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...bezprostredna anamnéza

05/2016 LAP v pravej inguine

07.2016 extirpacia LU — MTS Ca s IHC profilom CK7+,
BCA225+, CA125+, ER+, WT1 fok.+, CK20-, MMG-,
GATA3-, Vim-Z: MTS stredne az malo dif. ACa;
v.s.gynekologické origo, najskor ide o (serdzny?) Ca

ovaria alebo endometria

second-look opinion u nas

/: metastaza high-grade ser6zneho ACa v LU; prim.
origo nadoru bude vzhladom na pozitivhy dokaz
CK7, WT-1, p16 a ER oblast Zzenského genitalu
(ovarium, resp. sek. miilleriansky systém - panvové

peritoneum)
karol.kajo@ousa.sk




...nie€o z anamnézy

68-rocna PM pacientka

1987 - ME+EA |.sin. pre Ca mammae, T3N1bMO,
kl.St. 11

10/2013 lok. recidiva v jazve po ME- Tu priemeru
17mm. Histologicky- IDC, G3; IHC: ER 35%;PgR do
3%; Ki67 55%; HER2 2+. HT Al letrozol (od 07.11.2013
— doteraz)

07/2011 vagin. HYE a plastika ant. vag. a
kolpoperineoplastiku (Histolog. nalez- atroficka
maternica, v myometriu s adenomyozou, v cervixe a
v junkCnej zone porcia s hlienovymi cystami; atrofia

pravej tuby)
karol.kajo@ousa.sk




USG a CT

st.p. HYE, v oblasti pravého ovaria sa zobrazuje
hypodenzné cystické lozisko velkosti do 24mm,
oblast lavého ovaria bez lozZiskovych zmien

dorzokranialne od moc. mechura, vtlaca sa do jeho
dorzalnej steny - viac vpravo ovdlne hypodenzné
pomerne homogénne lozisko velkosti 58x40mm,

bez vyraznejsSieho vysycovania, bez velkostne;
dynamiky od 07/2016; bez suvisu s adnexami ani s
moc. mechurom.

bez patologicky zvacsenych LU v malej panve, bez ascitu, peritoneum bez
infiltracie

inguiny - vpravo zmnozené limitné LU - v kranialnej osi do 10mm, vlavo
prevazne tukovo transf. nesusp. LU

zobraz. skelet - klinovite znizené tela stavcov Th4 a Th5 s deStruovanymi
hornymi krycimi pléskami - v.s. na podklade patolog. fraktury; degenerat.

zmeny skeletu
karol.kajo@ousa.sk




USG a CT SD-IAP 645




PET/CT

nalez vysoko susp. hypermetabolického loziska v
malej panve retrovezikdlne paramedialne vpravo (v
tesnom kontakte s pravymi adnexami)

dop. MR MP a zvazit histologizaciu

v ostatnych popisovanych lokalitach nenachadzame
patologicky zvysené hromadenie 18FDG

v CT progresia v.s. fibroadhezivnych zmien bazalne
vpravo; stacionarne drobné noduly peribronchialne
vlavo- nejednoznacnej etiologie

karol.kajo@ousa.sk



operacia 28.2.2017

e extirpatio tumoris pelvis minoris, adnexect. bilat.

;» peroperacna biopsia
[ ——

e tumordzny utvar (6x5x5cm) na povrchu s
priebehom tuby (cca 3cm), na reze prevazne

nekrotické tkanivo

histologicky ide jednoznacne o solidne rastucu
malignu neoplazmu v.s. epitelového pévodu s
vyssie uvedenymi nekrobiotickymi zmenami

odkaz na definitivnu histologiu

I : * |lymphadenectomia pelvis et

paraaortalis, omentectomia totalis

karol.kajo@ousa.sk
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Case Reports

International Journal of Surgical Pathology
1-8

Intralymphatic Histiocytosis of the © The Author(s) 2017

Reprints and permissions:
i i H b. /journalsPermissions.nav
Appendix and Fallopian Tube Associated 537 miiess
journals.sagepub.com/homelijs

With Primary Peritoneal High-Grade, ©SAGE
Poorly Differentiated Adenocarcinoma
of Miillerian Origin

68 rocna zena s ILH v appendixe a tube pri HG PD adenokarcindme
Mullerianského povodu. Nalez obrovskych viacjadrovych buniek —
udajne 1x s postihnutim visceralnych organov a s malignym
nadorom gynekologického systému

in dilated lymph vessels. Although the majority of ILH patients present clinicaily WItn various 1orms or cutansous
manifestation, rare extracutaneous incidences have been reported in the literature. To date, ILH has not been described
in an internal visceral organ. We report the case of a 68-year-old woman who underwent an appendectomy during
a surgical procedure for a primary peritoneal high-grade, poorly differentiated adenocarcinoma of Miillerian origin.
Although no malignancy was identified in the appendix, the appendiceal mucosa and submucosa were expanded by dilated
vascular channels harboring aggregates of uniform epithelioid cells. Similar histological changes were also identified in the
right fallopian tube. Immunohistochemical studies revealed the lymphatic nature of the vessels and the histiocytic origin
of the intravascular cells. Of note was the presence of scattered multinucleated giant cells in the histiocytic population,
a histological feature not described hitherto in ILH. To the best of the authors’ knowledge, this is the first case of ILH
harboring multinucleated giant cells, involving internal visceral organs, and associated with a malignant tumor of the
gynecological system. As such, the current case report expands the clinical and histological spectrum of ILH.
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definitivna dg

high-grade serdzny karcindm adherujuci na fimbridlnu ¢ast
uterinnej tuby (tubarny pévod? primarny peritonealny HG
serdzny karcindm Miillerianskeho pévodu?)

obe ovaria+lava tuba bez neoplastickych zmien

PATOLOGICKE STADIUM: pT2bpN1pMx (staging akceptujuci
nalez predtym diagnostikovanej MTS v ingvinalnej LU)

+

Addendum:

* nalez nezvycajne dilatovanych lymfatickych ciev v oblasti
oboch vajickovodov s epiteloinymi histiocytmi v lumene
(mononukledrne aj obrovské viacjadrové formy/ CD68+) - ide
o zriedkavu intralymfaticku histiocytozu

karol.kajo@ousa.sk




pooperacny priebeh

e 8.3.2017 - dehiscentio suturae post
laparotomiam, FIGO IIB.

v pooperachom obdobi - opakované
punkcie fluidothoraxu a ascitu; CT
potvrdena mikroembolizacia segment.
vetiev AP; zahajena antitromboticka
liecba

24.3.2017 - hrudna drenaz pre opak.
vyskyt fluidothoraxu; stabilizacia
zdravotného stavu, pac. prelozena na
onkol. oddelenie NsP Nitra

karol.kajo@ousa.sk



Intralymfaticka histiocytéza (ILH)

zriedkavy, reaktivny stav charakterizovany
pritomnostou agregatov mononuklearnych

histiocytov (makrofagov) v dilatovanych lymfatikach

(Requena et al, Intralymphatic Histiocytosis. A Clinicopathologic Study of
16 Cases. Am J Dermatopathol. 2009; 31: 140-151)

takmer vylucne v kozi pri benignych alebo

malignych léziach (napr. reumatoidna artritida,
ortopedické kovové nahrady...)

zriedkavo extrakutanne - znamych len 7 pripadov, napr.
ustna dutina — bukalna sliznica — imitacia lymphangioma
circumscriptum u 35-r.zeny (Park et al, 2014), laryngealna sliznica
— dva pripady 39- a 35-r.(Reznitsky et al, 2016), aortalne chlopne
— dva pripady — 69- a 65-r. (Val-Bernal et al, 2016) + jeden pripad
ako nas (Tran et al, 2017)

karol.kajo@ousa.sk



ILH v kozi Intralymphatic Histiocytosis. A Clinicopathologic
Study of 16 Cases
Luis Requena, MD,* Laila EI-Shabrawi-Caelen, MD,7 Sarah N. Walsh, MD, [§Y

Sonia Segura, MD, Mirjana Ziemer, MD,** Mark A. Hurt, MD, Y
Omar P Sangiieza, MD,[§ and Heinz Kutzner, MD77

Am | Dermatopathol ® Volume 31, Number 2, April 2009 Intralymphatic Histiocytosis




ILH v kozi

Intralymphatic Histiocytosis. A Clinicopathologic
Study of 16 Cases

Luis Requena, MD,* Laila EI-Shabrawi-Caelen, MD,7 Sarah N. Walsh, MD, [§Y
Sonia Segura, MD, Mirjana Ziemer, MD,** Mark A. Hurt, MD, Y
Omar P Sangiieza, MD,[§ and Heinz Kutzner, MD77




Intralymphatic Histiocytosis. A Clinicopathologic
Study of 16 Cases

Luis Requena, MD,* Laila El-Shabrawi-Caelen, MD,7 Sarah N. Walsh, MD, }§Y
Sonia Segura, MD,! Mirjana Ziemer, MD,** Mark A. Hurt, MD, ¥
Omar P. Sangiieza, MD,}§ and Heinz Kuizner, MD717




Bricf Report

https://dei.org/10.5021/ad.2017.29.2.237
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ILH

1.x opisana O’Grady et al (1994) — ako intravaskularna
histiocytdza — predpoklad, ze ide o dilatované krvné kapilary
(77-r.zena s erytémom nad I. kolenom; Mac387+/Kp1+)

v .1999 Rieger et al, 2pct / jeden z nich s reumatoid.atritidou
— Spekulovanie o vztahu IVH a IV reaktivnou
angioendoteliomatézou — hypotéza, ze ide o v€asné stadium
IV reaktivnej angioendoteliomatdzy — organizacia
mikrotrombov s naslednou endotelovou proliferaciou

r.2000 (Pruim et al) — predpoklad, Ze ide o lymfatika — histiocyticka
lymphangitis

r.2003 (Magro a Crowson) - 3pct. s infiltrativnym erytémom

r.2004 (Takiwaki et al.) — 4 pct. erytem.plaky s RA; IV alebo IL histiocytdza

Okazaki et al (2005) potvrdili, ze ide o lymfat. cievy na
zaklade dokazu D2-40 — podoplaninu (selektivny marker pre
lymf. endotélie)

v sucasnosti sa preferuje termin ILH

karol.kajo@ousa.sk



ILH - rozdelenie

e primarna (idiopatickd) —||* sekunddarna - (v 50%

cca 20% ILH asociovana s RA);
ostatné Cinitele —
systémoveé zapalové
ochorenia, neoplastické
procesy, infekcie, kovove
nahrady kibowv...

karol.kajo@ousa.sk



ILH - dif.dg.

primarny karcindm — endolymfaticka propagacia
nadorovych embolov (CK+)

metastaticky karcinom — CK+

reaktivna angioendoteliomatéza — RAE (CD31+/D2-

40-) — 2 varianty (maligna — lymfomatdzna — agresivny IV ML / benigna -
hyperplasticka)

- intravaskularny ML — takmer vylucne v lumene ciev; B- menej T-ML; CNS a koza

- IV reaktivna angioendoteliomatoza — organizacia mikrotrombov a proliferacia endotélii
(pri infeké.chorobach- tbc, bakterialna endokarditida, a pod.), kryoproteiny,
chemoterapia, HPV8 / d6sledok leukocytoklastickej vaskulitidy???

 myeologénna leukémia
* intravaskularny mezotelovy reflux (CK+/kalretinin+)
 Destombes_Rosai_Dorfman choroba
* Melkersson-Rosenthal sy
e sklerozujuca lymfangitida penisu
e granulomatdzna lymfangitida skrota a penisu




ILH — histomorfologické charakteristiky
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agregaty histiocytov
v dilatovanych
lymfatickych cievach

mononuklearne
histiocyty maju
ovoidné/hrozienkovité?
jadra, dobre definovanu
cytoplazmaticku
membranu a hojnu
eozinofilnu cytoplazmu

viacjadrové elementy
boli opisané len
jedenkrat — tran et al (2017)
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ILH - IHC charakteristiky

CD68(PGM1)+; Lyve-1+;
Prox-1+; CD31+;
CD163+; CD45+/-;
lyzozym +/-

endotel lymfatickych
ciev CD31; CD34; D2-40

CK (AE1/AE3/CK7/CK20)
negat.

CD1a a Langerin negat.
$100 negat!!!

karol.kajo@ousa.sk



ILH asociovana s malignitou (7ran et al; 2017)

Zdroj

lokalita

klinika

asoc. stavy

malignita

pricina

C50

RA+

Rieger obe opuch, induracia, RA

et al. 1999 horuca koza bilat. LS

Requena et stehno erytém, induracia RA Merkel Ca RA+
al.2009 LS

prsnik erytém jazvy C50 LS

predlaktia

prsnik erytém C50 LS

horné opuch, Merkersson- Melanoma LS
viecko Rossenthal sy in situ

velké skvrny MM

rameno
LS

Echeverria- erytém, lividné

Skvrny, TBC LS

pektoral.
Garcia et al. oblast
2010
Cornejo rameno erytémovy nodul- C34 LS
et al.2016 MTS
Tran APP/FT
et al. 2017
suhrn 8x koza

Prim.perit. LS

panvova bolest,

zvacsovanie brucha Ca

100% LS;
50%RA

6x extra

1x extra 3x kozna

malignita



ILH — patogenéza — nejasna / hypotéza

STAZA LYMFATICKEJ DRENAZE

kongenital. abnormal. lymf. cievy; poskodenie ciey,
napr. infekcia, trauma, chir.zakrok, radiacia, chron.zapal, parazity...

karol.kajo@ousa.sk



ILH — patogenéza — nejasna / hypotéza

STAZA LYMFATICKEJ DRENAZE

kongenital. abnormal. lymf. cievy; poskodenie ciey,
napr. infekcia, trauma, chir.zakrok, radiacia, chron.zapal, parazity...

PERZISTENCIA ANTIGENOV,
LYMFANGIEKTAZIE LOK. IMUNITNA DYSFUNKCIA,
CHRON. ZAPAL
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ILH — patogenéza — nejasna / hypotéza

STAZA LYMFATICKEJ DRENAZE

kongenital. abnormal. lymf. cievy; poskodenie ciey,
napr. infekcia, trauma, chir.zakrok, radiacia, chron.zapal, parazity...

PERZISTENCIA ANTIGENOV,
LYMFANGIEKTAZIE LOK. IMUNITNA DYSFUNKCIA,
CHRON. ZAPAL
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ILH — patogenéza — nejasna / hypotéza

STAZA LYMFATICKEJ DRENAZE

kongenital. abnormal. lymf. cievy; poskodenie ciey,
napr. infekcia, trauma, chir.zakrok, radiacia, chron.zapal, parazity...

PERZISTENCIA ANTIGENOV,
LYMFANGIEKTAZIE LOK. IMUNITNA DYSFUNKCIA,
CHRON. ZAPAL

PROLIFERACIA A AGREGACIA HISTIOCYTOV

karol.kajo@ousa.sk




sk

jo@ousa.

SD-1AP 645
ka

le LU,

karol

ac
lyvom MTS

de

R Sl oA
e Lo
t ....,VL
N A2

ipa

I &4

dy lymfatickej drenaze vp

V 4

dklade extirp

\V4

drenaz v.s. na po

a

’

.
o
€
O
v
(©
c
>
©
N
Q

patogen
blok

narusena

ILH
resp




preco je tento pripad zaujimavy? SD-IAP 645

* doteraz opisanych len cca 60 pripadov ILH
e 7. pripad pri extrakutannej malignite

e 2. pripad ILH vo vnutornom visceralnom organe aj s
obrovskymi viacjadrovymi elementami

truefalse.sk




Michal M, Kazakov DV, Dundr P, et al. Histiocytosis With
Raisinoid Nuclei: A Unifying Concept for Lesions Reported
Under Different Names as Nodular Mesothelial/ Histiocytic
Hyperplasia, Mesothelial/Monocytic Incidental Cardiac
Excrescences, Intralymphatic Histiocytosis, and Others:

A Report of 50 Cases. Am J Surg Pathol 2016; 40(11):1507-1516.

*50 pripadov histiocytarnych proliferacii v rdznych castiach tela
(nodular mesothelial/histiocytic hyperplasia, nodular histiocytic
aggregates, mesothelial/ monocytic incidental cardiac excrescences,
reactive eosinophilic pleuritis, histioeosinophilic granuloma of the thymus,
and intralymphatic histiocytosis)

* dif.dg tazkosti — MTS CA alebo LCH

e vSetky tieto lézie maju rovnaké morfologické, IHC a patogenet.
charakteristiky, a preto predstavuju ten isty patologicky proces
* na zaklade ich typickych nuklearnych ¢ft by mali byt oznacené

spoloénym ndzvom "histiocytosis with raisinoid nuclei,,

karol.kajo@ousa.sk




...addendum

Michal M, Michal M. The unifying concept of histiocytosis with
raisinoid nuclei: A new evidence that intravascular /
intralymphatic histiocytosis and MICE belong in the same
spectrum of lesions. Pathol Res Pract 2017; 213(3): 292.

... vzhladom na vyskyt Ca mammae a HG serozneho
karcindmu u pacientky zvazovana alteracia BRCA1/2,
preto bola odporucena na genetickeé vysetrenie
...08.11.2017 este nebol znamy vysledok moznych
germinalnych ani somatickych mutacii
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