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To the editor, Bullous pemphigoid (BP) affects older individuals who frequently exhibit several comorbidities and a subnormal renal function. [START_REF] Brick | A population-based study of the association between bullous pemphigoid and neurologic disorders[END_REF] Oral corticosteroids are efficient but their toxicity warrants consideration for alternative treatments. [START_REF] Williams | Doxycycline versus prednisolone as an initial treatment strategy for bullous pemphigoid: a pragmatic, non-inferiority, randomised controlled trial[END_REF] Low-dose methotrexate (5-10mg/week) is a reportedly effective option. [START_REF] Kjellman | A retrospective analysis of patients with bullous pemphigoid treated with methotrexate[END_REF][START_REF] Du-Thanh | Combined treatment with low-dose methotrexate and initial short-term superpotent topical steroids in bullous pemphigoid: an open, multicentre, retrospective study[END_REF] Whether the recommended avoidance of methotrexate for patients with impaired renal function [START_REF] Warren | British Association of Dermatologists guidelines for the safe and effective prescribing of methotrexate for skin disease 2016[END_REF] should apply to BP patients treated with low-dose methotrexate remains unclear. We investigated its safety among patients with different levels of renal function at the time of treatment initiation.

We performed a retrospective cohort study including all BP patients aged >70 years diagnosed based on clinical assessment and histopathology in 2006-2015 at the dermatology department of Karolinska University Hospital (Stockholm, Sweden). For inclusion and exclusion criteria, see Mendeley Figure 1. Patients' characteristics at diagnosis were abstracted from electronic health records. Renal function was estimated with the CKD-EPI equation for glomerular filtration rate (eGFR). Three groups of eGFR were defined: normal (>60mL/min/1.73m 2 ), intermediate (45-60mL/min/1.73m 2 ), and low (<45mL/min/1.73m 2 ).

The follow-up covered the period of exposure to methotrexate, plus 90 days after the end of treatment.

A total of 232 patients were included (Mendeley Tables 12). The mean age was 84.6 (SD 6.7) years. Methotrexate was the first-line treatment in 221 (95.3%) patients at a median dose of 5 (range 2.5-12.5) mg per week, was continued for a median of 459 days (Mendeley Table 3). Dose increase occurred for 50.9% of patients, rarely exceeding 12.5mg per week. Overall, 147 (63.4%) patients were considered in total remission. During follow-up (max 10.6 years), the overall mortality rate was 25.5 (21.9-29.6) per 100 person-years. After adjusting for relevant confounders by using a Cox proportional hazard regression model, patients with intermediate and normal eGFR had similar risks of death (Figure 1). The observed excess risk of mortality among patients with low eGFR compared with those with normal eGFR was not statistically significant (HR 1.40, 95% 0.85-2.32). In secondary analyses, the hazard ratio for death in the low eGFR group increased progressively with time, from 1.07 (95% CI 0.55-2.07) during the first year of treatment up to 2.81 (95% CI 1.41-5.62) after methotrexate discontinuation (Mendeley Table 4). There was no increase in the rate of adverse events leading to unplanned hospitalizations among patients with low and intermediate eGFR compared with normal eGFR (Table 1).

Methotrexate is inexpensive and widely available. Our findings suggest that the use of lowdose methotrexate among BP patients with moderately impaired renal clearance at the time of treatment initiation is safe (as evidence by the fact that it was not associated with a higher risk of mortality during the treatment period). The excess risk of death among patients with low eGFR compared with those with normal renal function became clinically significant only after the end of the methotrexate regimen, which indicates that methotrexate is unlikely to be the cause of this excess risk of death. When prescribing low-dose methotrexate to older bullous pemphigoid patients with low eGFR, careful biological and clinical monitoring is warranted to adjust the posology whenever necessary. 

Figure 1 -

 1 Figure 1 -Survival among patients with bullous pemphigoid according to renal

Table 1 -Adverse events during follow-up (n=232 patients) Event eGFR >60 mL/min/1.73m 2 N=127 eGFR 45-60 mL/min/1.73m 2 eGFR <45 mL/min/1.73m 2

 1 

		No.	Rate per 100 person-	No.	Rate per 100	HR (95% CI)	No.	Rate per 100	HR (95% CI)
		events	years	events	person-years		events	person-years	
	No. individuals	127		48			54		
	Unplanned hospitalizations								
	Any serious event	42	22.8 (16.9-30.9)	8	8.7 (4.4-17.4)	0.38 (0.16-0.79)	13	20.2 (11.8-34.8)	0.66 (0.33-1.33)
	Renal failure	0	0	0	0	-	3	4.2 (1.4-13.0)	-
	Liver failure	0	0	0	0	-	0	-	-
	Bone fracture	12	5.3 (3.0-9.3)	3	2.8 (0.9-8.8)	0.13 (0.03-0.67)	2	2.8 (0.7-11.1)	0.30 (0.06-1.44)
	Infections	28	13.6 (9.4-19.7)	5	5.2 (2.2-12.5)	0.46 (0.17-1.25)	6	8.9 (4.0-19.7)	0.60 (0.23-1.54)
	Hematological	1	0.4 (0.06-2.8)	0	0	-	3	4.2 (1.4-13.1)	11.1 (0.49-254.0)
	Gastroenterological	5	2.0 (0.8-4.8)	1	0.9 (0.1-6.5)	0.84 (0.08-9.47)	2	2.8 (0.7-11.1)	1.32 (0.19-9.03)
	Other	1	0.4 (0.06-2.8)	0	0	-	0	0	-
	Clinician-reported outcomes								
	Dose decrease								
	Clinical adverse event	3	1.2 (0.4-3.7)	3	2.8 (0.9-8.8)	1.19 (0.20-7.06)	3	4.3 (1.4-13.3)	1.88 (0.34-10.27)
	Renal impairment	0	0	1	0.9 (0.1-6.5)	-	5	7.3 (3.0-17.6)	-
	Other biological AE	8	3.3 (1.7-6.6)	0	0	-	4	5.7 (2.1-15.2)	0.91 (0.25-3.29)
	Treatment switch								
	Clinical adverse event	5	2.0 (0.8-4.8)	2	1.8 (0.5-7.3)	0.81 (0.13-5.03)	6	8.4 (3.8-18.6)	2.87 (0.71-11.65)
	Renal impairment	3	1.2 (0.4-3.7)	4	3.7 (1.4-9.8)	3.96 (0.72-21.66)	4	5.6 (2.1-14.8)	3.66 (0.63-21.39)
	Other biological AE	6	2.4 (1.1-5.3)	2	1.8 (0.5-7.3)	1.42 (0.23-8.63)	5	7.0 (2.9-16.7)	3.14 (0.73-13.46)
	Abbreviations : HR hazard ratio, AE adverse event						
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