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55 y/o male

1990s
Left thigh tingling and weakness

2008
Right hand tingling
MRI brain lesions
Diagnosed with multiple sclerosis

2017
Difficulty talking and walking
Multiple treatments for MS
Brain biopsy- inflammation

Case from the clinic




Histiocytic Neoplasms

* Rare (3-5 cases/million/year)

 Growth of abnormal blood cells
(histiocytes) in organs

e Can affect any organ system

Chronic (slow growing)

Erdheim-Chester disease
Xanthogranuloma family disorders
e Rosai-Dorfman disease

e Langerhans cell histiocytosis

mmd  Aggressive (fast growing)

e Histiocytic sarcoma
e Langerhans cell sarcoma
e Interdigitating dendritic cell sarcoma




Manifestations of ECD

D '] NERVOUS SYSTEM - 40%
~ - ? AL I a s Dural, parenchymal, spinal cord and
Orbital masses ‘} : ’ 3 = ' ferve roots
L TN

ENDOCRINE - 50-70%
Most commonly dabetes inspidus,
which often precedes dagnosis;
hypothatamac and piluitary stalk
esions

DERMATOLOGIC - 25%
Xanthelasma-like: lesicas

RETROPERITONEUM - 40-50%
Wispy infiltration in perinephric region
“hairy kidney" and adrenal infiltration

~ A CARDIAC - 40-70%
Often involving right atnovenincular
groove and right atrial wail

TESTES - 3-5% BONES - 95%
May occur as hybeidioveriap y, Al J Osteascierosis around knees
disease with RDD 7 g

Goyal G et al. Mayo Clin Proc. 2019 Oct;94(10):2054-2071



Manifestations of LCH

ENDOCRINE - 50-70% [4 4
Most commonly diabeles msipitus, NERVOUS SYSTEM - 5%
which often precades diagnosis; | Dural lesions, often exdending from
hypothalamic and pituitary sm . caivarium
BONES - 60%
Rarely the “':;;‘: Osteotytic lesions. often ivolving skl

DERMATOLOGIC - 15-30%
. | Papular rash, rarely subcutaneous

nodules o xanthelasma-like lesions

RESPIRATORY - 50-60%
Often in smokers; upper lobe
predominant nodules
Progressing to imeguiar cysts
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Goyal G et al. Mayo Clin Proc. 2019 Oct;94(10):2054-2071



Manifestations of RDD

RESPIRATORY - 10-20%
Primanily mvolving large arways and
sinuses

DERMATOLOGIC - 50%
Lobular soft tissue lesions in the
subcutaneous space (arrow)

ASSOCIATED CONDITIONS:

1. Inherited: Familial RDD, autoimmune lymphoprofiferative

sydrome type 1
2 Neoplasia associated. Hodgion and Non-Hodglin
lymphoma, concomitant ECD (overtap syndrome)

3 kmmune-reated: Systemic lupus erythematous, i

h

juvenile arthrtis, autosmmune hemolytic anemia

e

NERVOUS SYSTEM - 10%
Dural and parenchymal

‘Al LYMPH NODES - 30-50%
May manifest as isolated cervical o
widespeead lymphadenopatiy

RETROPERITONEUM - 5-10%
I Wispy infiitration {asterisk) and renal
hitar masses {arrow)

BONES - 15%
Prenarily asteolyic lesions

Goyal G et al. Mayo Clin Proc. 2019 Oct;94(10):2054-2071



MAPK pathway mutations in histiocytosis
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Overlap or mixed histiocytic neoplasms

Erdheim-Chester Disease

Young age Old males;
LCH first testicular

Lymph nodes i
Langerhans cell P noces  Rosai-Dorfman

histiocytosis disease

Hervier B, et al. Blood. 2014 Aug 14;124(7):1119-26
O’Malley DP et al. Mod Pathol. 2010;23(12):1616-1623.
Razanamahery J,...Goyal G, et al. Haematologica. 2020 Jan; 105(1):e5-e8



How to diagnose histiocytosis?

Most histiocytic neoplasms Erdheim-Chester Disease
Diagnosis Requirements

Pathologic
Findings



ECDGA Mission

Support
research and
information
sharing

Support
affected
individuals

Raising awareness

e Early diagnosis of
ECD

L/
Adapted from https://www.erdheim-chester.org/about-us/



History Archives: LCH

DEFECTS IN MEMBRANOQUS BONES, EXOPHTHAL-
MOS, AND DIABETES INSIPIDUS

AN UNUSUAL SYNDROME OF DYSPITUITARISM; A CLINICAL STUDY

By Henry A. CurisTian, M.D., Boston, Mass.
(From the Medical Clinic of the Peter Bent Brigham Hospital, Boston, Mass.)

L etterer-
Siwe Diease

Eosinophilic
granuloma

Hand-
Schuller-
Christian X

disease Langerhans
cell
histiocytosis

- Specialist referral
PET/CT scans

Hand AR. Arch Pediatr. 1893;10:673-675.
Schuller A. Fortschr Roentgenstr. 1915;23:12-18.
Christian HA. Med Clin N Am. 1919;3:849-871.




History Archives: RDD

Sinus Histiocytosis Sinus histiocytosis
With Massive Lymphadenopathy Adenitis with lipid with massive
A Newly Recognized Benign Clinicopathological Entity excess |ym phadeno pat hy

Juan Rosai, MD, and Ronald F. Dorfman, MBBCh, St. Louis

Rosai-
Dorfman
disease

Specialist referral
PET/CT scans

P. Destombes. Bull Soc Pathol Exot Filiales. 1965 Nov-Dec;58(6):1169-75
Rosai J and Dorfman RF. Virchows Arch Pathol. 1969 Jan;87(1):63-70.



History Archives: ECD
Uber Lipnillitf,nulmnatose 1, "

Dr. William Chester, New-Yorlk.
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Specialist referral
PET/CT scans

Chester W. Virchows Arch Pathol Anat 1930;279:41.
Goyal G, et al. Blood (2020) 135 (22): 1929-1945



Can we achieve early ECD diagnosis?

What does ‘early ECD’ look like?

“Hairy kidney” Right atrial mass “Coated aorta”

ECD without bone involvement
Average 3 organs involved, BRAF ~15%

Emile JF, et al. Blood. 2016 Jun 2;127(22):2672-81



Case Conclusion

55 y/o male

Difficulty talking and
walking

2023
Worsening weakness
Went to another neurologist

2024
Suspicion of ECD
Skin exam showed thigh lesion A A _ o
Biopsy: Xanthogranuloma g X, - Cobimetinib

2024
Diagnosed with ECD

Started cobimetinib
Partial response




UAB Multidisciplinary Histiocytosis Program
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Histio-Care Network
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Histiocytic Disorder Follow-up Study

. o * Goal: To understand the various health problems experienced by patients
I
Participate! with histiocytic disorders

 Findings from the study will lead to development of guidelines for long-
If you or your loved one have term care of patients

ever been diagnosed with a What does the study involve?

histiocytic disorder * Answering a survey (45-60 min) about your health conditions
» Survey can be completed online or via paper form

* No need to travel- take the survey from the comfort of your home

Earn up to $25 for

Who can participate?
partICIpatlng! « Adults or children with ECD, LCH, RDD, or JXG
» At least 2 years since diagnosis

WHESTER » Family members of those who passed away
7
Ji}ﬁ * English-speaking

™
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‘ : <

//, .\

i If you are interested in participating or have any questions,
contact our study staff:

O'NEAL caNEEr Cenrer

W MEDICINE. PBAL AL

Phone: 1-866-438-1640  Email: histio@uabmc.edu




Take away suggestions

@ Many types of histiocytic neoplasms (slow or fast growing)
\

Diagnosis of ECD is complex- relies heavily on the clinician
Important to know about LCH and RDD due to overlaps

Need to know natural history of ECD or other subtypes

/
Critical to participate in research (ECD Registry, Histiocytic

Disorder Follow-up Study)

/
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