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Advisory board: AbbVie, Almirall, Amgen, Baxalta, Biocad, Boehringer Ingelheim, Celgene, Dermavant, Eli-Lilly, Leo Pharma, Janssen, Mylan, Novartis, Pfizer, Sun Pharmaceuticals, UCB Speaker: AbbVie, Boehringer Ingelheim, Celgene, Eli-Lilly, Leo Pharma, Janssen, Novartis, Pfizer, UCB Consultant: AbbVie, Almirall, Amgen, Boehringer Ingelheim, Celgene, Eli-Lilly, Janssen, Kyowa-Kirin, Leo Pharma, Novartis, Pfizer, UCB Grant support: Boehringer-Ingelheim, Leo Pharma, Pfizer Hidradenitis suppurativa (HS) is a chronic inflammatory skin disease primarily involving the pilosebaceous unit. Although the recent approval of adalimumab and the offlabel use of infliximab widened the treatment armamentarium in moderate-to-severe HS, a significant proportion of severe HS cases still remain refractory to monotherapy with TNF inhibitors. [START_REF] Kimball | Two Phase 3 Trials of Adalimumab for Hidradenitis Suppurativa[END_REF][START_REF] Ghias | High-dose, high-frequency infliximab: A novel treatment paradigm for hidradenitis suppurativa[END_REF] Evidence for upregulated mTORC1 pathway in HS lesions has raised the interest of mammalian target of rapamycin inhibitors in this disease. [START_REF] Vita | Activated mTORC1 signaling: The common driving force of type 2 diabetes and hidradenitis suppurativa[END_REF] We herein report 9 patients with severe HS who received sirolimus as rescue therapy.

We performed a single-center retrospective study of patients who received sirolimus for severe HS in the Dermatology Department of the Saint-Louis Hospital, between January 2014 and April 2020. Sirolimus was administered orally at a progressively increased dosage, combined with TNF inhibitors. Criteria used to initiate sirolimus were Hurley III stage disease associated with persistent disease activity resulting in a Hidradenitis Suppurativa-Physician Global Assessment (HS-PGA) of moderate (3), severe (4) or very severe (5), despite TNF-α inhibitory therapy and/or wide excision surgery. For each patient, data were retrospectively collected and included age at diagnosis and at sirolimus initiation, gender, body mass index, clinical phenotype, [START_REF] Canoui-Poitrine | Identification of Three Hidradenitis Suppurativa Phenotypes: Latent Class Analysis of a Cross-Sectional Study[END_REF] comorbidities and history of treatments. Efficacy was assessed using HS-PGA, Dermatology Life Quality Index (DLQI), Visual Analogic Scale (VAS) assessment of pain and C reactive protein (CRP) serum level. Pharmacokinetics parameters were also recorded. Complete (CR) and major responses (MR) were respectively defined by HS-PGA scores of 0 (clear), and of 1 or 2 (minimal or mild) with a drop of at least 2 points versus baseline. The primary outcome was the proportion of patients achieving a CR or MR at 12 weeks with sustained response at 24 weeks. Nine patients were included. Their characteristics are presented in Table 1. Seven patients concomitantly received infliximab, and two respectively adalimumab and certolizumab pegol, for a median duration of 8 months (IQR: 4-18) at the time of sirolimus treatment onset. Other concomitant therapies consisted of glucocorticoids and isotretinoin, each respectively in two cases. The median follow-up under sirolimus therapy was 15 months (8-21). Two patients achieved a CR, and five patients achieved MR. Sirolimus also allowed a decrease of prednisone daily dosing from 45 (30-60) to less than 10 milligrams for 2/2 cases.

Other variables and subgroup responses are presented in Table 1. Regarding safety, one case of erysipelas was reported, but no cytopenia, hyperglycemia nor dyslipidemia was observed.

In this study, sirolimus combined with infliximab or adalimumab allowed to achieve clinically meaningful responses in patients with severe HS refractory to high doses of TNF inhibitors alone. [START_REF] Ghias | High-dose, high-frequency infliximab: A novel treatment paradigm for hidradenitis suppurativa[END_REF] The present study, together with the report of sirolimus efficacy in one case of PAPASH, [START_REF] Gottlieb | Ps APASH and PASS autoinflammatory syndromes: Phenotypic heterogeneity, common biological signature and response to immunosuppressive regimens[END_REF] and with evidence for mTOR activation as a pattern of HS inflammation, [START_REF] Vita | Activated mTORC1 signaling: The common driving force of type 2 diabetes and hidradenitis suppurativa[END_REF] raise the interest to investigate further this strategy in severe HS. We acknowledge the limitations inherent to a small-scale retrospective study lacking a control group, using HS-PGA as a suboptimal outcome measure. [START_REF] Kimball | Two Phase 3 Trials of Adalimumab for Hidradenitis Suppurativa[END_REF] Prospective controlled studies are needed in order to accurately assess efficacy and safety of mTOR inhibitors in severe HS. 

Figure 1 .

 1 Figure 1. Hidradenitis suppurativa lesions from patient 2, with abscesses and inflammatory nodules of axillary (up left) and inguinal (bottom left) areas under infliximab 10mg/kg as single agent therapy. On the right panel, note the remarkable clinical improvement with remission of inflammatory lesions and remaining non inflammatory scars, three months after the initiation of sirolimus 5mg.

Table 1 .

 1 Clinical characteristics of patients, response and pharmacological parameters Week 52; CR: Complete Response, MR: Major Response, DLQI: Dermatological Life Quality Index, VAS-pain: Visual Scale Analysis of pain, CRP: C-Reactive Protein; Rif + Moxi + Metronidazole: Rifampicine + Moxifloxacine + Metronidazole

	Clinical characteristics at baseline			
	Female		5 (56)	
	Age (years)		29 (27-34)	
	Time since diagnosis (years)		6 (4-10)	
	Smoking status			
	Active smoker		0 (0)	
	Former smoker		2 (22)	
	Body Mass Index (kg/m2)		26.3 (25.3-28.0)	
	Subgroup response	Number at baseline	CR or MR at W24 (n=9)	CR or MR at W52 (n=7)
	Clinical phenotype 3			
	LC1	3 (33)	3/3 (100)	1/1 (100)
	LC2	4 (44)	3/4 (75)	3/4 (75)
	LC3	2 (22)	1/2 (50)	1/2 (50)
	HS-PGA at baseline			
	4 (severe)	2 (22)	2/2 (100)	1/1 (100)
	5 (very severe)	7 (78)	5/7 (71)	4/6 (66)
	Concomitant treatment			
	Infliximab	7 (78)	7/8 (87)	4/5 (80)
	Adalimumab	1 (11)	1/1 (100)	1/1 (100)
	Certolizumab	1 (11)	0/1 (0)	0/1 (0)
	Evolution of clinical and biological parameters	At baseline	At W24 (n=9)	At W52 (n=7)
	DLQI: median (IQR)	15 (13-18)	11 (1.5-13)	2 (1.5-17)
	VAS-pain: median (IQR)	6.0 (5.0-7.5)	1.0 (0.25-1.0)	2 (1-3)
	CRP: median (IQR)	32 (19-52)	6 (3-12)	8 (2-21)
	Pharmacological parameters	At baseline		At W24
	Sirolimus			
	Dose (mg)	1 (1.0-1.2)		3 (3-4)
	Trough plasma level (ng/mL)			8.6 (7.3-8.8)
	Concomitant treatments			
	Infliximab (n=7)