Supplemental material

Legend of Figures and Table

Supplemental Figure1 Kaplan-Meier analysis of all 64 Langerhans Cell Histiocytosis Central Diabetes Insipidus (LCH CDI) patients with the estimated appearance of anterior pituitary deficiency (APD). 
Supplemental Figure 2.  Kaplan-Meier analysis of 23 Langerhans Cell Histiocytosis Central  Diabetes Insipidus (LCH CDI) patients with anterior pituitary deficiency (APD). The estimated appearance of APD. 
Supplemental table 1   Median follow-up after Central Diabetes Insipidus (CDI) diagnosis was 9.16 y (interquartile range, 3–13.8y). Median chronological age at Langerhans Cell Histiocytosis( LCH) diagnosis was 2.32 y (interquartile range, 1.74 -4.11). Sex distribution showed predominance of male sex 1.2. The primary sites of LCH at diagnosis were as follows: 19 had unisystem (US) (29.6 %)  (10 US unifocal  (6 bone and 4 CNS localization) and 9 US multifocal bone lesions (MF); the remaining 45 (70.3 %) patients had multisystem disease (MS). In 24/45 (53.%), LCH affected low risk organs (MS LR) and in 21 patients (46.6 %) risk organs were involved (MSR). All but 5 had skull bone risk lesions. Thirty patients in the whole group (46.9%) had had one or more reactivations of the disease during follow-up. Seven patients diagnosed before 1995 had received low-dose cranial radiotherapy (10-15 GY) to the hypothalamic-pituitary region( HPR) Initial MRI was performed in 51 patients. The images revealed the following findings:  absence of neurohypophysis (n:22), thickening of the pituitary stalk (n:19) ,  arachnoidocele/cyst (n:7), expansive lesions (T) affecting the HPR (n:7) and the brain or meninges, not  HPR (n:4). The MRI was normal in five. Patients with T affecting HPR had clinical forms ( unisystem disease (US) (n: 4), Multi-system Low Risk (Risk Organ-) (MSLR) (n:2), and MSR (n:1). One patient in the US group had a brain tumour in HPR and multiple parenchymal lesions. 
 Median age at CDI diagnosis was 3.04 years (range, 1.32 -17.72 y). CDI was diagnosed simultaneously with involvement of other sites in 27 patients (42.1%), followed by involvement of other sites in 30 (46.8%) cases, and was isolated at diagnosis in seven (10.9 %) cases. 
Supplemental Table 1
Clinical characteristics of the 64 pediatric LCH CDI patients.

	Patients (n)
	64

	CA (y) at LCH D

median

quartiles
	2.32

1.74-4.11

	Clinical presentation (n;%)

US UF
US MF
US CNS
MS LR
MS LR (HPmass)

MSR
MSR (HPmass)
	6; 9.8

9;14.1
4 ;6.3
24;37.5

2/24;8.23
21 ;32.8
1/21;4.7

	CDI D (n)

   Prior LCH D
   On LCH D

   Posterior LCH D
	 7

 27

 30

	Sex distribution (n;%)
	Male: (36; 56)

Female;(28,43)

	HP Radiotherapy (n)
	7

	Follow–up (y) 

median

quartiles
	9.16 

3.0-13.8

	Reactivations (n ;%)
	30 ;46.9


LCH: Langerhans Cell Histiocytosis, Chronological age (CA), CDI: Central Diabetes Insipidus, n: number of patients, US: unisystem, UF: unifocal, MF: multifocal, MS: multisystem, LR: low risk, MSR: (RO+) were defined as those organs (liver, spleen, and/or haematologic system) that, when they are compromised, increase the risk of dying from the disease.
D: diagnosis, HP: hypothalamo –pituitary, y: years
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