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e 32 rocna pacientka

* Lipoma regionis glutealis I. sin.

e 2 excizie Sedobelavej farby 3 x1.5x 1.3 cm
3,5x1,5x1cm
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OSIFIKUJUCI FIBROMYXOIDNY
TUMOR



Osifikujuci fibromyxoidny tumor
(OFMT)

nador neistej diferenciacie

intermediarny biologicky potencial

Enzinger 1989

dospeli v strednom veku

pomaly sa zvacsujuca ohrani¢ena masa (4 cm)

podkozie, sval, koncatiny, trup (prsnik,
paraspinalne)



OFMT

Makroskopicky

- ohraniceny, lobularny

- kompletna alebo nekompletna fibrozna kapsula
s arealmi osifikacie (81%)

Mikroskopicky

* fibrozne septa s osifikaciami, dystrofické
mikrokalcifikacie, kartilaginozne Ciapky

* mikroskopické loziska /mikronoduly aj mimo
kapsulu



OFMT

variabilna celularita

pruhy, ostrovceky, plachty, Cipkovité vzory,
individualne bunky, fiboromyxoidna matrix,
hyalinizacia

MAI: 0-40/50 HPF

(atypie, nekrozy, angioinvazia, infiltrativny
rast)



C
d

OFMT

nabdoidne bunky
nondroidna metap
psencia myxoidnyc

0
P

azia
n oblasti

olasti podobné MF
ericytarny rast

A, MPNST, SEF

syncytialne obrovké bunky

e

pidermoidné cysty






ICH

S-100 protein

Desmin

MUC4

Aktin

CK, EMA fokalne

CD56, CD57, NSE, CD10, GCDFP15
mozaikovita strata INI-1

Ki-67: 2 -40




OFMT

® XXX

e najmenej 1 atypicka Crta
(MAI >2/50HPF, vysoka
celularita s MAI <2/50HPF,
stredna cellularity a/alebo
stredna nuklearna atypia s
MAI <2/50HPF)

atypicky

e vysoky nuclear
grade alebo a
kombinacia vysokej
celularity a MAI
>2/50 HPF.




OFMT

vacsinou benigny, zriedkavo mts
17-27% recidiva (po kompletnej exstirpacii!)

lokalna recidiva typického OFMT 17% a 5%
riziko vzdialenych metastaz (Folpe a Weiss)

frekvencia recidiv a mts v atypickych OFMT
podobna

recidivy a mts aj po 10-12 .



OFMT

* neista diferenciacia (z nervovej posvy,
myoepitelialna, kartilagindzna, svalova
diferenciacia?)

* nador spojeny s translokaciou (translokacny
tumor)

* nerekapituluje normalnu liniu diferenciacie



Genetika

t(6;12)(p21;924.3)
preskupenia génu PHF1, 6p21,32

85% typickych, atypickych a malignych OFMT
fusion of na 12q924.3 (44%)
(Antonescu)

variantné fuzie: ZC3H7B-BCOR t(X;22)(p11;913),
MEAF6-PHF1, EPC1-PHF1 (aj u ESS)




* Genes Chromosomes Cancer. 2016 Aug 18.
doi: 10.1002/gcc.22400. [Epub ahead of print]

Expanding the molecular signature

of ossifying fibromyxoid tumors with two
novel gene fusions: CREBBP-BCORL1 and
KDM2A-WWTR1.

Kao YC12, Sung YS2, Zhang L2, Chen CL?, Huang
SC?%3, Antonescu CR?



https://www.ncbi.nlm.nih.gov/pubmed/27537276
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kao YC[Author]&cauthor=true&cauthor_uid=27537276
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kao YC[Author]&cauthor=true&cauthor_uid=27537276
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sung YS[Author]&cauthor=true&cauthor_uid=27537276
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhang L[Author]&cauthor=true&cauthor_uid=27537276
https://www.ncbi.nlm.nih.gov/pubmed/?term=Chen CL[Author]&cauthor=true&cauthor_uid=27537276
https://www.ncbi.nlm.nih.gov/pubmed/?term=Huang SC[Author]&cauthor=true&cauthor_uid=27537276
https://www.ncbi.nlm.nih.gov/pubmed/?term=Huang SC[Author]&cauthor=true&cauthor_uid=27537276
https://www.ncbi.nlm.nih.gov/pubmed/?term=Antonescu CR[Author]&cauthor=true&cauthor_uid=27537276
https://www.ncbi.nlm.nih.gov/pubmed/?term=Antonescu CR[Author]&cauthor=true&cauthor_uid=27537276
https://www.ncbi.nlm.nih.gov/pubmed/?term=Antonescu CR[Author]&cauthor=true&cauthor_uid=27537276

Abstract

Ossifying fibromyxoid tumor (OFMT) is an uncommon mesenchymal
neoplasm of uncertain differentiation and intermediate malignant
potential. Recurrent gene fusions involving either PHF1 or BCOR have
been found in 85% of OFMT, including typical and malignant examples. As
a subset of OFMT still lack known genetic abnormalities, we identified two
OFMTs negative for PHF1 and BCOR rearrangements, which were
subjected to transcriptome analysis for fusion discovery. The RNA
sequencing found a novel CREBBP-BCORL1 fusion candidate in an axillary
mass of a 51 year-old male and a KDM2A-WWTR1 in a thigh mass of a 36
year-old male. The gene fusions were validated by RT-PCR and FISH in the
index cases and then screened by FISH on 4 additional OFMTs lacking
known fusions. An identical CREBBP-BCORL1 fusion was found in an elbow
tumor from a 30 year-old male. Both OFMTs with CREBBP-BCORL1 fusions
had areas of typical OFMT morphology, exhibiting uniform round to
epithelioid cells arranged in cords or nesting pattern in
a fibromyxoid stroma. The OFMT with KDM2A-WWTR1 fusion involved
dermis and superficial subcutis, being composed of ovoid cells in
a fibromyxoid background with hyalinized giant rosettes. The S100
immunoreactivity ranged from very focal to absent. Similar to other
known fusion genes in OFMT, BCORL1, CREBBP and KDM2A are also
involved in histone modification. In summary, we expand the spectrum of
molecular abnormalities in OFMT with 2 novel fusions, CREBBP-BCORL1
and KDM2A-WWTR1, further implicating the epigenetic deregulation as
the leading pathogenetic mechanism in OFMT. © 2016 Wiley Periodicals,
Inc.



“.u..The OFMT with KDM2A-WWTR1
fusion involved dermis and superficial
subcutis, being composed of ovoid
cells in a fibromyxoid background with
hyalinized giant rosettes....”




15% OFMT su bez translokacie




Dif. dg.
Epiteloidny schwandm

Epiteloidny MNPPN

Myoepitelialne nadory (INI-1-, preskupenia
EWSR1, FUS, PLAG1) t(1;22)

EMCHS (5-100-, preskupenia NR4A3 na 9922)
t(9;22)
LGFMS (MUC-4, osifikacie, FUS-CREB3L2 g.f.)
t(7:;16)

SEF (EWSR1-CREB3L1 g.f)



Dif. dg.

Glomus tumor

Melaném

Extraskeletalny OSA versus maligny OFMT
GCT

Osifikujuca myositida

Plexiformny osifikujuci tumor













ZAVER

1. OFMT je zriedkavy nador s intermediarnym
biologickym potencialom - 2 typy: OFMT a
maligny OFMT

2. Morfologické ,overlap® s inymi nadormi MT,
dolezitost korektnej dg. (riziko recidivy,

metastazovania a smrti)



ZAVER

3. 85% OFMT — rekurentné genetické
preskupenia.

4. Je vztah medzi OFMT a ESS ?
5. Je pritomnost kolagenovych roziet asociovana
s fuziou KDM2A-WWTR1 ?

6. Genetické vysSetrenie — moznost rizikovej
stratifikacie (a terapeutickych stratégii)
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