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Introduction

Myomas are present in 50% of Caucasian women and 80% of Afro-Caribbean women. Due to symptoms (menorrhagia and anemia, pelvic pain,or heaviness and infertility), treatment is often required.

In 2012, ulipristal acetate was granted a European marketing authorization for preoperative treatment of symptomatic myomas (at a dose of 5 mg per day for three months), with the objective to correct anemia thus reducing morbidity [START_REF] Donnez | Ulipristal acetate versus placebo for fibroid treatment before surgery[END_REF].

Reduction of symptoms after UPA treatment may even allow surgery to be postponed or avoided. In the multi-centre European study Premya, in which 1500 women were treated preoperatively, less than 50% had surgery during 12 months of follow-up [START_REF] Fernandez | Real world data of 1473 patients treated with ulipristal acetate for uterine fibroids: Premya study results[END_REF].

In 2016, the marketing authorization was extended to sequential treatment (repeated courses) [START_REF] Donnez | Efficacy and safety of repeated use of ulipristal acetate in uterine fibroids[END_REF].

In November 2017, seven cases of acute hepatitis (four requiring liver transplantation) were assessed by the Pharmacovigilance Risk Assessment Committee (PRAC) after a request of the EMA (European Medicines Agency).

The European health and safety authorities gave new recommendations to minimize the risks associated with UPA use (http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/referrals/Es mya/human_referral_prac_000070.jsp&mid=WC0b01ac05805c516f):

-Contraindication in women with underlying liver disorders.

-Systematic pre-therapeutic hepatic assessment with contraindication to initiate treatment in cases of liver enzymes greater than twice the upper limit.

-Monthly liver enzymes' monitoring during treatment and two to four weeks after completion.

-In case of sequential treatment, evaluation of liver enzymes before treatment, then monthly during the first two courses and after each course.

-Any clinical signs suggestive of liver injury must lead to a control of liver enzymes.

Indications for UPA have also been modified:

-Preoperative treatment of three months to correct anemia -Sequential treatment only for women who are not eligible for surgery.

Non-eligibility for surgery

The concept of non-eligibility for surgery has never been mentioned before in the management of myomas. Preoperative use for UPA or GnRH agonists is usually aimed at correcting anemia, alleviating symptoms and/or decreasing myoma size.

The concept of women not eligible for surgery as a requirement for long term sequential treatment is a new paradigm which raises questions and requires a reflection.

Surgical and anaesthetic contraindications

There is no ambiguity for this definition in case of:

• Major anaesthetic risk: ASA 3 and higher

• Surgical risks related to a multi-operated women with high risk of adhesions

• Surgical risks related to obesity

• Impossibility to perform satisfactory surgery (multiple intramural myomas)

• Recurrence after surgery These clinical situations all represent women potentially not eligible for myoma surgery and therefore a good indication for long term sequential treatment with UPA.

Infertile women or women who desire to get pregnant The desire to conceive (whatever the age) and infertility are important and very frequent clinical dilemmas when faced with symptomatic myomas, as using gamete donation may enhance delayed conception.

Laparoscopic or open myomectomy can generate intra-peritoneal and intra-uterine adhesions and can therefore impair fertility. However there is no clinical evidence of a benefit of myomectomy for fertility except for type 0, 1 or 2 myoma.

Laparoscopic and open myomectomy also increase the risk of uterine rupture (around 1%), especially when uterine cavity is opened [START_REF] Gambacorti-Passerini | Trial of labor after myomectomy and uterine rupture: a systematic review[END_REF]. The need for a subsequent caesarean section is also greatly increased.

In women who wish to get pregnant, avoiding surgery is a real option to reduce these risks [START_REF] Capmas | Are synechiae a complication of laparotomic myomectomy?[END_REF]. In these cases, sequential treatment can be an option even if these women do not have any contraindication to surgery and are therefore eligible.

Women who refuse surgery

Is it justified to consider these women 'non eligible' for surgery? The benefit / risk balance must be taken into account. Hysterectomy by any route has a mortality rate of 3 per 10,000. Early postoperative complications are evaluated between 25% and 40% [START_REF] Brummer | FINHYST, a prospective study of 5279 hysterectomies: complications and their risk factors[END_REF]. Myomectomy (open or laparoscopy) has also a risk of severe morbidity.

Uterine embolization also has potential complications, which mainly include an increased risk of adhesions, infection and uterine wall necrosis [START_REF] Godfrey | Uterine necrosis after uterine artery embolization for leiomyoma[END_REF][START_REF] Saiga | The Relationship Between Gelatin Sponge Preparation Methods and the Incidence of Intrauterine Synechia Following Uterine Artery Embolization for Postpartum Hemorrhage[END_REF] .

The choice to use sequential treatment in these women must be based on the different alternatives each with their own risks and benefits.

In some women with heavy abnormal uterine bleeding, refusal of surgery may lead to severe anemia and the need for blood transfusions. Is it then inappropriate to propose sequential treatment with UPA?

Women with a planned surgery after a preoperative course of ulipristal acetate who have complete resolution of their symptoms. These women will not undergo surgery, as they are not symptomatic anymore. This fact concerned more than 60% of women in the Premya study [START_REF] Fernandez | Real world data of 1473 patients treated with ulipristal acetate for uterine fibroids: Premya study results[END_REF], but in case of symptoms' recurrence a few months or years later, should we propose them a new course of treatment using UPA?

CONCLUSION:

Despite the new requirements to reduce the hepatic toxicity risk related to the prescription of UPA, its place in the therapeutic arsenal for myomas remains essential. Preoperative indication remains a valid option. For sequential treatment, non-eligibility for surgery is now part of the selection criteria.

The crucial element in answering this question is the benefit / risk balance for each woman between surgical and medical management. Morbidity and mortality rates associated with the potential liver toxicity of UPA (1/100,000 for severe toxicity and 0.9/100,000 for morbidity) are lower than those related to surgery (mortality rate between 30 and 60/100,000 and morbidity rate between 3280 and 14660/100,000) [START_REF] Spilsbury | Morbidity outcomes of 78,577 hysterectomies for benign reasons over 23 years[END_REF].

Finally, a medico-economic analysis performed in France in 2015, showed an important reduction in the number of myoma surgery (5645 procedures saved between 2013 and 2015). If this trend persists, the savings in France between 2014 and 2019 could be up to 20 million euros with preoperative use of UPA alone and up to 40 million euros including the prescription of sequential treatment. This would constitute without a doubt a real societal benefit [START_REF] Fernandez | Economic impact of ulipristal acetate on surgical procedures for uterine fibroids in France[END_REF].
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ABSTRACT:

Ulipristal Acetate (UPA) is the only selective progesterone receptor modulator currently approved for medical management of myomas. Following several cases of liver toxicity during UPA treatment, new recommendations of PRAC (Pharmacovigilance Risk Assessment Committee) and EMA (European Medicines Agency) have been proposed, including a pre-therapeutic assessment of liver function and a close monitoring during treatment. Repeated courses of UPA have also been restricted to women who are defined as "non-eligible" for surgery. This article raises important questions and tries to provide clarification about the concept of 'non-eligibility' for myoma surgery. KEY WORDS: Fibroids; Ulipristal acetate; non-eligibility for surgery