the mid-1990s' the introduction of second-generation antipsychotic medications (SGAPs), launched with the promise of inducing fewer side effects as compared to the first-generation antipsychotics (FGAPs), brought in an increase in AP prescriptions largely attributed to these new drugs [START_REF] Verdoux | Antipsychotic prescribing trends: a review of pharmaco-epidemiological studies[END_REF]. In addition, lowering the risk of side effects [START_REF] Geddes | Atypical antipsychotics in the treatment of schizophrenia: systematic overview and meta-regression analysis[END_REF] may have favored compliance and treatment duration, de facto increasing their use. Moreover, an extension of approved indications obtained for several SGAPs, in particular in the treatment of bipolar disorder in adults [START_REF] Verdoux | Antipsychotic prescribing trends: a review of pharmaco-epidemiological studies[END_REF], together with an inflation of bipolar disorder diagnoses [START_REF] Zimmerman | Is bipolar disorder overdiagnosed?[END_REF] certainly contributed to that increase. Furthermore, it has been suggested that a key contributor may have been a rise in off-label prescriptions of SGAPs mainly in both extremes of the age spectrum: i) prescribing to young people for behavioral disorders [START_REF] Olfson | National trends in the outpatient treatment of children and adolescents with antipsychotic drugs[END_REF] and ii) prescribing to elderly people for dementia or organic mental disorders [START_REF] Dewa | How much are atypical antipsychotic agents being used, and do they reach the populations who need them? A Canadian experience[END_REF][START_REF] Lindesay | Factors associated with antipsychotic drug use in residential care: changes between 1990 and 1997[END_REF].

A meta-analysis of general population samples from 16 countries confirmed a global increase of AP prescriptions from 2005 to 2014, mainly due to a rise of SGAP prescriptions [START_REF] Halfdanarson | International trends in antipsychotic use: A study in 16 countries, 2005-2014[END_REF].

This study by O. Halfdanarson et al. further showed a heterogeneous evolution of AP use with increases in 10 of the 16 studied countries and decreases in five countries. The same study also showed large between-country differences regarding prescriptions reflected by an atypical/typical ratio ranging from 0.7 (Taiwan) to 6.1 (New Zealand and Australia) [START_REF] Halfdanarson | International trends in antipsychotic use: A study in 16 countries, 2005-2014[END_REF]. In this study, France had one of the lowest SGAP/FGAP ratios (1.1). These findings are consistent with a previous study by G. Désaméricq et al. based on a 2010 French national database [START_REF] Désaméricq | Use of Antipsychotics: A Study from the French National Insurance Healthcare System Database[END_REF] that showed how in France, APs were often prescribed off-label for long durations, especially among elderly persons without any diagnosed psychiatric disorder. Furthermore, at the other end of the age spectrum, another study on a French database showed stable first prescription rates among 0-25 year-olds over the 2006-2013 period with a decrease of FGAPs while SGAPs increased [START_REF] Verdoux | Antipsychotic prescribing in youths: a French community-based study from 2006 to 2013[END_REF].

Thus, France appears to have some particularities, regarding its SGAP versus FGAP use, which deserve attention. The present study aims at providing a detailed description of FGAP and SGAP prescriptions; i.e., prescription forms, which prescribers according to the age group to whom the APs were prescribed, as well as concomitant reimbursement with other psychotropic drugs, and whenever information was available, the diagnostic profile of the patients.

Accepted Article

METHODS

The Echantillon Généraliste de Bénéficiaires (EGB) database was used. The EGB covers a 1/97 th representative sample of the beneficiaries affiliated with the French Health Insurance system whether they received healthcare reimbursements or not [START_REF] Bezin | The national healthcare system claims databases in France, SNIIRAM and EGB: Powerful tools for pharmacoepidemiology[END_REF]. The EGB contains anonymous information on basic sociodemographic characteristics and detailed medical data including medical acts, pharmacy dispensations, reasons for hospitalization, and related medical costs.

In the calendar year 2015, the EGB covered 621,662 beneficiaries with various insurance policies (hired workers, students, farmers, and others). The database provided detailed information with regard to medication reimbursements: name and form of the drug, prescription date, type of prescriber, and basic sociodemographic information. The 2015 EGB is representative of the national population regarding age, gender, occupation and medical expenses [START_REF] Bezin | The national healthcare system claims databases in France, SNIIRAM and EGB: Powerful tools for pharmacoepidemiology[END_REF]. Data were analyzed in two samples: i) the total dispensations of APs for the year 2015 (N=11,319 persons); ii) the first dispensations of APs within the 2013-2014 period (N=5,935 persons). Among the patients to whom APs were prescribed, a psychiatric diagnostic was identified because they benefitted from a special allowance for long-term illness "Affection Longue Durée" (ALD) which allowed a 100% reimbursement of all disease-related claims during our observation period.

Claims for reimbursement of drugs were classified according to the WHO anatomical therapeutic chemical (ATC) classification system as follows:

(1) FGAP: chlorpromazine, cyamemazine, droperidol, flupentixol, fluphenazine, haloperidol, levomepromazine, loxapine, penfluridol, periciazine, perphenazine, pimozide, pipamperone, pipotiazine, sulpiride, tiaprid, zuclopenthixol;

(2) SGAP: amisulpride, aripiprazole, clozapine, olanzapine, paliperidone, risperidone, quetiapine.

The following outcomes were considered:

1) the prevalence of FGAP and SGAP dispensations: defined by the proportion of patients with at least one AP dispensation in 2015; and the description of the form prescribed (oral short action versus long-lasting injection);
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2) the initial AP prescription (generation and specific type of AP drug) prescribed in the 2013-2014 period, defined as a prescription for a person who did not have a prescription for an AP in the previous two years (2011-2012);

3) the co-prescription either between AP generation, between AP and other psychotropic drugs in the 2013-2014 period; a co-prescription referred to a concomitant reimbursement of AP drugs with other AP or psychotropic drugs from the same prescription (at the same time); 4) the type of prescriber for each of AP drug at initial AP prescription in the 2013-2014 period; 5) the AP generation diagnostic profile for those who benefitted from ALD allowance.

In the 2015 data we referred to age ranges from 0 to <20; =>20 to <65 and =>65 because we wanted to compare the results to a recent international study on prevalence of AP generation prescriptions. For the first prescription sample, we kept using the widely WHO definition of children that is below 18.

Analyses were conducted using SAS Guide Entreprise 7.1. T-tests were used to compare means and chi square tests were used to compare percentages.

RESULTS

Prevalence of dispensations in the previous 12 months (2015)

In the year 2015, 21.9/1000 of the French population received a least one AP: 21.3 for males, 22.4 for females (sex ratio= 0.95). This rate widely varied depending on age: 4.1/1000 for patients <20 years as opposed to 38.5/1000 for patients 65 years. Overall, 9.0/1000 received a FGAP only, 9.20 a SGAP only and 3.70 received both during the same year, yielding a SGAP/FGAP ratio of 1.02. Figure 1 illustrates a higher FGAP rate as compared to SGAPs for patients 65 years in both sexes, and the opposite in younger groups.

For FGAPs, the oral form is by far the most prescribed: 8.2/1000 oral, 0.41 long-lasting, plus 0.41 for both, totaling 0.82. For SGAPs, the trend is similar: 8.71/1000 oral, 0.33/1000 longlasting, plus 0.16/1000 both, totaling 0.49/1000. In addition, those who were using both longlasting AP generations in the same year should be included, thus adding 0.64/1000 to each Accepted Article generation. These rates were calculated on the total population, when in fact long-lasting prescriptions concerned adults only, increasing slightly the rates on adults, thus reaching 1.79/1000 for long-lasting FGAP and 1.38/1000 for SGAP as yearly prevalence for 2015. These long-lasting prescriptions are concentrated in the 30 to 60 year-old patients, where they reach 20% of AP prescriptions (figure 2).

Generation and type of AP drug prescribed as an initial AP prescription during the 2013 to 2014 period by age group (N=5,935).

For the first prescription, FGAPs represent 58%, SGAPs 39% and both generations 2.8%.

Children (defined as below 18 years) have a different pattern: SGAP is the highest 53.8% versus 43% FGAP. Prescription profile for the elderly is very much the same as for adults except for both generations which are quite rare 0.9%. Patterns by gender are quite similar: for women FGAP is 57.7% versus 58.3% for men; SGAP 40.1% for women versus 38% for men, and both AP generation prescriptions are slightly higher in men: 3.6 versus 2.2 for women.

Insert Table 1 here In the total population, the FGAP Cyamemazine was the AP most commonly initiated (22.5%), closely followed by the SGAP Risperidone (21.4%), and Tiapride ranked third (11.3%).

Insert Table 2 here

Co-prescriptions

In addition to the 2.9% who got both AP generations at initiation, another psychotropic drug was frequently (50.7%) concomitantly prescribed: 47.9% of those who received a FGAP, 53.6% a
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SGAP, and 68% of those who had both generations. The differences between generations are significant (>0.001). Overall, 26.4% have one additional prescription, 15.4% two, 7.1% three. Table 3 illustrates the number of prescriptions with concomitant reimbursement of non-AP psychotropic drugs, by generation: these percentages are higher for SGAP. Lastly, 43% of these psychotropic drugs are psychoanaleptics and 56.9% psycholeptics; lithium concerns 23 patients only.

Type of prescriber of the first AP prescription (between 2013 and 2014)

There were important differences in the types of prescribers depending on the AP prescribed.

Among the total AP prescriptions, GPs prescribed significantly more FGAPs (69.3%) than SGAPs (29.8%) and rarely both (1%). Conversely, psychiatrists prescribed more SGAPs (56.7 %) versus FGAPs (40 %), and 3.3% for both. Hospital-based practitioners had more balanced rates by generation: 49.4 % for FGAPs versus 44.8% for SGAPs and 5.9% both. The differences in FGAP versus SGAP prescriptions varied significantly by type of prescribers (p<.0001). Without consideration of the type of AP generation, GPs prescribed 47.8% of the total of APs, hospitalbased prescriptions accounted for 27.9% and psychiatrists 18.2%.

In addition, prescriber patterns differed across patient age groups. Among youth (< 18 years), AP prescribers were mostly hospital practitioners (54.4%) followed by psychiatrists (20.3%), and GPs (19.3%). In contrast, among the elderly (≥ 65 years), 66.2 % of APs were prescribed by GPs, 20.2% by hospital-based practitioners and 6.9% only by psychiatrists (p<.0001). Overall, the youngest age group was the only group that received more SGAPs than FGAPs (53.8% versus 43.3%), while older patients received more FGAPs (59.5%) than SGAPs (39.5%) with significant differences in AP generation by age group (p<.0001).

Insert Table 4 here

Antipsychotic generation prescriptions by diagnosis
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Among patients with a first AP prescription, 41.4% (n=2,458) had an ALD allowance that could be related to psychiatric diagnosis. Since some psychiatric diagnoses were too rare to be pooled (203 cases), we exploited eight main diagnostic categories. In these 2,255 ALD cases, 33.9% were classified as depressed (excluding bipolar), 29.5% as dementia, 11.4% as schizophrenia or other psychoses, 10% bipolar disorder and 6% substance use disorder.

FGAPs and SGAPs were compared for each category, most of them showing significant differences: for substance use disorders, non-bipolar depression and anxiety, FGAPs were quantitatively more prescribed than SGAPs. Conversely for schizophrenia, bipolar disorder, mental retardation, dementia and autism, SGAPs were more prescribed than FGAPs.

Insert Table 5 here

DISCUSSION

This study confirms that the SGAP/FGAP prevalence ratio (1.02) is quite low in France as compared to what has been reported in other countries [START_REF] Halfdanarson | International trends in antipsychotic use: A study in 16 countries, 2005-2014[END_REF][START_REF] Gallini | Diffusion of Antipsychotics in the U.S. and French Markets[END_REF], though it is fairly close to what has been reported in Germany or Norway. In France, FGAPs remain frequently prescribed including for a first prescription and for shorter periods as compared to SGAPs. FGAPs are prescribed mainly to the elderly and to a lesser extent to younger age groups. This may be explained by the prescribers' preferences as suggested in France/U.S.A. comparisons [START_REF] Gallini | Diffusion of Antipsychotics in the U.S. and French Markets[END_REF].

Despite positive effects on compliance, the prescription of long-lasting forms is still quite low although the rate for SGAPs is now slightly higher than in a previous publication and since quite few patients received FGAPs and SGAPs in the same year, a substitution trend from the first generation of APs to the second may be occurring [START_REF] Verdoux | Antipsychotic long-acting injections: A community-based study from 2007 to 2014 of prescribing trends and characteristics associated with initiation[END_REF][START_REF] Verdoux | Risk of discontinuation of antipsychotic long-acting injections vs. oral antipsychotics in real-life prescribing practice: a community-based study[END_REF].

SGAP treatments seem to be initiated by mental health specialists such as private psychiatrists or hospital-based practitioners who are mainly psychiatrists. Hospital practitioners are the main prescribers of SGAPs for youths and it likely corresponds to their first psychotic episode as SGAPs are recommended as the first choice by the national health authority [15].

On the other hand, GPs mainly prescribe FGAPs to adults and to elderly patients. We observed that the age corresponds to different prescribers' patterns. Indeed, the prescriptions from
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GPs for adults and the elderly do not seem to be fully targeted towards patients suffering from psychiatric disorders as previously reported in a 2010 extraction of the EGB database [START_REF] Désaméricq | Use of Antipsychotics: A Study from the French National Insurance Healthcare System Database[END_REF]. In this latter study, the authors used diagnostic codes available for patients with long-term and chronic disease (ALD allowance) -including the most severe psychiatric disorders -and found that as much as 20% of the population aged 65 or older and 23 % of the 15-65 year-olds were prescribed APs without any psychiatric diagnosis, thus considered as off-label prescriptions. Using the same technique, the present findings confirm that among the 881 elderly persons receiving APs and for whom diagnostic information was available, 73.8% suffered from dementia; to a lesser extent, the same remark applied to children with autism (33.9%) and/or mental retardation (14.5%), and who received APs. However, for these children, contrarily to what happened with elderly people, the prescriptions were mostly initiated at the hospital or by psychiatrists or neurologists and not by GPs.

For the total population to whom APs were prescribed it appears as though SGAPs were perceived as the treatment of choice for private or hospital psychiatrists but not for GPs. In recent years French GPs have been strongly warned by the national health authority that anxiolytics, mainly benzodiazepines, should not be prescribed over long periods of time in particular to the elderly, which has led GPs to turn to AP drugs in the treatment of agitation and behavioral disorders in this population [16]. Moreover, it would appear that in France GPs are more familiar with FGAPs than with SGAPs which they may perceive as an AP for specialists. In addition, the main journal read by GPs in France, "Prescrire", has launched a number of warnings against SGAPs [START_REF] Prescrire | Neuroleptiques : trop banalisés[END_REF] and has described them as potentially dangerous due to side effects. On the other hand, FGAPs are seen as safer and equivalent in terms of quality of life compared to SGAPs [18].

In the present study, results show that the HAS guidelines regarding AP use in elderly populations are not followed, which raises serious public health concerns.

The AP drugs prescribed in France are somewhat different from those prescribed in several other countries: in the large cross-country comparisons mentioned previously, France was the only country where Cyamemazine, a FGAP, was the most prescribed drug followed by Risperidone, a SGAP which is the first prescribed drug in many other countries [START_REF] Halfdanarson | International trends in antipsychotic use: A study in 16 countries, 2005-2014[END_REF]. Quietapine which is also a frequent first rank prescription is not very high 5.2 % (ranked 7 th ) preceded by Aripiprazole (5.4%) and followed by Olanzapine (5.0%) which are still below Sulpiride (ranked 4 th ) and Haloperidol (ranked 5 th ), both FGAPs, rarely reaching such high rankings in other countries [START_REF] Halfdanarson | International trends in antipsychotic use: A study in 16 countries, 2005-2014[END_REF].

Importantly, Cyamemazine is only authorized in France and Portugal [START_REF] Sc | The Complete Drug Reference[END_REF]. It is manufactured by
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Sanofi Aventis France and raises the question of the influence of the pharmaceutical industry on prescriptions patterns. Indeed, France used to have a tradition of visits by medical representatives of pharmaceutical companies to the GPs and hospital practitioners in order to present and encourage the use of their products oftentimes accompanied by material benefits such a gifts, or financial support to attend conferences. This practice was largely criticized and since 2004 actions have been taken, so as to bring the information delivered by those representatives closer to scientific standards through more appropriate training, a strict banning of financial incentives, and the signature of a recently amended chart engaging the pharmaceutical industry to deliver best practice information for any drug they are promoting [START_REF] Has | l'activité d'information par démarchage ou prospection visant à la promotion des médicaments 2017[END_REF].

Curiously, the cost of APs and the fact that SGAPs are significantly more expensive than FGAPs have never been used as an argument against their usage. Indeed, the French health coverage allows for the reimbursement of such prescribed medications; especially as suffering a psychiatric disorder is considered as a long-term disease that gives right to free medication and care for all (ALD allowance). In the context of hospitals, this is different since the financial strains are prominent, and in psychiatry the cost of drugs, such as SGAPs, has dramatically increased although medication costs remain marginal compared to personnel-related costs.

In addition, an important number of French private psychiatrists are 60 years old or older [START_REF]Atlas de la démographie médicale[END_REF] and were trained in medical schools to use FGAPs and are not convinced of the SGAPs' advantages. For older psychiatrists and for GPs, SGAPs not only failed to avoid known side effects but were also associated with serious adverse effects themselves (sometimes even more dangerous than the known side effects of FGAPs). As a consequence, few psychiatrists trained in the 70's prescribe SGAPs, except for young patients for whom there are clear recommendations.

Another finding is the high prevalence of co-prescriptions, not so much between APs but with other psychotropic drugs: almost half the persons have another psychotropic drug prescription at initiation, a quarter have two other drugs and 15% have three. 40% of these drugs are antidepressants which is in accordance with a recent publication that warned against the effects of joined drugs [START_REF] Verdoux | Multi-trajectories of antidepressant and antipsychotic use: a 11-year naturalistic study in a community-based sample[END_REF]. Some limitations should be acknowledged. First, we did not have access to diagnostic information for every patient. This would have allowed us to better specify the context in which medications were prescribed. Those for whom we had a diagnostic, it was the one registered by the general practitioner who initiated the gratuity of the drugs for long-term disease. In addition,
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the present data focuses on prescription and dispensation patterns and does not examine patients' compliance with AP treatment.

CONCLUSIONS

In France where the health care system reimburses costs associated with pharmacological treatment of psychiatric disorders, SGAP use seems to be restricted to youth and adult patients with psychiatric disorders and tends to be prescribed by mental health specialists. In contrast, FGAPs seem largely used in patients without psychiatric disorders, mainly in elderly patients and to a lesser extent in middle aged adults and tend to be prescribed by GPs. As a result, and considering the greater number of GPs compared to mental health specialists, FGAPs are more prescribed than SGAPs. Currently, it is not possible to evaluate whether the French patterns of AP drug use are beneficial to patients as compared to what is done is other countries in which the SGAP/FGAP ratio is considerably higher such as in Australia, New Zealand, Spain, Denmark, Finland, Island, Sweden or the U.S. Although important, such comparisons remain complex considering national specificities of health insurance claims data. Further research is needed to expand our understanding of prescription patterns in France, an endeavor that is in line with the insufficient evaluation research pointed in a recent assessment of the mental health and psychiatric policies [START_REF] Hcsp | Évaluation du plan psychiatrie et santé mentale 2011-2015[END_REF].

That being said, inappropriate AP use (any generation) through off-label use [START_REF] Désaméricq | Use of Antipsychotics: A Study from the French National Insurance Healthcare System Database[END_REF][START_REF] Verdoux | Antipsychotic prescribing trends: a review of pharmaco-epidemiological studies[END_REF] especially among vulnerable populations such as youths and the elderly has been brought to attention as potentially damaging practices [START_REF] Verdoux | Antipsychotic prescribing in youths: a French community-based study from 2006 to 2013[END_REF]. In particular, their usage in nursing homes who care for persons suffering from dementia [START_REF] Nijk | Prevalence and correlates of psychotropic drug use in Dutch nursing-home patients with dementia[END_REF] where they constitute risk for fall, among others [START_REF] Woolcott | Metaanalysis of the impact of 9 medication classes on falls in elderly persons[END_REF]. This mainly results from FGAPs being prescribed by GPs who do not have psychiatric training and only have limited exchanges with psychiatrists [START_REF] Kovess-Masfety | Differences in lifetime use of services for mental health problems in six European countries[END_REF]. Particular attention is therefore needed from the regulatory advisory agencies in order to provide sufficient information and training to prescribers. The recent decision by the French Minister of Health to train each new GP by mandatory internship in psychiatric hospitals is very welcomed [START_REF] Buzyn | Il faut préserver les moyens de la psychiatrie[END_REF]. 
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Table 1 . Initial AP prescription (2013-2014) by gender and age AP: Antipsychotic

 1 

	FGAP: First-generation antipsychotics
	SGAP: Second-generation antipsychotics

Table 2 . Breakdown of the most frequent AP drugs reimbursed at initial prescription.

 2 

	Accepted Article	Bold names concern SGAPs.	Drug CYAMEMAZINE RISPERIDONE TIAPRIDE SULPIRIDE HALOPERIDOL ARIPIPRAZOLE QUETIAPINE OLANZAPINE LOXAPINE CHLORPROMAZINE AMISULPRIDE LEVOMEPROMAZINE	Rate (%) 22.55 21.45 11.36 8.82 6.96 5.44 5.23 5.04 3.08 3.01 2.36 1.87

Table 3a . Number of prescriptions with concomitant reimbursement of AP and non-AP psychotropic drugs Generation Number of concomitant reimbursed drug

 3a 

	Accepted Article	FGAP FGAP & SGAP SGAP Average	N 1793 54 1079 2926	0	% 52.1 32.0 46.4 49.3	N 862 66 640 1568	1	% 25.0 39.1 27.5 26.4	N 505 29 382 916	2	% 14.7 17.2 16.4 15.4	N 220 16 183 419	3	% 6.4 9.5 7.9 7.1	N 50 2 31 83	4	% 1.5 1.2 1.3 1.4	N 12 2 6 20	5	% 0.3 1.2 0.3 0.3	N . . 3 3	6	% . . 0.1 0.1

Table 3b . Nature of prescriptions with concomitant reimbursement of AP and non-AP psychotropic drugs

 3b 

	Accepted Article	ATC classification PSYCHOANALEPTICS PSYCHOLEPTICS AP: Antipsychotic	Frequency 1782 2354	% 43.09 56.91

Table 4 . Type of AP prescriber according to AP generation and age.

 4 

	HOSPITAL-BASED PRACTITIONNER N Between generation comparison (%) Within generation (%) All age groups FGAP 819 49.4 23.8 FGAP & SGAP 97 5.9 57.4 SGAP 742 44.8 31.9 Total 1658 100 27.9 < 18 years FGAP 69 41.6 52.3 FGAP & SGAP 5 3.0 55.6 SGAP 92 55.4 56.1 Total 166 100 54.4 18 to < 65 years FGAP 512 49.2 25.9 FGAP & SGAP 83 8.0 60.1 SGAP 445 42.8 34.9 Total 1040 100 30.7 ≥ 65 years FGAP 238 52.7 17.8 Accepted Article	N 1965 27 844 2836 33 1 25 59 979 18 296 1293 953	GENERAL PRACTITIONNER Between generation comparison (%) Within generation (%) 69.3 57.1 1.0 16 29.8 36.3 100 47.8 55.9 25 1.7 11.1 42.4 15.2 100 19.3 75.7 49.5 1.4 13 22.9 23.2 100 38.2 64.2 71.4	PSY/NEURO. PRACTITIONNER Between generation comparison (%) Within generation (%) 40 12.6 3.3 21.3 56.7 26.4 1082 N 433 36 613 100 18.2 19 30.6 14.4 3 4.8 33.3 40 64.5 24.4 62 100 20.3 355 41 18 31 3.6 22.5 480 55.4 37.6 866 100 25.6 59 38.3 4.4	N 3442 169 2324 5935 132 9 164 305 1976 138 1275 3389 1334	ALL PRACTITIONNERS Between generation comparison (%) generation Within (%) 58 100 2.8 100 39.2 100 100 100 43.3 100 3.0 100 53.8 100 100 100 58.3 100 4.1 100 37.6 100 100 100 59.5 100

Table 5 . Main diagnoses related to AP prescription in the context of ALD allowance (n=2255)*.

 5 Among patients who had an ALD allowance that could be related to a psychiatric diagnosis (n=2458) minus those with psychiatric diagnoses too rare to be pooled(203 cases) 

	Type of ALD diagnosis

* ALD: Affection Longue Durée -Long-term illness FGAP: First-generation antipsychotics SGAP: Second-generation antipsychotics

000 SGAP, FGAP prevalence by age and gender
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Repartition oral/long-acting 2015

% long-acting % oral