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adult xanthogranulomatous diseases (AOXGD):
spectrum of histiocytoses presenting as (peri)ocular & orbital masses
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AOXGD

type | lpresemtation

AOX Adult-onset xanthogranuloma mostly solitary lesions often affecting lacrimal

gland & eye muscles;

AAPOX Adult-onset asthma and periocular xanthogranuloma  mostly isolated, but sometimes associated with

NBX Necrobiotic xanthogranuloma

ECD Erdheim-Chester disease

lymphadenopathy and B-cell dysfunction

mostly affecting eyelids and can be associated
with hematological neoplasms/lymphoma

retrobulbar/apical involvement often as part of
systemic disease
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PERK and Cyclin D1 are indicators of MAPK pathway activation
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Methods

ing for PU.1, Cyclin D1 and pERK
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Phosphorylated ERK results
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Cyclin D1 results
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Molecular and immunohistochemical characteristics of AOXGD patients
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Conclusions and take home message

PERK and Cyclin d1 are surrogate indicators of MAPK pathway activation irrespective of
concurrently present driver mutation(s);

25% of (peri)orbital AOXGD biopsies display no pERK* and/or Cyclin D1* histiocytes, a
situation comparable to control xanthalasma;

4/7 (57%) of AOXGD patients with mutation-driven MAPK activation relapsed versus
8/21 (35%) without mutation;

Molecular analysis of (perio)orbital biopsies may help to identify patients at risk of
recurrent disease

XG1 & XG2 (peri-oral)

KRAS ¢.34G>C (12%) KRAS ¢.34G>C (18%) KRAS ¢.34G>C (19%) KRAS ¢.34G>C (23% [1] & 22% [2])
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analyzed by NGS
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