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Klinické udaje

* 65-rocny muz
e stav po operacii pilocytického astrocytomu mozocka pred 50 rokmi

 aktudlne od roku 2017 zhorSovanie stability, od VI/2020 problémy
s choédzou



Zobrazovacie metody

* MRI:

e vyrazna atrofia mozocka, s multicystickou prestavbou vermis a vyrazne rozsirena IV. komora

* supratentorialne vlavo paraventrikularne niekolko nepravidelne sytiacich sa |ézii, najvacsie
samostatné lozisko tesne nad komorou v ploche 30 mm, loziska zasahuju do corpus
callosum, nalez v progresii...

* v.S. primarny viacloziskovy nadorovy proces — najskor GBM, menej pravdepodobne lymfom

* PET/MRI

e rozsiahly tumorézny proces vlavo, ktory sa $iri pozdiZ postcentralneho gyru az do capsula
interna a cez corpus callosum kontralateralne, pravdepodobne anaplasticky astrocytom s
rysmi gliomatosis cerebri vznikajuci na podklade difuzneho astrocytomu

* biopsia loziska subkortikalne parietalne vpravo
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Rosai-Dorfman-Destombes disease (RDD)

RDD = sinus histiocytosis with massive lymphadenopathy
e vzacna non-Langerhans cell histiocytoza

e 1965 (Destombes), 1968 (Rosai-Dorfman): benigna, ,self-limiting” |ézia - plati najma v pripade
postihnutia LU, koze...

casto s extranodalnym postihnutim

* kozZa, orbita/oko, respiracny trakt, kosti, CNS, retroperitoneum, GIT, GU..., ¢asto bez postihnutia
LU

mozné (multi)systémové agresivhe ochorenie

. ﬂysfunkcia postihnutého organu spésobena zapalom a fibrozou, indukovanou abnormalnymi
istiocytmi

Cast asociovana s lymfoproliferativnymi a autoimunitnymi ochoreniami, 1gG4...



1940-2020

e Rosai-Dorfman disease
* Desmoplastic small round cell tumor
 Spindle-cell epithelial tumor with thymus-like differentiation
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Goyal G et al.; Mayo Clinic Histiocytosis Working Group. Clinicopathological features, treatment approaches, and
outcomes in Rosai-Dorfman disease. Haematologica. 2020;105(2):348-357



Onkogénne mutacie v histiocytézach

Langerhans cell histiocytosis
Erdheim-Chester disease
Rosai-Dorfman-Destombes disease

* juvenilny xantogranulém

cca 1/3 (RDD) a az >1/2 (LCH, EChD) pripadov ma onkogénne mutdcie
» zapalové versus nadorové ochorenia?
e suvis LCH a Erdheim-Chester?
* mozZny prekryv RDD a LCH/Erdheim-Chester (,,mixed histiocytosis)

e vacésSinou v MAPK ceste (BRAF, MAP2K1, RAS, ARAF a dalsie)
e vzacnejSie alteracie v ceste PI3K-AKT (PIK3CA)
» potencialny terapeuticky ciel (BRAF, MEK inhibitory) — dobré klinické vysledky
* BRAF-mutované LCH pripady horSie reaguju na klasicku lie¢bu (steroidy, CHT)



Langerhans cell Erdheim—Chester Destombes—Rosai—Dorfman
histiocytosis disease disease

BRAFV600E

BRAFV600E
ARAF q‘-—"-AHAF

,,\ Fusions: BRAF, Fusians BRAF, ALK, NTR
Enknﬂw" ETV3-NCOA2 MAP3K1
N CSF1R

Papo M et al. Systemic Histiocytosis (Langerhans Cell Histiocytosis, Erdheim-Chester Disease,
Destombes-Rosai-Dorfman Disease): from Oncogenic Mutations to Inflammatory Disorders. Curr
Oncol Rep. 2019;21(7):62.



Receptor Tyrosine
Kinases (RTKs)

Kinasa Fusions
ALK
NTRK1
NTRE3

ERK1/2
Inhibitars

MAP Kinase
Pathway

BRAF VE00E

BRAF VGOOE BRAF Indels

Cohen Aubart F et al.
Histiocytosis and the nervous
system: from diagnosis to

ARAF oo BRAF VE00E targeted therapies. Neuro Oncol.
Langerhans Cell Histiocytosis Erdheim-Chester Disease Rosai-Dorfman-Destombes 2021 ,23(9) 1 433—46

MAP2K
MAFIKY MAP2KY
MAP2K1




Histiocytic and dendritic cell neoplasms
Histiocytic sarcoma

Langerhans cell histiocytosis, NOS
Langerhans cell histiocytosis, monostotic
Langerhans cell histiocytosis, polystotic
Langerhans cell histiocytosis, disseminated
Langerhans cell sarcoma

Indeterminate dendritic cell tumour
Interdigitating dendritic cell sarcoma
Follicular dendritic cell sarcoma
Fibroblastic reticular cell tumour
Disseminated juvenile xanthogranuloma
Erdheim-Chester disease

Rosai — Dorfman — Destombes disease ???

9755/3
9751/1
9751/1
9751/1
a751/3
9756/3
9757/3
9757/3
9758/3
9759/3

9749/3

WHO Classification of Tumours of
Haematopoietic and Lymphoid Tissues

Steven H. Swerdlow, Elias Campo, Nancy Lee Harris, Elaine 5. Jaffe, Stefano A. Pileri,
Harald Stein, Jiirgen Thiele, Daniel A. Arber, Robert P. Hasserjian,
Michelle M. Le Beau, Attilio Orazi, Reiner Siebert




C Group

» Cutaneous non-LCH
-XG family: JXG, AXG, SRH, BCH,
GEH, PNH
-Non-XG family: cutaneous RDD,
NXG, othjer NOS

« Cutaneous non-LCH
with a major systemic component

L Group

«LCH

«ICH

«-ECD

«Mixed LCH/ECD

R Group
« Familial Rosai-Dorfman Disease (RDD)
« Sporadic RDD

-Classical RDD

-Extra-nodal RDD

-RDD with neoplasia or immune disease
-Unclassified

M Group

* Primary Malignant Histiocytoses

» Secondary Malignant Histiocytoses
(following or associated with
another hematologic neoplasia)
Subtypes: Histiocytic, Interdigitating,
Langerhans, Indeterminate Cell

H Group
*» Primary HLH: Monogenic
inherited conditions leading to HLH
« Secondary HLH (non-Mendelian
HLH)
* HLH of unknown/uncertain origin

* A proportion of PIK3CA mutant patients have

concomitant BRAFYE00E mutations.

Emile JF et al. Revised classification of histiocytoses and neoplasms of the macrophage-dendritic cell lineages. Blood. 2016;127(22):2672-2681.



NGS v nasom pripade

* - TruSight Oncology 500 Panel - DNA cast

* Detekce somatickych mutaci v klinicky relevantnich oblastech 523
genu NGS kitem TruSight Oncology 500 (lllumina). Kit umoznuje
detekci mutacni naloze (TMB) a mikrosatelitni nestability (MSI):

* Ve vysetrovaném vzorku PROKAZUJEME klinicky vyznamnou mutaci genu
TP53 ¢.309C>G, p.(Tyr103Ter), AF: 12%.

* Prokazujeme NIZKOU mutacni naloz - (TMB: Low; 1,6 mut/Mb).
PROKAZUJEME NiZKOU mikrosatelitni nestabllltu (I\/ISI L; 1,68 % lokusu).
NEPROKAZUJEME klinicky vyznamné pocetni zmény ve vysetrovanych genech.

* - TruSight Oncology 500 Panel - RNA cast:

* Ve vySetrovaném vzorku NEPROKAZUJEME fuzni transkript zadného z
vysetfovanych genu



Atypicky variant RDD? VS histiocyticky sarkdm

Received: 12 May 2020 Revised: 22 August 2020 Accepted: 12 September 2020

DOI: 10.1111/cup.13883

WILEY

CASE REPORT

KRAS 117N positive Rosai-Dorfman disease with atypical features

Zainab A. Jafri’ © | Shivani P. Reddy MD?® | David S. Cassarino MD, PhD?

J Cutan Pathol. 2021;48:147—
150
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...treatment with the MEK inhibitor cobimetinib.... interval CT imaging revealed a mild decrease in size of the liver,
lung, and midline abdominal masses after 2 months of therapy, but several follow-up imaging studies over the next
year did not show significant changes in the mass lesions...



Dakujem za pozornost!
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