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Histiocytosis X      
eosinophilic granuloma

Diffuse reticuloendotheliosis

Hand–Schuller–Christian disease

Letterer–Siwe disease 

Langerhans Cell histiocytosis: LCH



• Bone
• Pituitary
• Skin
• Lungs
• Liver
• Lymph nodes
• CNS

Emile JF, et al. Blood. 2016; Goyal G, et al. Leuk Res. 2023; Makras P, et al. Pediatr Blood Cancer. 2020



LCH and predilection for the 
Hypothalamic-Pituitary (HP) axis

• Sites of involvement
• Hypothalamus
• Stalk
• Pituitary gland

• Types of involvement
• Infiltration
• Scarring - fibrosis
• mass
• Radiotherapy induced

Endocrine Involvement

- Up to 30% of patients

- AVP-D: Most common (30–60%), usually 
first manifestation

- Anterior Pituitary Dysfunction (APD):
• GH deficiency (42–55%)
• Gonadotropin deficiency (30–58%)
• Secondary adrenal insufficiency (up to 

21%)
• Secondary hypothyroidism (~25%)

- PRL elevation in infundibular infiltration

Makras P, et al. JCEM. 2024



LCH and the skeleton

Bone Involvement

- Most common site affected in 
adults

- 'Punched out' lytic lesions in 
skull, mandible, pelvis, 
mandible, ribs

- Reduced bone mineral 
density (20% of adults)

Goyal G, et al. Blood. 2022  
Makras P, et al. JCEM. 2025



• Bone
• CNS
• Pituitary
• Kidney
• Lungs
• Aorta
• Retroperitoneum

Haroche J, et al. Blood. 2012; Goyal G, et al. Blood. 2020 



Endocrine and skeletal manifestations in ECD

Goyal G, et al. Blood. 2020; Makras P, et al. JCEM. 2025



Makras et al. JCEM 2025

From endocrinopathy to the diagnosis of a histiocytic disorder



How to add a new patient

Click on “Add” from the menu tab “Patients” Fill in all mandatory fields in the Common Data Elements, choose test patient box and “SYSTEMIC 
& RHEUMATOLOGICAL” to use the LCH module



Fill in the mandatory fields in the condition group section



Fill in the mandatory fields in the condition group section



Access for a patient to the Core Registry

If your patient consented for the access to the Core 
Registry:

After ticking the correspondent answer, ‘Patient Access’ 
button will appear automatically in the menu

You need to know your patient’s e-mail address. The system will 
send the invitation link. You can write an additional message and 
choose preferred language. On the platform patient can see the 
information about him/her and fill in the  PROMs.



Fill in patient’s data



Fill in patient’s data



Fill in patient’s data

ECD



Thank you for your 
attention!

pmakras@gmail.com
info@adultlch.gr
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Ways to contact us:

eurreb.eu

registries@lumc.nl

drop-in sessions via Zoom

European Registries for Rare Endocrine 

and Bone Conditions   

Thank you




