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Chronic pain is a frequent and disabling condition. Prevalence of chronic pain in a meta-analysis from the UK (1) ranged from 35.0% to 51.3%, and moderate to severely disabling pain from 10.4% to 14.3% Chronic pain is commonly represented by conditions such as back pain, osteoarthritis, neuropathic pain, fibromyalgia, cancer-related pain. While acute pain can be effectively treated using analgesic drugs and managing the aetiology, chronic pain requires a multimodal approach. Analgesics used in acute pain (paracetamol, non-steroidal anti-inflammatory drugs, opioids) are only partially effective for chronic pain. In particular, opioids used in chronic pain can lead to loss of efficacy, physical addiction and misuse with a gradual increase in dosage. The long-term risks are that of overdose and death, which have mostly been described in the U.S. and Canada and been referred to as the "opioid crisis". In 2017, 70,237 drug overdose deaths occurred in the United States. In 2019, the French national drug safety agency (ANSM) published a report on the consumption of opioids, and found that consumption among the European countries, England had the closest situation to the USA [START_REF]Use and abuse of opioid analgesics -February 2019[END_REF]. In France, between 2006 and 2017, the prescription of strong opioids increased by approximately 150%, and oxycodone is the opioid analgesic with the largest increase (3).

Given the increase of prescription and highlighting the risks associated with these drugs, alternatives to opioid treatments are being sought. Antidepressant and anti-epileptic drugs (AED) are treatments that are being considered.

Increase in the prescription of gabapentinoids and antidepressant used in chronic pain

In 2016, in the world's top-selling products (ranked by income), pregabalin was the 12th best-selling drug (4). In France, all the data on medicines sold can be analysed using "open medic" database since 2014, issued from the National Health Data System (Système National des Données de Santé) [START_REF]Open Medic : base complète sur les dépenses de médicaments interrégimes -data[END_REF].

The description of the number of boxes sold each year in France shows that over the period from 2014 to 2019 (Table 1):

-The prescription of opioid analgesics has decreased by 6.5%.

-All opioids are decreasing, except for oxycodone which has increased by 9.2%.

-The most commonly used antidepressants for pain, venlafaxine and amitriptyline, increased by 12.1% and 4.3% respectively.

-Pregabalin and gabapentin increased by 17.5% and 16.6%.

However, this increase in gabapentinoids in France is less significant than in the USA, where the prescription of gabapentin and especially pregabalin has doubled [START_REF] Goodman | Gabapentin and Pregabalin for Pain -Is Increased Prescribing a Cause for Concern?[END_REF]. It has been suggested that gabapentinoids are increasingly being prescribed due to the opioid crisis. For some patients with chronic pain, only partially improved by opioids, gabapentinoids are one of the few non-opioid, nonacetaminophen, non-NSAID options [START_REF] Goodman | Gabapentin and Pregabalin for Pain -Is Increased Prescribing a Cause for Concern?[END_REF].

Suicide risk and anti-epileptic drugs

Pregabalin and gabapentin were initially developed and labelled as AED. They modulate the α2δ subunit of the voltage gated calcium channel present in the central nervous system. The binding sites are present throughout the dorsal spinal cord and brain [START_REF] Toth | Pregabalin: latest safety evidence and clinical implications for the management of neuropathic pain[END_REF]. In animal models of neuropathic pain, gabapentinoids prevent trafficking of the α2δ1 subunit from the dorsal root ganglia neurons to the dorsal spinal cord. Pregabalin and gabapentin were labelled for central and peripheral neuropathic pain. In Europe, pregabalin was also labelled for generalized anxiety disorder, and in the USA for fibromyalgia. Carbamazepine is labelled only for trigeminal neuralgia, and other anti-epileptic drugs are used off-label for neuropathic pain, such as topiramate or lamotrigine. Frequent side-effects of AED are well reported, and the most common are dose dependent and reversible. Central nervous system effects are frequent, such as somnolence, dizziness, fatigue, ataxia and depend on the drug used [START_REF] Perucca | Adverse effects of antiepileptic drugs[END_REF]. Change in body weight is the most common chronic side effect [START_REF] Perucca | Adverse effects of antiepileptic drugs[END_REF]. Topiramate may cause weight loss whereas carbamazepine, pregabalin and gabapentin may cause weight gain. Suicidal risk was not initially described with anticonvulsant therapy, but in 2008, the Food and Drug Administration (FDA) was concerned about the potential for elevated risk of suicidality (suicidal behaviour or ideation) from the use of antiepileptic drugs and carried out a meta-analysis of 11 AED [START_REF]Statistical Review and Evaluation Antiepileptic drugs and suicidality[END_REF]. There were 199 placebo-controlled trials consisting of 27,863 patients in drug arms and 16,029 patients in placebo arms. There were 4 completed suicides among drug patients and none among placebo patients. Overall, patients who received an antiepileptic drug had statistically a significant increased risk of suicidal behaviour or ideation compared to placebo patients (overall odds ratio (OR) = 1.80; 95% CI [1.24, 2.66]). In subgroup analysis, epilepsy had the largest OR (3.53 95% CI [1.28, 12.10 ]), whereas psychiatric indication and other conditions (which included chronic pain) had nonsignificant odds-ratio (OR 1.51; 95% CI [0.95, 2.45] and 1.87; 95% CI [0.81, 4.76]). In terms of adjusted risk estimates for the treatment groups, 0.43% of the drug patients experience suicidal behaviour or ideation compared to 0.24% of the placebo patients. After this report, AED product information was changed to include warnings about this risk. The European Medicines Agency (EMA) also instituted warnings about AEDs and suicidality. The American report was criticized for concluding that the risk was present for the entire drug class, whereas in the analysis by drug, only topiramate and lamotrigine had a statistically significant risk [START_REF] Britton | Antiepileptic drugs and suicidality[END_REF]. After this warning, several other studies were conducted in cohorts or databases, which included both patients with neuropathic pain, epilepsy or psychiatric disorders [START_REF] Pereira | Suicidality associated with antiepileptic drugs: Implications for the treatment of neuropathic pain and fibromyalgia[END_REF]. A study in the Danish population estimated the risk of AEDs with a casecrossover design where each case serves at its own control during different periods. Treatment initiation was associated with suicide (OR = 1.84 95% CI [1.36 -2.49]). Individual analysis by drug identified 4 drugs with increased risk (clonazepam, valproate, lamotrigine and phenobarbital), while the other treatments were not significant [START_REF] Olesen | Antiepileptic drugs and risk of suicide: a nationwide study[END_REF], such as gabapentin (OR = 2.20; 95% CI [0.83-5.83]).

Pregabalin was not evaluated, due to lack of power. Using the Swedish prescribed drug registry, a population-based cohort has evaluated suicidal behaviour, unintentional overdoses, head/body injuries, road traffic incidents and offences, and arrests for violent crime for people with pregabalin or gabapentin prescription between 2006 and 2013. When the drugs were examined separately, pregabalin was associated with increased hazards of all outcomes, whereas gabapentin was associated with decreased or no statistically significant hazards. Pregabalin hazard ratio (HR) for suicidal behaviour or death by suicide was 1.26 95% CI [1.20 -1.32] whereas gabapentin HR was 1.04 95% CI [0.89 -1.21] (13). Nevertheless, some confounding factors, such as alcohol or illegal drugs, could not be fully considered. These studies, combined with the increasingly documented risk of misuse of gabapentinoids [START_REF] Evoy | Abuse and Misuse of Pregabalin and Gabapentin[END_REF], led the British government to classify pregabalin and gabapentin as controlled substances in 2019 [START_REF]Pregabalin and gabapentin to be controlled as class C drugs[END_REF].

Suicide risk and antidepressant used in chronic pain

Some antidepressants are indicated in the management of neuropathic pain. Tricyclic antidepressants (TCAs) and serotonin and norepinephrine reuptake inhibitors (SNRIs) have been recommended as first-line treatments [START_REF] Finnerup | Pharmacotherapy for neuropathic pain in adults: a systematic review and meta-analysis[END_REF]. In the field of nociplastic pain (such as fibromyalgia) related to a dysfunction of the central nervous system, the management is mainly non-drug based, but may also include antidepressants such as amitryptilline, duloxetine or milnacipran [START_REF] Macfarlane | EULAR revised recommendations for the management of fibromyalgia[END_REF]. After conducting a meta-analysis for children and adolescent, the FDA issued a black box warning in 2004 regarding an increased risk of suicidal ideation and behaviour. The EMA review of serotonin-selective reuptake inhibitor (SSRI) and SNRI medicines also concluded with a potential risk of suicidal behaviour in children and adolescents treated with these products [START_REF]European Medicines Agency finalises review of antidepressants in childrenand adolescents[END_REF]. After expanding his analysis to include adults, the FDA added warnings about the increased risks of suicidal thinking and behaviour in young adults aged 18 to 24, during the first one to two months following treatment initiation. The proposed labelling changes also state that scientific data did not show such increased risk in adults older than 24 years of age, and that adults 65 years of age and older taking antidepressants have a decreased risk of suicidality [START_REF]Safety Alerts for Human Medical Products -Antidepressant Medication Products[END_REF]. A small non psychiatric group of patients was evaluated, which included patients diagnosed with painful diabetic peripheral neuropathy and other types of neuropathic pain, fibromyalgia, and migraine. The rates of suicidal ideation in this group was comparable in subjects administered antidepressants versus placebo [START_REF] Pereira | Suicidal ideation and behavior associated with antidepressant medications: Implications for the treatment of chronic pain[END_REF][START_REF] Stone | Risk of suicidality in clinical trials of antidepressants in adults: analysis of proprietary data submitted to US Food and Drug Administration[END_REF]. A review of the available data for chronic pain found only data with patients with depression and other indications, without being able to conclude that there is an increased risk in patients with chronic pain [START_REF] Pereira | Suicidal ideation and behavior associated with antidepressant medications: Implications for the treatment of chronic pain[END_REF]. However, the "black box warning" in antidepressant drugs lead to significant reductions in antidepressant use within 2 years after the FDA advisory was issued: relative reductions of 31.0%, 24.3%, and 14.5% among adolescents, young adults, and adults, respectively [START_REF] Friedman | Antidepressants' Black-Box Warning -10 Years Later[END_REF]. Moreover, a significant post-warning reduction in the rate of new diagnoses of depression by primary care providers was noticed: 44% among children, 37% among young adults, and 29% among all adults [START_REF] Friedman | Antidepressants' Black-Box Warning -10 Years Later[END_REF].

Implication for chronic pain management

The management of chronic pain is multifactorial and requires taking care of the patient as a whole.

Anxiety and depression are known co-factors in chronic pain, and the risk of suicide is greater in patients with chronic pain [START_REF] Calati | The impact of physical pain on suicidal thoughts and behaviors: Meta-analyses[END_REF]. It is important to note that suicidal ideations are higher, even after taking into account psychiatric co-morbidities [START_REF] Braden | Suicidal Thoughts and Behavior Among Adults With Self-Reported Pain Conditions in the National Comorbidity Survey Replication[END_REF]. Pain-related catastrophizing is also a risk factor for suicidal ideation in chronic pain [START_REF] Edwards | Pain-related catastrophizing as a risk factor for suicidal ideation in chronic pain[END_REF]. Pain management should include an assessment of suicidal risk, both at the time of the initial care and during the follow up. The assessment should also take into account other treatments, such as opioids, which may also be at risk for suicide [START_REF] Ashrafioun | Frequency of prescription opioid misuse and suicidal ideation, planning, and attempts[END_REF], and benzodiazepines. If a suicide risk has already been identified, antidepressant treatment appears to be more appropriate than AED. Patients should be informed of the increased risk, especially with AED. In deciding whether to initiate or continue antidepressant or antiepileptic drug in chronic pain patients, careful evaluation is necessary to determine whether treatment benefits outweigh risks.

Since pain is an independent risk for suicide, comprehensive drug and non-drug management that reduces the intensity of pain and its impact on daily life may also reduce the risk of suicide. 
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