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SESJA PLENARNA I

Rola patologa w erze leczenia spersonalizowanego

przewodniczacy/chairmans: Andrzej Marszalek (Poznan), Jan Kotarski (Lublin)

L1
Rozpoznanie patomorfologiczne
GPS-em klinicysty

Wiodzimierz Olszewski

Department of Lung and Chest Tumours, Maria Sklodowska-Cu-
rie Institute — Oncology Center, Warsaw, Poland

Streszczenia nie nadestano.

L2
Leczenie spersonalizowane — oparcie
w badaniu patomorfologicznym

Dariusz Kowalski

Maria Sklodowska-Curie Institute — Oncology Center,
Warsaw, Poland

Streszczenia nie nadestano.

L4

Mielofibroza i mastocytoza — znaczenie
zintegrowanej analizy klinicznej,
histopatologicznej i genetycznej

Joanna Goéra-Tybor, Katarzyna Budziszewska,
Monika Prochorec-Sobieszek

Institute of Hematology and Transfusion Medicine, Warsaw,
Poland

Sponsor: Novartis

Streszczenia nie nadestano.

L5
Diagnostyka molekularna w raku
jajnika — wspoélpraca interdyscyplinarna

Sponsor: AstraZeneca

Streszczenia nie nadestano.

L3

Wspoélpraca pomiedzy siecia biobankéw
a patologami w erze medycyny
personalizowane;j

Jarostaw Skokowski

Department of Medical Laboratory Diagnostics and Bank

of Frozen Tissues & Genetic Specimens, Medical University

of Gdansk, Gdansk, Poland

Department of Surgical Oncology, Medical University of Gdansk,
Gdansk, Poland

Streszczenia nie nadestano.

L6
Zastosowanie techniki NGS w praktyce
klinicznej

Maciej Borowiec
Department of Clinical Genetics, Medical University of Lodz,
Poland

Sponsor: Perlan Technologies

Streszezenia nie nadestano.
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SESJA

Patologia klatki piersiowej — nie tylko nowotwory, nie tylko rak pluca

przewodniczace/chairmans: Renata Langfort (Warszawa), Malgorzata Szotkowska (Warszawa)

L7
Zmiany rozsiane w plucach — mozliwosci
rozpoznania patomorfologicznego

Renata Langfort

National Institute of Tuberculosis and Lung Diseases, Warsaw,
Poland

Pojecie ,zmian rozsianych” w plucach jest szero-
kim okre$leniem, ktére obejmuje zaréwno choroby
nowotworowe, jak i ogromne spektrum nienowotwo-
rowych choréb, przede wszystkim zapalnych.

Wsrdd rozrostéw nowotworowych, w postaci wie-
loogniskowych zmian moga wystepowaé pierwotne
postaci raka pluca, najczedciej gruczolakoraki tapetu-
jace, brodawkowe, sluzowe, rozrosty neuroendokryn-
ne, gtéwnie rozlana samoistna hiperplazja komorek
neuroendokrynnych (diffuse idiopathic pulmonary neu-
roendocrine cell hyperplasia — DIPNECH), choroby
limfoproliferacyjne oraz przerzuty nowotworowe.
Rozpoznanie mikroskopowe wymaga pobrania ade-
kwatnego materiatu tkankowego lub cytologicznego
(najlepiej potaczonego ze sporzadzeniem cytoblocz-
kéw). W niektérych przypadkach, zwlaszcza w dia-
gnostyce rozrostow limfoidalnych oraz w réznico-
waniu przerzutéw, niezbedne jest przeprowadzenie
badan immunohistochemicznych z wykorzystaniem
odpowiedniego panelu przeciwcial. W réznicowaniu
zmian przerzutowych istotne jest réwniez poréwna-
nie preparatéw mikroskopowych aktualnie ocenia-
nych zmian w plucu z wezesniej usunigtym nowo-
tworem. W wielu sytuacjach jest to najlepsza metoda
umozliwiajaca ustalenie wlasciwego rozpoznania.

Pojawienie sie w plucach zmian rozsianych jest
czestym objawem $rédmiazszowych chordb zapal-
nych, ktére stanowig heterogenng grupe ponad 200
schorzen (interstitial lung diseases — ILD). Zwykle ILD
charakteryzujg sie podostrym lub przewleklym prze-
biegiem, postepujaca dusznoscia i zréznicowanym
obrazem morfologicznym. Dotycza przede wszystkim
obwodowych struktur uktadu oddechowego, gléwnie
pecherzykéw, oskrzelikow, zajmujac stopniowo zrazi-
ki ptucne. Istota ILD jest przede wszystkim pojawie-
nie si¢ naciekéw zapalnych z réznie zaawansowanym
wléknieniem podscieliska miazszu, czesto polaczo-
nego z przebudowa struktury ptuca. Zmiany moga
by¢ rozlegle, zajmuja duze fragmenty miazszu pluca
lub wystepuja ogniskowo, jako rozproszone, czasami

nieregularne ogniska. Czesto wykazuja predylek-
¢je do okreslonych struktur anatomicznych. Bywaja
jednoczasowe, o podobnym obrazie histologicznym
lub réznoczasowe, charakteryzujac si¢ zrdznicowa-
niem morfologicznym, aktywnoscia i zaawansowa-
niem. Rozpoznanie mikroskopowe ILD jest trudne,
co wynika z ograniczonej liczby reakcji miazszu ptuca
w odpowiedzi na liczne czynniki uszkadzajace. Po-
nadto podobny obraz mikroskopowy moze pojawiaé
si¢ w réznych jednostkach chorobowych, jak réwniez
w przebiegu jednego schorzenia wystepuja rézno-
rodne zmiany morfologiczne. Brak swoistoci zmian
morfologicznych wymaga dokladnej korelacji obrazu
mikroskopowego z danymi klinicznymi i z badania-
mi obrazowymi, przede wszystkim tomografiag kom-
puterowg o wysokiej rozdzielczosci.

Istotne znaczenie dla mozliwosci rozpoznania hi-
stopatologicznego ma charakter zmian, rodzaj pobra-
nego materialu oraz miejsce, z ktérego pobrano wy-
cinki. Biopsja przezoskrzelowa pluca (transbronchial
lung bigpsy — TBLB) jest skuteczna metoda w roz-
poznawaniu choréb zajmujacych oskrzela i otaczaja-
cy miazsz pluca (np. sarkoidoza, AZPP), natomiast
jest malo przydatna w chorobach przebiegajacych
z widknieniem i przebudowa (np. IPF). W tych przy-
padkach zdecydowanie lepsze efekty przynosi wide-
otorakospia czy biopsja otwarta pluca, do niedawna
uznawane za ,zloty standard” ustalenia rozpoznania
mikroskopowego ILD. Obydwie metody pozwalaja
na pobranie reprezentatywnych, kilikucentymetro-
wych wycinkéw, z kilku miejsc, umozliwiajac tym sa-
mym nie tylko ocene wystepujacych zmian, lecz tak-
ze przesledzenie ich lokalizacji, zaawansowania oraz
zrdznicowania morfologicznego.

W ostatnim czasie coraz wigksze znaczenie zdoby-
wa kriobiopsja, gdyz uzyskany material jest wickszy
niz pozyskiwany w trakcie TBLB, w zwiazku z czym
moze by¢ réwniez przydatny w diagnostyce ILD
przebiegajacych z widknieniem.

Aktualnie ,zlotym standardem” istotnym w roz-
poznaniu ILD jest wspélpraca interdyscyplinarna
obejmujaca klinicyste, radiologa, patologa i torako-
chirurga.

Korelacja danych klinicznych z obrazem radiolo-
gicznym i pobranie wycinkéw z najbardziej miaro-
dajnych miejsc miazszu pluca znamiennie wplywaja
na mozliwosci ustalenia prawidlowego rozpoznania
histopatologicznego.
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L8
Ziarniniaki w badaniu mikroskopowym
— czy to zawsze gruzlica?

Ewa Kaznowska

Clinical Department of Pathomorphology, Fryderyk Chopin
Provincial Specialist Hospital, Rzeszow, Poland

Ziarniniaki sa najczesciej spotykanymi zmianami
patologicznymi w ptucach i w wielu przypadkach sta-
nowia wyzwanie diagnostyczne. Rozpoznanie histo-
patologiczne wymaga znajomosci specyficznych cech
réznicujacych zmiany ziarniniakowe.

Zdecydowana wickszo$¢ ziarniniakéw w ptucach
ma podloze infekcyjne i jest wywolana przez myko-
bakterie i grzyby. W grupie nieinfekcyjnych ziarni-
niak6w wymienia si¢ wystgpujace w przebiegu sarko-
idozy, ziarniniakowatosci i zapalenia naczyn (dawniej
choroby Wegenera), zapalenia ptuca z nadwrazliwo-
Sci, hot tube lung, zachlystowego zapalenia ptuca i ziar-
niniakowato$ci w przebiegu ekspozycji na talk.

Ustalenie rozpoznania w przypadku stwierdzo-
nych ziarniniakéw w plucach jest niezwykle trudne.
W pierwszej kolejnosci nalezy wykluczy¢ przyczyny
infekcyjne, w czym istotna rolg odgrywa znajomos¢
charakterystycznych cech budowy mikroskopowej, ro-
dzajéw odczynéw wywolywanych przez drobnoustroje
i interpretacji barwieni specjalnych. Dalszym krokiem
jest poszukiwanie charakterystycznych cech histolo-
gicznych ziarniniakéw nieinfekcyjnych. W prakeycz-

SESJA

nym podejsciu do réznicowania choréb ziarniniako-
wych pluc pomocny jest algorytm diagnostyczny.

L9

Miedzybloniak oplucnej — mozliwosci
i ograniczenia diagnostyki
mikroskopowej

Aldona Wozniak
Laboratory of Histopathology, Wielkopolska Center of Pulm-
onology and Thoracic Surgery of Eugenia and Janusz Zeyland,

Poznan, Poland

Streszczenia nie nadestano.

L10
Nowotwory srodpiersia — morfologiczna
i genetyczna diagnostyka réznicowa

Matgorzata Szotkowska
Warszawa

Streszczenia nie nadestano.

Choroby cywilizacyjne watroby. Czes¢ I11

przewodniczacy/chairmans: Andrzej Gabriel (Katowice), Bozena Walewska-Zielecka (Warszawa),

Krzysztof Bardadin (Warszawa)

L11

Nowe kryteria oceny morfologicznej
w NASH - zalecenia polskiej grupy
ekspertéw NASH

Andrzej Gabriel
Warszawa

Streszczenia nie nadestano.

L12

Alkoholowa i niealkoholowa
stluszczeniowa choroba watroby jako
czynniki ryzyka nowotworow

Michat Kukla
Katowice

Streszezenia nie nadestano.
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L13
Cholestazy wewnatrzwatrobowe
dorostych — meandry diagnostyki

Andrzej Habior
Warszawa

Streszczenia nie nadestano.

L14
Cechy morfologiczne oraz diagnostyka
réznicowa cholestaz watroby

Bozena Walewska-Zielecka
Warszawa

Streszczenia nie nadestano.

L15
Suplementy diety, leki pozarecepturowe
— €O na to nasza watroba?

Krzysztof Simon
Wroclaw

Streszczenia nie nadestano.

SESJA

L16

Morfologiczne cechy uszkodzenia
watroby zwigzane z uzywaniem
suplementow diety i lekow
pozarecepturowych

Agnieszka Haton
Department of Pathomorphology and Oncological Cytology,
Wroclaw Medical University, Poland

Lower Silesian Oncology Centre, Wroclaw, Poland

Streszczenia nie nadestano.

L17
Niekontrolowane zazywanie NLPZ — co
na to na uklad pokarmowy?

Agnieszka Kunecka
Lodz

Streszczenia nie nadestano.

Aspekty prawne wykonywania zawodu patomorfologia

przewodniczacy/chairmans: Radzistaw Kordek (£6dz%), Jolanta Orfowska-Heitzman (Krakéw)

L18
Patomorfolog — jak si¢ obroni¢ przed
nieuzasadnionym atakiem

Jolanta Orlowska-Heitzman
Krakéw

Streszczenia nie nadestano.

L19
Zwloki i szczatki ludzkie — prawo
i granice absurdu

Radzistaw Kordek

Department of Pathology, Chair of Oncology, Medical University
of Lodz, Poland

Streszczenia nie nadestano.
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L20

Badanie materialu: miedzy pieniedzmi
a etyka

Andrzej Marszatek

Department of Oncologic Pathology and Prophylactics, Poznan
University of Medical Sciences, Poland

Department of Oncologic Pathology, Greater Poland Cancer

Centre, Poznan, Poland

Streszczenia nie nadestano.

SESJA HISTORYCZNA DE MORBIS ET MEDICIS
przewodniczacy/chairmans: Ewa Izycka-Swieszewska (Gdansk), Jacek Gulczyniski (Gdarisk)

121
Pathology and the Tudor Royal Family

Matthew Clarke
London, United Kingdom

Streszczenia nie nadestano.

122

Paleopathology of the natural mummies
from the Ragusa Province (S-E Sicily,
XVIII-XX century)

Luca Ventura!, Claudio Caruso?, Giuseppe Voi?,
Alessandro Causarano®, Guido Romeo®*,
Valentina Pensiero®

'Division of Pathology, San Salvatore Hospital, L'Aquila, Italy
*Health Care Residence, Busacca Hospital, Scicl, Italy

Division of Radiology, Busacca Hospital, Scicli, Italy

“Department of Diagnostic Imaging and Radiology, Maggiore
Hospital, Modica, Italy

"NEPTIS Training Project, Researchers and experts in high tech-
nology and technological innovation applied to cultural heritage,

University, Palermo, Italy

Sicily represents the Italian region with the larg-
est collections of mummies. Beside the well-known
series of Palermo, Savoca, and Comiso, addition-
al mummies were listed in the province of Messina
(north-eastern Sicily) during the last decade. Recent-
ly, we had the opportunity to survey new examples

of mummified remains in the south-eastern area
of the region (Ragusa province). Some of these mum-
mies were also studied by a conservative approach,
yielding significant information about the diseases
of ancient inhabitants of the island.

The church of Santa Maria della Consolazione in
the city of Scicli dates back to the XVI century. After
surviving undamaged to a major earthquake in 1693,
it was expanded in a Baroque style and finished in
the beginning of XIX century. Its funerary charac-
ter is suggested by the name itself (consolation for
the dead) and witnessed by several discoveries of hu-
man remains, mortuary chapels and crypts within
the building through the years. In 2008, consoli-
dation works allowed to confirm the presence of 20
crypts under the church floor, containing a great
number of skeletal remains and 6 mummies buried
in coffins. A preliminary survey of the bodies enabled
us to date them back to XVII-XIX century and to
establish that they belonged to 3 men and 3 women
in a preservation state varying from excellent to poor.
A complete paleopathologic study was proposed but,
unfortunately, could not be carried out as the mum-
mies were unaccountably reburied under the pave-
ment. Other remains had been discovered in the same
church at the beginning of XX century. During the II
World War, a single mummified body was found in
a room beneath the frontal staircase of the building.
This mummy, named the “Queen of the Moors”, was
recovered and moved to another church, where it is
still displayed in a glass/wooden case.

This mummy underwent external inspection, as
well as digital radiology and CT scanning. Amorphous
material was highlighted in the posterior cranial fos-
sa, along with portions of the meningeal wrappings,
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which were also visible within the vertebral column.
Tissue remnants were also present inside the orbits.
Thoracic and abdomino-pelvic organs appeared ex-
tremely well preserved and readily recognizable. All
these findings confirmed the natural mummification
process, due to rapid dehydration, possibly related to
hot dry climate.

All but eight superior and all the inferior elements
were present, with two molars displaced postmortem
into the right cheek and the larynx. Focal deposits
of tartar were observed on the anterior teeth, which
also displayed mild periodontitis and severe dental
wear. Transverse lines on the anterior teeth were re-
conducted to enamel hypoplasia.

Diffuse right pleural adhesions were observed,
along with subpleural tiny calcifications of the lung
and a paratracheal calcified nodule measuring 21 X
16 X 12 mm. Such findings were consistent with
primary pulmonary tuberculosis. Left lung appeared
normally collapsed.

Small (2—3 mm) phleboliths were identified within
the pelvis. Neither growth arrest (Harris) lines, nor
fractures could be noted in the standard radiograms
of the long bones.

The church of Sant’Anna in the city of Modica was
built in 1686, on the pre-existing chapel of S. Calog-
ero, attached to a Franciscan Convent. No significant
structural damage was suffered by the church during
the major earthquake occurred in 1693, which par-
tially destroyed the friary. Since the end of the XIX
century, the lack of planned maintenance resulted
in a progressive decay of the building and in recent
times the ceiling collapsed on the floor in the cen-
tral part of the church. During the restoration works,
many tombs and crypts were unveiled. In the crypt
beneath the Crucifix altar, two mummified human
bodies were found and recovered. In the year 2000,
they were provisionally stored in a wooden case near
the altar, to be occasionally showed to visitors.

Both mummies, identified as MSA 1 and 2, were
submitted to visual inspection, digital radiology, and
CT scanning.

The body of MSA1 was complete and in a very
good state of preservation, belonging to a bearded
man, dressed in clothes from the first half of XIX cen-
tury. The age at death, according to dental wear and
radiologic data, was 40 %5 years. The mummy mea-
sured 170 cm in length and belonged to a slim sub-
ject, with no signs of anthropogenic manipulation.
Amorphous material (remnants of encefalic tissues)
was highlighted in the upper posterior cranial fos-
sa, along with portions of the meningeal wrappings.
Thoracic and abdomino-pelvic organs appeared ex-
tremely well preserved and readily recognizable.
These findings confirmed the occurrence of natural
mummification, due to rapid dehydration, possibly
related to hot dry climate.

All dental elements were present, but two molars:
left lower first and right upper third were lost ante
mortem. Neither significant deposits of tartar nor
dental wear were observed. Diffuse left pleural adhe-
sions were observed, along with multiple, tiny calcifi-
cations of the lung and a peribronchial calcified nodule
measuring 14 mm in largest diameter. Such findings
were consistent with primary pulmonary tuberculosis.
The right lung appeared normally collapsed.

The body of MSA2 was complete and in a very
good state of preservation, belonging to an old man,
with wide remnants of clothes from the end of X VIII
century. The age at death, according to dental wear
and radiologic data, was at least 75 years. The mum-
my measured 166 c¢m in length and belonged to
a plump subject (as displayed by the abundant cu-
taneous folds) with no signs of anthropogenic ma-
nipulation. Amorphous material was evident in
the posterior cranial fossa with a clearcut distinction
of cerebellum. Thoracic and abdomino-pelvic organs
appeared extremely well preserved and readily recog-
nizable. These findings confirmed the occurrence
of natural mummification, due to rapid dehydration,
possibly related to hot dry climate.

A 36 X 15 mm incision with smooth borders was
observed in the fourth right intercostal space. A left
fibrothorax with multiple calcifications of the lung,
and a single right costal adhesion with partial lung re-
traction were observed. Such findings were consistent
with primary pulmonary tuberculosis and suggested
the possibility of a traumatic or iatrogenic pneumo-
thorax. Additional radiologic findings include multi-
ple gallbladder or right renal stones, multiple phle-
boliths in the pelvis, and severe osteoarthritis of the
spine and the right hip. The presence of a bandage
around the left knee, a leaf on the right ankle, and
a chalky device on the right foot probably indicate
analgesic medications.

The mummies found in the Ragusa province rep-
resent uncommon examples of natural mummifica-
tion in the Sicilian scenario, characterized by huge
numbers of bodies obtained by artificial or sponta-
neous-enhanced mummification. These uneviscerat-
ed, mummified bodies allowed to identify different
pathologic conditions and to understand social sta-
tus and health conditions of the subjects. A point
of great interest is that all the subjects investigated
were affected by pulmonary tuberculosis. Such find-
ing highlights the impact of this disease on the is-
land population during the last centuries. Moreover,
the possibility of iatrogenic pneumothorax, if con-
firmed, would antedate its introduction in medical
practice of at least one century.

Other pathological findings, such as cutaneous
folds, pelvic phleboliths, dental status, and gallstones
may yield indirect information about social status and
nutrition of past inhabitants of the island. The histor-
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ical and biological heritage of mummies needs to be
properly surveyed and protected, but also adequate-
ly studied by multidisciplinary teams of experts.
The presence in such a team of at least one skilled
anatomic pathologist, well trained in the study of an-
cient human remains represents an undeniable con-
dition. Moreover, as confirmed by other experiences
the use of fine resolution radiologic devices is to be
preferred to portable machines and fundamental in
obtaining virtual reconstructions of the bodies.

L23
Pathology Museum of Turin: historical
heritage and biological archive

Luisa Ferrari'?

'Division of Pathology Cardinal Massaia Hospital Asti, Italy
’Departments of Oncology Pathology Unit, University of Turin,
Torino, Italy

The Pathology Museum of the University of Tu-
rin has an old history. Its foundation dates back to
1818 as an “Anatomical Cabinet”. The Museum is
not now open to the public, even if it probably will be
in the near future. The Pathology Collection curren-
tly owned by the Museum contains old wet and dry
specimens dating back from the half of XIX century
to the period before WWII. These specimens were
collected by Professor Pio Fof and then by Professor
Ferruccio Vanzetti, his follower.

They were collected during autopsies and used for
educational purposes. In the Institute of Pathology
of Turin, the old original autopsy reports are still ho-
used. This increases the information about the speci-
men which label shows the autopsy number. These
specimens show diseases that no longer exist or in
their natural state unmodified by therapies.

Therefore, these specimens are a relevant and irre-
placeable historical heritage for the study of medicine.
However, their relevance is not only due to educa-
tional or historical purposes. The particularity of this
collection is that it was collected with a modern con-
cept as a Pathology Museum. Professor Pio For was
interested especially in infective and neoplastic disease,
therefore this collection is not very impressive as a col-
lection of “monster and mostruosity of nature” but it
is very informative as a biological archive. In recent
years, increasing attention is being paid to the study
of the wet specimens by modern techniques. A conse-
rvative approach has been used in Turin for this project
where many specimens are being studied as modern
ones with histochemical and immunohistochemical
stains and also with molecular biology. The possibility
of studying these specimens while using modern tech-

niques without damaging them offers the possibility
to investigate the natural history of the diseases, espe-
cially the neoplastic one.

The project of study and preservation of Pathology
Museum of Turin would be of great value for the hi-
storical heritage of these specimens and at the same
time an opportunity to study the old diseases using
modern re-evaluation.
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Professor Witold Nowicki — great
clinical pathologist of first half

of the XX century, Head

of the Department of Pathological
Anatomy (1919-1941) of the Medical
Faculty of Lviv Jan Kazimierz
University (dedicated to

the 150" anniversary of the birth)

Dmytro Zerbino, Liliya Volos, Vitaliy Ivashchenko

Department of Pathological Anatomy
and the Museum of Human Diseases, Danylo Halytsky Lviv

National Medical University, Lviv, Ukraine

Witold Nowicki is rightly considered as one
of the great clinical pathologist of the first half of XX
century. He was apprentice of the founder and first
head of the pathological anatomy department prof.
Andrzej Obrzut.

Aim of the study was to analyse achievements
of prof. Witold Nowicki in the field of medicine and
pathology in particular, his scientific and pedagogical
activity from modern perspective.

Analysis of medical, scientific, historical literature
and internet sources that relate to life and activity
of Witold Nowicki in Lviv, from 1902 to 1941, until
the last days of his life. Analysis of professor’s scien-
tific papers.

Witold Walerian Nowicki — Professor, Head
of the Pathological Anatomy Department (1919-
1941), Dean of Medical Faculty (1923-1924,
1939), President of the Lviv Medical Society (1920-
1921) and Lviv Fight Cancer Committee, Founder
of the Lviv University Museum of Hygiene (1930),
co-founder of the Morshyn resort. Was born in
18.07.1878 in Bochnia, Poland. In 1896 -1902 he
studied in medical faculty of the Jagiellonian Univer-
sity in Krakow. After obtaining of a diploma moved
to Lviv and assumed the post of assistant in institution
of the pathological anatomy. Since 1919 professor
W. Nowicki has held the institution of the patholog-
ical anatomy in Lviv. He remained rich scientific her-
itage — more than 90 papers in Polish, German and
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France languages. Result of many years of work in in-
stitution of the pathological anatomy in cooperation
with other teachers was fundamental three-volume
textbook Anatomia patologiczna, which was illustrated
by more than 1200 pictures, performed under per-
sonal management of W. Nowicki.

SESJA

In last days, he was ending his monograph devot-
ed to scleroma, which was published only after war in
1950 in Wroclaw. During German occupation of Lviv
in 4™ July 1941 W. Nowicki was arrested and shot
with other professors by Nazi Germans. His only son
Jerzy Nowicki was shot with him.

Praktyczne aspekty patologii molekularnej w onkologii

przewodniczacy/chairmans: Monika Prochorec-Sobieszek (Warszawa), Andrzej Marszatek (Poznan)

L25
Mutacje BRAF jako cel terapeutyczny

Anna Szumera-Cieckiewicz!?,
Agnieszka Dansonka-Mieszkowska?®

'Departament of Diagnostic Hematology, Institute of Hematolo-
gy and Transfusion Medicine, Warsaw, Poland

*Department of Pathology and Laboratory Medicine Maria
Sklodowska-Curie Memorial Cancer Center and Institute

of Oncology, Warsaw, Poland

*Laboratory of Genetic and Molecular Diagnostics of Cancer,
Maria Sklodowska-Curie Institute — Oncology Center, Warsaw,
Poland

Streszczenia nie nadestano.
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Kompleksowa identyfikacja fuzji
genowych ALK, ROS1, NTRK1/2/3,
RET i mutacji EGFR, RAS

z wykorzystaniem sekwencjonowania
nastepnej generacji w raku pluca

i innych guzach litych

Piotr Wisniewski', Andrzej Tysarowski?

'Division of Pathology and Laboratory Diagnostics, Maria
Sklodowska-Curie Institute — Oncology Center, Warsaw, Poland
Laboratory of Genetic and Molecular Diagnostics of Cancer,
Maria Sklodowska-Curie Institute — Oncology Center, Warsaw,
Poland

Rozpoznanie histopatologiczne nowotworu zto-
sliwego w guzach pluca i innych narzadéw w zdecy-
dowanej wickszosci opiera si¢ na ocenie oligobiop-
tatu lub materialu cytologicznego. W przypadku
raka niedrobnokomoérkowego pluca az w ok. 80%

przypadkéw rozpoznanie jest mozliwe wylacznie
na podstawie badania mikroskopowego drobnego
fragmentu tkankowego i/lub cytologicznego. Oce-
na wykladnikéw morfologicznych oraz interpreta-
¢ja odczynéw immunohistochemicznych jest bardzo
trudna, ale, co najwazniejsze, jest to dopiero wstep do
diagnostyki molekularnej niezbednej do planowania
spersonalizowanego leczenia onkologicznego. Obo-
wiazkiem patologa wspélpracujacego z biologiem
molekularnym jest wiec nie tylko ustalenie mozliwie
doktadnego rozpoznania histopatologicznego, lecz
takze ocena przydatnosci oraz zabezpieczenie utkania
nowotworowego do badai molekularnych.

Nowoczesne techniki biologii molekularnej, takie
jak sekwencjonowanie nastepnej generacji (NGS),
zmieniaja podejscie diagnostyczne z testowania po-
jedynczych markeréw molekularnych na komplekso-
wa jednoczesng ocene wielu onkogenéw, np. EGFR,
BRAF, RAS czy rearanzacji genowych. Fuzje genéw
NTRK/ROS1/ALK/RET w guzach litych identyfiko-
wane s3 w < 3% populacji chorych na nowotwory.
Jednakze fuzje te zaobserwowano w ponad 40 rdz-
nych typach histologicznych nowotworéw, w tym
w nowotworach przewodu pokarmowego, pluc,
o$rodkowego ukladu nerwowego, tarczycy, glowy
i szyi oraz w migsakach.

W niedrobnokomoérkowym raku pluca obserwuje
si¢ rézne rodzaje zmian genetycznych, w tym zmiany
na poziomie pojedynczego nukleotydu (SNV), mate
delecje/insercje, zmiany liczby kopii gendéw (CNV)
i fuzje genowe. Testy diagnostyczne identyfikujace
jednorazowo wszystkie te markery umozliwiaja znacz-
ne zmniejszenie zuzycia cennej tkanki i skrécenie cza-
su oczekiwania na wynik. Wykonywanie powyzszych
oznaczenr molekularnych na materiale drobnotkan-
kowym i/lub cytologicznym juz teraz staje sie czescia
standardowej praktyki klinicznej, pomimo wielu wy-
zwaf zwigzanych m.in. z wydajnoscig, kosztami i moz-
liwosciami interpretacyjnymi otrzymanych wynikéw.
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Germinalne i somatyczne mutacje
BRCA1/2

Michat Pyzlak, Andrzej Tysarowski

Laboratory of Genetic and Molecular Diagnostics of Cancer,
Maria Sklodowska-Curie Institute — Oncology Center, Warsaw,
Poland

Mutacje w genach BRCA1 i BRCA2 sa zwiazane
przede wszystkim z podwyzszonym ryzykiem zacho-
rowania na raka piersi i jajnika. Wykrycie patogen-
nej mutacji w tych genach umozliwia zastosowanie
efektywnych terapii u pacjenta oraz objecie poradnic-
twem genetycznym pacjenta i jego rodziny.

W populacji polskiej wystepuje kilka powtarzal-
nych mutacji genu BRCAI i BRCA2, ktére identy-
fikowane sa w ok. 80% rodzin z dziedziczna posta-
cia nowotwordéw piersi/jajnika. Analiza tych mutacji
punktowych jest powszechnie stosowana procedura
diagnostycznag.

Rozwdj technologii sekwencjonowania nastepnej
generacji umozliwia natomiast réwnoczesne bada-
nie calej sekwencji kodujacej obu genéw i wykrywa-
nie innych rzadkich zmian patogennych w genach
BRCA1/2, a takze duzych rearanzacji genowych.

Badanie wykonywane na materiale tkankowym
z guza umozliwia z kolei identyfikacje nie tylko mu-
tacji gremialnych, lecz takze somatycznych. Dlatego
obecnos¢ zidentyfikowanych w guzie wariantéw musi
by¢ potwierdzona na materiale pochodzacym z ko-
mérek prawidlowych.

Postgp w badaniach z zakresu biologii moleku-
larnej umozliwil identyfikacje szeregu nowotworéw,
ktére wykazuja obecno$é mutacji (somatycznych oraz
germinalnych) w genach BRCAI i BRCA2. Farma-
koterapia z wykorzystaniem inhibitor6w PARP jest
juz stosowana w leczeniu czgsci sposrdd tych guzdw,
ktérych lista bedzie z pewnoscia poszerzana.

L28

Analiza ctDNA w onkologii
molekularnej — stan aktualny
1 perspektywy wykorzystania

Katarzyna Seliga

Laboratory of Genetic and Molecular Diagnostics of Cancer,
Maria Sklodowska-Curie Institute — Oncology Center, Warsaw,
Poland

Circulating  tumor DNA (ctDNA) — krazacy

w krwiobiegu wolny DNA uwalniany z komorek
nowotworowych, po raz pierwszy zaobserwowano

10

w ludzkiej krwi w 1948 r, a wzrost jego ilosci u pa-
cjentéw z choroba nowotworowa w 1977 r. W ostat-
nich latach tzw. biopsja plynna stala si¢ alterna-
tywnym podejsciem diagnostycznym w testowaniu
mutacji somatycznych, ktére zapewnia nowe per-
spektywy w dziedzinie onkologii kliniczne;.

Circulating tumor DNA uwalniany jest do krwio-
biegu w wyniku martwicy, apoptozy, rozpadu kraza-
cych komérek nowotworowych, lub spontanicznego
uwalniania DNA przez nowotwoér. Badanie ctDNA
umozliwia:

° nieinwazyjna i szybka diagnostyke pacjenta, na
etapie wczesnego rozpoznania,

* wdrozenie odpowiedniego leczenia,

® monitorowanie leczenia na poszczegélnych eta-
pach terapii ukierunkowanej molekularnie.

Analiza ctDNA jest obiecujacym narzedziem dia-
gnostycznym i niejednokrotnie jedynym mozliwym
do zastosowania ze wzgledu na lokalizacje i mase
guza. Badanie wolno krazgcego DNA nowotworowe-
go pozwala réwniez, cho¢ w ograniczonym zakresie,
na ocene profilu genetycznego komérek nowotworo-
wych.

Wlaczenie biopsji plynnej do postepowania
w niedrobnokomérkowym raku ptuca pozwala na
szybkie okreslenie progresji choroby i wprowadze-
nie zmian w postepowaniu terapeutycznym. Ma to
szczegOblne znaczenie dla pacjentéw, u ktérych nie
ma mozliwosci pobrania materiatlu tkankowego/
biopsyjnego. Zastosowanie testow ctDNA otwie-
ra rowniez mozliwo$¢ szybkiego wdrozenia analizy
kolejnych mutacji, ktérych pojawienie si¢ jest mar-
kerem niewrazliwos$ci na dotychczasowe leczenie
ukierunkowane.

W ciagu ostatnich lat badania koncentrowaly si¢
na wykorzystaniu ctDNA réwniez w czerniaku czy
raku jelita grubego. Obecnie sa one juz rutynowo wy-
korzystywane w praktyce kliniczne;j.

Stopniowo wdrazane sa kolejne metody, ktérych
celem jest wykorzystanie ctDNA z biopsji plynnej nie
tylko do badania pojedynczych genéw, lecz takze do
analiz wielogenowych (panele onkologiczne) z wyko-
rzystaniem zaawansowanych analiz molekularnych
(sekwencjonowania nastepnej generacji — NGS).
Umozliwi to zaoferowanie terapii spersonalizowanej
szerszej grupie pacjentéw oraz wczesniejsze wykrycie
tzw. progresji molekularnej nowotworu, zanim po-
step choroby zostanie stwierdzony w badaniach ob-
razowych.
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Mouse models of inflammatory bowel
diseases and colitis-associated colorectal
cancer — successes and failures

Jakub Fichna
Department of Biochemistry, Medical University of Lodz, Poland

Inflammatory bowel diseases (IBD) are chron-
ic inflammatory conditions of the gastrointestinal
tract, with Crohn’s disease and ulcerative colitis as
the main representatives. IBD constitute a major risk
for colitis-associated colorectal cancer (CAC), which
is nowadays one of the most often diagnosed malig-
nancies in Europe.

Increasing incidence and prevalence of IBD and
CAC, low efficacy and high risk of adverse side effects
observed for currently available therapeutic strat-
egies, together with poor understanding of disease
etiopathology — all warrant intensification of research
on IBD and CAC and discovery of new treatment
methods.

Currently available in vitro screening methods
for drug candidates to be used in IBD and CAC are
unsatisfactory, thus the animal models play the ma-
jor role in the process of drug discovery. The biggest
challenge faced by the latter is to mirror clinical
symptoms from humans to mammals and to reflect
similar biomolecular pathways.

During the lecture, the history of validation of an-
imal models of IBD and CAC will be briefly men-
tioned to give basis for the discussion on the advan-
tages and disadvantages of currently available setups.
Moreover, directions in the design of future screening
methods for drugs to be used in IBD and CAC will
be presented.

L30
Chemotherapy-induced enteric
neuropathies

Raquel Abalo
Universidad Rey Juan Carlos, Alcorcédn, Spain

Cancer chemotherapy is associated with numerous
adverse effects that are feared by both patients and
practitioners. Most conventional antineoplastic drugs
affect not only cancerous cells, but also healthy cells
with a high division rate, leading to typical symp-
toms (anemia, diarrhea, hair loss...), whereas other
agents exert peculiar adverse effects (cardiotoxicity,
nausea and emesis, neurotoxicity). These adverse
effects may occur during the cycles, with complete
recovery of the tissues involved afterwards, or be
more persistent, affecting quality of life of cancer sur-
VIVOTS.

Chemotherapy may be toxic to the central and
peripheral nervous system, with apoptosis/necrosis,
reduced neurogenesis and metabolic function impair-
ment as major mechanisms. Whereas a high blood-
brain barrier (BBR) penetration increases the risk
for developing chemotherapy-related cognitive im-
pairment, peripheral neuropathy leading to sensory
symptoms is primarily due to damage of the nerve
cells residing within the dorsal root ganglia, which
lack an efficient BBR.

The enteric nervous system resides in the gut and
also lacks an efficient BBR. Although an enteric neu-
ropathy was early recognized as a major contributor
to paralytic ileus typically induced by vincristine,
only recently enteric neurotoxicity has been described
to be induced by other chemotherapy agents, mainly
in preclinical studies. These chemotherapy-induced
enteric neuropathies lead to important and relatively
long-lasting consequences on gut function and may
make the cancer survivor more prone to suffer from
gastrointestinal disorders, highly impacting quality
of life.

The focus of this talk will be on reviewing the in-
formation available on chemotherapy-induced enter-
ic neuropathies, their functional consequences and
the mechanisms involved.

11
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Gene expression of Cycline E2

and kinases MAPK in rat neoplastic
hepatocytes exposed on
proinflammatory macrophages M1
in vitro

Marta Wojcik, Urszula Kosior-Korzecka

Chair of Preclinical Veterinary Sciences, Department
of Pathophysiology, Faculty of Veterinary Medicine, University
of Life Sciences in Lublin, Poland

Hepatocellular carcinoma (HCC) is a highly ma-
lignant tumor of humans, dogs and cats. Ineffective-
ness of surgical intervention and resistance to che-
motherapy, tend to look for new effective methods
of therapy using the immune system of the host.
Macrophages (Mf) have multiple functions in both
inhibiting or promoting hepatocarcinogenesis, which
are depend on their phenotypes. Using DEN-model
of hepatocarcinogenesis we analyze the mRNA ex-
pression of Cycline E2 and MAPK4, MAPK7 kinases
in neoplastic hepatocytes exposed to proinflammato-
ry macrophages M1.

Wistar rats were divided into two groups: I — con-
trol (n = 10) and II neoplastic (n = 10). After 6 weeks
of DEN administration, hepatocytes were isolated
from both groups of animals by collagenase perfusion
method. The blood mononuclear cells were isolated
using Lymphoprep density-gradient centrifugation.
Adherent cells were treated with p-glucan (BBG)
at concentration of 10 pug/ml. The heaptocytes and
Mf were put into the simple modular culture cham-
bers with dynamic flow of culture medium (Quasi-
Vivo System, Kirkstall Ltd., UK). Then, hepatocytes
were taken to the analysis.

In comparison to control hepatocytes, expres-
sion of Cyclin E2 mRNA was significantly higher in
DEN-obtained cells (0.97 *£0.09; 4.95 £0.2 (ratio
of Cyclin E2 mRNA/GAPDH), respectively). Expo-
sition of these cells to proinflammatory Mf-M1 re-
sulted in decreasing of Cyclin E2 mRNA expression
to value 2.57 =0.4. Similarly, Mf-M1 influenced ex-
pression of MAPK4 kinase, but without significant
changes.

The obtained preliminary results indicate that,
proinflammatory Mf-M1 can modulate the expres-
sion of Cycline E2, MAPK4 and MAPK?7 kinase,
which are key regulatory factors of cell cycle both in
normal and neoplastic cells.

This study was supported by Grant no DEC-2014/15/
B/Nz5/01587 from the National Science Centre, Poland.
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Influence of dexamethasone

and simvastatin administration on liver
cells morphology on a swine model

Mateusz Mikiewicz, Iwona Otrocka-Domagata,
Katarzyna Pazdzior-Czapula

Department of Pathophysiology, Forensic Veterinary Medicine
and Administration, University of Warmia and Mazury
in Olsztyn, Poland

The study analysed the effect of dexamethasone
and simvastatin administration, with emphasis on
proliferation and apoptosis of hepatocytes.

The study included 72 female Large Polish Breed
pigs aged 3 months (weighing ca. 30 kg) divided into
group I (control; n = 24), group II (. m. injection
of monosodium phosphate dexamethasone; 1 ml/10 kg
body weight; n = 24), and group III (simvastatin per
0s; 40 mg/animal; n = 24). Medications were admin-
istered daily for 29 days. Directly after the euthanasia,
the livers were sampled for histopathology, histochem-
istry, and immunohistochemistry (PCNA, Bcl-2, casa-
pse-3). Apoptosis was visualized by TUNEL method.

Dexamethasone administration led to hepatocyte
glycogen, lipid degeneration, sinusoids and central
vein dilatation, focal necrosis, and nuclear chromatin
condensation. The mean PCNA index, mAgNOR:s,
pAgNORs were lower compared to the control,
while Bcl-2 immunoexpression was higher. Simvasta-
tin administration caused acute hepatocyte swelling,
glycogen depletion, hyperaemia, hepatocyte pseudo-
acinar formation, connective tissue hyperplasia, and
eosinophil infiltration. The mean PCNA index, mean
AgNORs diameter and Bcl-2 expression were lower,
mean caspase-3 immunoexpression and apoptosis in-
dex was higher.

The above results indicate that dexamethasone
and simvastatin administration adversely affects liv-
er morphology and blood supply. Dexamethasone
administration increases the level of Bcl-2 protein,
which seems to protect hepatocytes from apop-
tosis. Simvastatin causes a decrease in Bcl-2 pro-
tein and increased expression of caspase-3, which
seems to have pro-apoptotic properties. Addition-
ally, during the simvastatin administration, there is
a risk of hypersensitivity reaction. The results may
have significant clinical implications and be helpful
in determining the benefit-risk assessment during
dexamethasone and simvastatin therapy.
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Of wolves and sheep: lymphomas and
their mimics for the surgical pathologist

Falko Fend
Tubingen, Germany
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Aggressive B-cell lymphomas, WHO
classification and beyond

Birgitta Sander
Stockholm, Sweden

Streszczenia nie nadestano.
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Early T-cell precursor lymphoblastic
leukemia — an unexpected blast crisis
of chronic myelogenous leukemia

Anna Szumera-Cieckiewicz!?, Katarzyna Borg!,
Monika Prochorec-Sobieszek!?

Institute of Hematology and Transfusion Medicine, Warsaw,
Poland
*Maria Sklodowska-Curie Institute — Oncology, Warsaw, Poland

Presenting author: Anna Szumera-Cieckiewicz

Chronic myeloid leukemia (CML), BCR-ABL-pos-
itive is myeloproliferative neoplasm successfully
controlled by tyrosine kinase inhibitor therapy and
a significant reduction of mortality rated. Never-
theless, without effective treatment, the majority
of CML cases progress from chronic to accelerat-
ed and blast phase. The predominant part of blast
phase is a myeloid crisis but in approximately
20-30% cases the lymphoblastic lineage involve-

ment is reported. The extramedullary blast pro-
liferations are most frequent in i.e. lymph nodes,
skin, bones, central nervous system. Early T-cell
precursor lymphoblastic leukemia [ETP-ALL} in
the latest revision of WHO classification was sec-
tioned off other T-ALL mainly because of character-
istic immunophenotype and unfavorable outcome.
ETP-ALL comprises only 5-10% cases of adult ALL
and is extremally rare among extramedullary T-lym-
phoblastic blast crisis of CML.

We report in a 69-year-old female who was admit-
ted to the Institute of Hematology and Transfusion
Medicine with hyperleukocytosis, hepatosplenomega-
ly, and peripheral moderate lymph node enlargement.
The key points in diagnostics included: smear and tre-
phine biopsy assessment, flow multiparameter cytom-
etry (FMC) of bone marrow and cerebrospinal fluid,
lymph node microscopical evaluation and molecular
testing. In the bone marrow, CML features were iden-
tified together with ETP-ALL single cell involvement.
In FMC 8% of cells presented hallmark ETP-ALL
immunophenotype: CD7+bright cyCD3+ sCD3—
CD2- CD5- CD4- CD8- CDla- CD45+dim
HLA-DR-/+ CD34-/+ CD117-/+ CD99+bright
CD13— CD33+dim TdT- MPO-. Microscopically
in the lymph node, massive ETP-ALL proliferation
was found. Molecularly, BCL-ABL p210 transcript
was detected not only on blood but also in the major-
ity of cells from paraffin sections ETP-ALL involved
lymph node. The final diagnosis of lymphoblastic crisis
in the course of chronic myeloid leukemia in the form
of extramedullary early T-cell precursor acute lym-
phoblastic leukemia. The authors present histopatho-
logical and molecular testing pitfalls together with
the most recent results in ETP-ALL genetics.

13
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Pozawezlowy chloniak Burkittopodobny
z aberracja 11q u dwéch mlodych
chorych

Beata Gierej, Bogna Ziarkiewicz-Wroblewska
Warszawa

Chloniak Burkittopodobny z aberracjag 11q (Bur-
kitt-like lymphoma with 11q aberration) to nowa tymcza-
sowa jednostka w klasyfikacji WHO 2016. Podobnie
jak chloniak Burkitta ma bardzo agresywny przebieg
kliniczny, podobny immunofenotyp i morfologie.
W poréwnaniu do klasycznego chloniaka Burkitta
wykazuje wiekszy polimorfizm komérkowy oraz ma
bardziej zlozony kariotyp. Nie stwierdza sie rearanza-
¢ji genu MYC. Typowe sg nieprawidtowosci dotyczace
chromosomul1q w postaci powielenia proksymalnego
odcinka dlugiego ramienia i utraty telomerdw.

Przypadek 1. Badanie konsultacyjne 28-letniego
mezczyzny z guzem wyrostka robaczkowego pier-
wotnie rozpoznanego jako chtoniak Burkitta.

Przypadek 2. 24-letnia kobieta z guzem nosogardta.

U obojga chorych nie stwierdzono zaburzed od-
pornosci.

SESJA

W obu przypadkach morfologicznie naciek zbudo-
wany byt ze §rednich/duzych komérek limfoidalnych
wykazujacych umiarkowany polimorfizm, ktérym
towarzyszyly liczne fagocytujace histiocyty.

Podobne byly takze wyniki barwiet immuno-
histochemicznych: CD20+, CDS5-, bcl2-, bcl6+,
CD104, MUMI1-, CD30—, TdT—, Ki-67(+++)
100%. Jedyna réznice stanowilo barwienie z c-myc:
dodatnie w przypadku drugim, ujemne w przypadku
pierwszym. U obu chorych w badaniu FISH stwier-
dzono aberracje dtugiego ramienia chromosomu 11
i brak nieprawidlowos$ci genu MYC. W przypadku 1.
byla to delecja terminalna (dell1q), w przypadku 2.
stwierdzono powielenie 11q23.

Chloniak Burkittopodobny z aberracja 11q jest
nowo zdefiniowang jednostka chorobowg, wymaga-
jaca réznicowania z chtoniakiem Burkitta (BL), chlo-
niakiem rozlanym z duzych komoérek B, nieokreslo-
nym (DLBCL, NOS) oraz chloniakiem z komoérek B
o wysokim stopniu zlosliwosci (HGBL).

Badanie genetyczne konieczne jest do potwierdze-
nia typowej dla nowotworu rearanzacji 11q.

Pozawezlowa lokalizacja chloniaka w opisywanych
przypadkach jest rzadziej spotykana niz zajecie we-
zt6w chlonnych.

Nowa klasyfikacja WHO nowotworéw skory

przewodniczacy/chairmans: Wojciech Biernat (Gdansk), Grzegorz Dyduch (Krakéw)

L37
Nowotwory keratynocytarne i przydatkowe

Andrzej Marszatek

Department of Oncologic Pathology and Prophylactics, Poznan
University of Medical Sciences, Poland

Department of Oncologic Pathology, Greater Poland Cancer
Centre, Poznan, Poland

Streszczenia nie nadestano.

L38
Nowotwory melanocytarne

Grzegorz Dyduch

Department of Pathomorphology, Jagiellonian University Med-
cial College, Krakow, Poland
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The 4" WHO classification of skin tumors has
brought significant changes in categorization of me-
lanocytic lesions in comparison to the previous edi-
tion. Integration of epidemiological, clinical, patho-
logical and genomic features has allowed to divide
melanoma and precursor lesions into three major
classes (depending on the type of UV exposure)
and nine distinct pathways. However, the molecu-
lar data have, to some extent, validated a legitima-
cy of an “old-fashioned” melanoma categorization
into four clinico-pathological types: lentigo maligna,
superficial spreading, acral lentiginous and nodular
type. The current classification has abandoned tra-
ditional dichotomy: melanoma vs. nevus, recogniz-
ing a continuum in nevus/melanoma progression,
with presence of specific, clinical and pathological
intermediate/borderline lesions. Therefore, terms like
melanocytoma, intermediate lesion and melanocyt-
ic neoplasm of low malignant potential have been
brought in use. Introduction of these a bit vaguely
defined terms acknowledges the existence of melano-



XXI ZjazD POLSKIEGO TOWARZYSTWA PATOLOGOW

cytic neoplasms with limited capacity of spreading,
without ability for distant metastases. Furthermore,
a few entities already functioning in daily practice
have been officially recognized (nevi of special sites,
nevoid melanoma) or precisely characterized (deep
penetrating nevus, combined nevus). Classification
of dysplastic nevi has been simplified with two grades
of dysplasia instead of the former three grade system.
For diagnosis of atypical Spitz nevus/tumor elaborate
diagnostic criteria have been presented.

of these BFHs are the most common growth. Pathol-
ogists are required to be able to recognize the specific
variants of BFH (cellular/deep FH, aneurysmal FH,
angiomatoid FH) with an unusual clinical course.
They should also identify specific variants of DFSP
and newly described clinico-morphological entities
such as plaque-like CD34(+) dermal fibroma, super-
ficial acral fibromyxoma, myxoinflammatory fibro-
blastic sarcoma, pseudomyogenic (epithelioid sarco-
ma-like) haemangioendothelioma.

L39
Nowotwory hematopoetyczne
i limfoidalne

Wojciech Biernat

Department of Pathomorphology, Medical University of Gdansk,
Poland

Streszczenia nie nadestano.

L40
Soft tissue tumors of the skin

Janusz Rys

Department of Tumor Pathology, Maria Sklodowska-Curie
Memorial Cancer Center and Institute of Oncology, Krakow, Poland

The newest WHO classification of the skin in-
cludes a total of 74 mesenchymal tumors, compared
to 33 units of soft tissue and 6 units of neural dif-
ferentiation described in previous classification from
year 2006. The morphological spectrum of mesen-
chymal tumors of the skin and subcutaneous tissue is
very broad and includes both benign tumors as well
as borderline malignancies and fully malignant neo-
plasms that metastasize in a significant percentage of
cases. The characteristic feature of mesenchymal skin
tumors is their clinical course which is different from
their soft tissue counterparts. Some pleomorphic tu-
mors made of cells with high-grade atypia (atypical
fibroxanthoma, atypical intradermal smooth muscle
tumor, atypical vascular lesion) have a benign clinical
course, whereas selected neoplasm with a “benign”
histological picture (plaque-like DFSP) may behave
in a malignant manner.

Due to the morphology of the tumor cells mes-
enchymal neoplasms of the skin and subcutaneous
tissue can be divided into spindle cell, epithelioid,
myxoid, pleomorphic and clear cell type. The most
numerous is the group of spindle cell neoplasms;

L41
Ocena rearanzacji ALK
w niedrobnokomérkowym raku ptuca —
wyzwanie diagnostyczne

Moderator: Renata Langfort (Warszawa)
Wykladowcy: Malgorzata Szotkowska (Warszawa),
Kamila Wojas-Krawczyk (Lublin), Andrzej Tysarowski
(Warszawa)

Sponsor: Roche Polska

L42

Praktyczne aspekty badania poziomu
ekspresji PD-L1 w kontekscie
diagnostyki zaawansowanego
niedrobnokomorkowego raka pluca

Renata Langfort

National Institute of Tuberculosis and Lung Diseases, Warsaw,
Poland

Sponsor: MSD Polska
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Nietypowe zmiany w cytologii tarczycy (przypadki dydaktyczne)

przewodniczacy/chairmans: Dariusz Lange (Gliwice), Stanistaw Sporny (£.6dz)

L43
AUS czy FLUS w kategorii I11
wg systemu Bethesda

Agata Stanek-Widera

Department of Tumour Pathology, Maria Sklodowska-Curie
Memorial Cancer Center and Institute of Oncology, Gliwice
Branch, Poland

Rekomendacja Polskich Towarzystw Naukowych
z 2018 r. wprowadzono do kategorii III podkategorie
AUS, a ryzyko zlosliwosci dla podkategorii III FLUS
okreslone zostalo dla populagji polskiej na poziomie 5%.

Umiejetno$¢ wlasciwej kategoryzacji rozpoznan
biopsji aspiracyjnej cienkoigtowej wedlug obowia-
zujacego Systemu Bethesda ma wazne znaczenie dla
postepowania klinicznego.

W przypadku kategorii III bardzo istotne jest od-
réznienie, czy obraz mikroskopowy w rozmazie uzy-
skanym z naklucia tarczycy jest zmiana pecherzykowa
blizej nieokreslona (FLUS), czy mamy do czynienia
zatypia komoérkowa o nieokre§lonym znaczeniu (AUS).

Podkategoria FLUS to zbiér obrazéw przedstawiajacy
komérki pecherzykowe, (dopuszczalny jest polimor-
fizm, umiarkowane cechy metaplazji oksyfilnej) two-
rzace pojedyncze uklady rozetkowe, ktérym moga to-
warzyszy¢ pojedyncze grupy czy rozproszone tyreocyty.

Postepowanie przy rozpoznaniu FLUS polega na
powtdrnej biopsji nie wczesniej jak 3-6 miesiecy (przy
braku innych wskazan klinicznych).

Podkategoria AUS zawiera w sobie obrazy mikro-
skopowe, ktore ( ze wzgledu na jakos¢, ilos¢ czy rodzaj
materiatu) nie pozwalaja jeszcze na rozpoznanie ,,po-
dejrzenie zlosliwosci”, ale takze nie pozwalaja na
ustalenie rozpoznania kategorii I czy II.

W podkategorii AUS nie oczekujemy zadnych po-
wtarzajacych si¢ formacji, typu pecherzyki, rozetki, gru-
py czy platy. Material jest zazwyczaj ubogi, komérki po-
limorficzne, niecharakterystyczne dla innych kategorii.

Rozpoznanie kategorii III AUS jest ciSle zwiazane
z postepowaniem chirurgicznym.

Wyktad ma charakter szkoleniowy.

Podczas wykladu zostana oméwione liczne rozma-
zy biopsji aspiracyjnej cienkoiglowej tarczycy, z na-
ciskiem na réznicowanie w obrebie kategorii III na
zmiany AUS i FLUS.
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L44
Kategoria V. Podejrzenie zlosliwosci.
Korelacja cytologiczno-histologiczna

Mykola Chekan, Magdalena Suchorzepka

Zaklad Patologii Nowotwordéw, Centrum Onkologii,
Instytut im. Marii Sklodowskiej-Curie, Oddzial w Gliwicach

Kategoria V — podejrzenie zlosliwosci oznacza ze
wykryto cechy nowotworu ztosliwego, ale nie zostaly
spetnione wszystkie cechy ztosliwosci. Charakteryzu-
je sie wysoka mozliwo$cia (75%) wystgpowania raka
w badaniu pooperacyjnym i jest wskazaniem do prze-
prowadzenia leczenia operacyjnego.

W ciggu 2018 r. w Centrum Onkologii Instytucie
im. Marii Sktodowskiej-Curie w Gliwicach przepro-
wadzono 2545 biopsji cienkoigtowych tarczycy, oraz
badanie histopatologiczne 689 pacjentéw. Przeanali-
zowano 105 przypadkéw, w ktérych materiat biop-
syjny sklasyfikowano, jako kategoria V i nastepnie
przeprowadzono leczenie operacyjne. Przeprowa-
dzono analize poréwnawczg obrazu cytologicznego
z obrazem histologicznym zmian. Szczeg6lna uwage
poswiecono 14 przypadkom, w ktérych w materia-
le pooperacyjnym rozpoznano zmiany fagodne (wole
guzkowe, przewlekte zapalenie limfocytarne, gruczo-
laki z komérek Hiirthla).

L45
Thyroid secondary neoplastic changes

Ewa Zembala-Nozynska, Mykola Chekan, Ewa Stobiecka,
Marcin Wesotowski

Department of Tumor Pathology, Maria Sklodowska-Curie
Memorial Oncology Centre-Institute, Branch in Gliwice, Poland

Secondary neoplastic tumors of thyroid gland in-
cludes metastases from other neoplasms persisting in
other than thyroid organs, or infiltrations and inva-
sion from neighboring organs. The earliest description
of metastasis to thyroid gland from testicular tumor
was described by Virchow. Metastatic thyroid tumors
in postmortem examinations were estimated in fre-
quencies varying from 0.46% to 26%. Most frequent
secondary thyroid tumors arising from renal cell car-
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cinoma (25% of cases), then lung tumors metastases
(22%), gastrointestinal tract, breast, prostate (13%),
whereas the rarest are metastases from endocrine
malignant tumors (2%). Secondary thyroid neoplas-
tic tumors are frequent in females, and the amount
of these changes rises with the age. The abundant
vascularization of thyroid is presumably responsi-
ble for metastases. It should be also reported, that
in cases of renal clear cell carcinoma, the preexistent
pathologies of thyroid are conducive for tumor to
tumor metastases, moreover time between primary
renal tumor resection to thyroid metastasis is very
long. Lymphoproliferative processes are also pres-
ent in thyroid gland. These processes arising from
lymphatic nodes were present with frequency nearly
2.5%, whereas primary thyroid lymphoma was found
in 4-5% of thyroid tumors. Very rare are thyroid
plasmacellular infiltrations in generalized plasma cell
myeloma. Secondary thyroid sarcomas are casuistic
cases, usually arising from neighboring organs. Three
cases of secondary tumors of thyroid gland are pre-
sented as illustration of aforementioned issue: renal
clear cell carcinoma metastasis to thyroid follicular
carcinoma, metastasis from lung adenocarcinoma to
thyroid, and metastasis of plasma cell myeloma.

L46

An unusual presentation of Hodgkin’s

lymphoma in the thyroid. Possibilities

and limitations of cytological diagnosis
of thyroid lymphomas

Elwira Bakula-Zalewska'!, Lukasz Koperski?

'Department of Pathology, Maria Sklodowska-Curie Institute —
Oncology Center, Warsaw, Poland

“Department of Pathology, Medical University of Warsaw,
Warsaw, Poland

Thyroid lymphomas rarely develop. Primary lym-
phomas of the thyroid account for as many as 5%
of all thyroid malignancies and approximately 2%
of extranodal lymphomas. Usually they are non-
-Hodgkin’s lymphoma, the most common is diffu-
se large B-cell lymphoma (DLBCL), followed by
extranodal marginal zone B-cell lymphoma of mu-
cosa-associated lymphoid tissue (MALT lymphoma)
and follicular lymphoma and rarely occurring classic
Hodgkin lymphoma. Thyroid lymphomas are almost
always associated with chronic lymphocytic (Hashi-
moto) thyroiditis. Occasionally cervical lymph nodes
and rarely more distant sites may be involved in ad-
dition to the thyroid gland.

The aim of this study is to discuss clinical symp-
toms and a diagnostic path based on the selected ca-

ses of lymphomas developed in the thyroid patients
of the Maria Sklodowska-Curie Institute — Oncology
Center in Warsaw between the years 2016-2019, inc-
luding an unusual clinical presentation of lymphoma
in a 25 year old man. The study presents diagnostic
methods such as the fine needle aspiration biopsy
FNAB, immunohistochemical studies, cell-blocks
preparation, flow cytometry and histopathology exa-
mination.

Cytological diagnosis of lymphoma is difficult
and have some limitations , however using modern
diagnostic techniques such as immunohistochemical
studies, cell-blocks preparation and flow cytometry
can often determine correct diagnosis of lymphoma.
Precise diagnosis of lymphoma allows for effective
treatment depending on the type of lymphoma (ra-
diotherapy, chemotherapy, monoclonal antibodies)
avoiding unnecessary cases of thyroid removal.

L47
Guz beleczkowy szkliwiejacy. Typowy,
nietypowy obraz cytologiczny

Dariusz Lange

Maria Sklodowska-Curie Memorial Cancer Center
and Institute of Oncology, Gliwice Branch, Poland

Guz beleczkowy szkliwiejacy stanowi w bada-
niu cytologicznym prawdziwe wyzwanie. W bardzo
licznych opisach kazuistycznych prawie zawsze guz
ten rozpoznawany jest pierwotnie jako rak brodaw-
kowaty, czasami rdzeniasty, a czasami wymienia si¢
go ale jako jednostke, ktéra nalezy réznicowac z ra-
kiem brodawkowatym. W ZPN 10 w Gliwicach
wielokrotnie rozpoznawano bezblednie guza belecz-
kowego szkliwigcego w preparatach cytologicznych
nawet ubogokomérkowych. Podczas wykladu przed-
stawie cechy cytologiczne, ktére pozwalajg bezbted-
nie rozpozna¢ ten trudny diagnostycznie nowotwor.
Na podstawie 30 przypadkéw guza beleczkowego
szkliwiejacego oméwiony zostanie charakterystyczny
immunofenotyp oraz przedstawione najnowsze infor-
macje o patognomicznej dla tej jednostki fuzji genéw
PAXS8-GLIS3.
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Postepy w uropatologii

przewodniczacy/chairmans: Krzysztof Okon (Krakéw), Agnieszka Halon (Wroctaw)

L48
Prostate cancer pathology:
what has changed in the last 5 years

Rodolfo Montironi
Ancona, Italy

Streszczenia nie nadestano.

149
New entities of the renal tumors

Marina Scarpelli
Ancona, Italy

Streszczenia nie nadestano.

SESJA

L50
Glandular tumors of the urinary bladder

Marcin Ligaj
Warszawa

Streszezenia nie nadestano.

Zmiany jatrogenne w ukladzie pokarmowym

przewodniczacy/chairmans: Anna Nasierowska-Guttmejer (Warszawa), Andrzej Mréz (Warszawa)

L51

Uszkodzenie polekowe przewodu
pokarmowego — rola diagnostyki
histopatologicznej

Andrzej Mroz
Warszawa

Uwaza sig, ze do 10% pacjentéw przyjmujacych
leki bedzie mialo powiklania ze strony przewodu
pokarmowego, w tym cze$¢ powazne skutkujace
podjeciem  dzialan diagnostycznych i terapeutycz-
nych. Zmiany wywolane stosowaniem lekéw moga
dotyczy¢ calej dlugosci cewy pokarmowej, a ich lo-
kalizacja jest r6zna i zalezna od grupy i formy po-
dania. Wplyw lekéw na przewdd pokarmowy moze
by¢ bezposredni lub wtérny, chocby poprzez uaktyw-
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nienie czynnikéw infekcyjnych w tym bakterii i wi-
ruséw. Znakomita wickszo$¢ lekéw uszkadzajacych
przewdd pokarmowy wywoluje zmiany niespecyficz-
ne, w ktérych dominuje jeden z typéw uszkodzenia
btony §luzowej w tym zmiany martwiczo-wytworcze,
reaktywne (rozrostowe), zapalne, zmiany z dominu-
jaca apoptozg, zmiany w jadrach komérkowych, od-
kladanie substanc;ji.

W czgsci przypadkéw w badaniu histopatologicz-
nym obecne sg zmiany typowe dla danej grupy lekéw
lub konkretnej substancji czynnej. Nalezy tu wy-
mieni¢ m. in. skupiska makrofagéw obtadowanych
lipofuscyna po zastosowaniu Srodkéw przeczyszcza-
jacych, krysztaléw po zastosowaniu srodkéw wigzg-
cych fosforany, zwapnienia w naczyniach po tetracy-
klinach, pill gastritis po zwiazkach zelaza, specyficzne
mikrosfery po $rodkach przenoszacych leki chemiote-
rapeutyczne.
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TYP ZMIAN

LoxkALIZACJA

LEx

uszkodzenie §luzéwki — martwica

caly przewéd pokarmowy

NLPZ, biologiczne, preparat zelaza, GKS

zwezenia

jelito grube i cienkie

KCL, enzymy trzustkowe

zapalenie mikroskopowe

jelito grube

IPP, tiklopidyna, ranitydyna, simwastatyna,
karbamazepina, NLPZ, penicylina

zapalenie rzekomobloniaste

jelito grube

antybiotyki

zmiany niedokrwienne

caly przewéd pokarmowy

naparstnica, leki moczopedne, DSA,
ergotamina, kokaina, interferon,
dopamina, NLPZ

ogniskowe zmiany zapalne

jelito grube

fosforany, NLPZ, leki biologiczne

atypia komérkowe/nieprawidlowe mitozy

caly przewdd pokarmowy

CSA, taksany, kolchicyna

apoptoza

caly przewdd pokarmowy

leki biologiczne, immunosupresyjne,
przeciwnowotworowe, NLPZ, fosforany

NLPZ — niesteroidowe leki przeciwzapalne; CSA — cyklosporyna A; GKS — glikokortykosteroidy; IPP — inhibitory pompy protonowej

W ostatnich latach do grup lekéw potencjalnie
toksycznych dla przewodu pokarmowego dotaczyly
leki immunosupresyjne i biologiczne w tym przede
wszystkim immunomodulujace. Substancje takie jak
mykofenolan mofetilu czy leki z grupy anty CTLA4
czy anty PD1/PD-L1 wywoluja zmiany mikrosko-
powe o charakterze zapalenia jelita grubego z obec-
noscig licznych cial apoptotycznych, ktére moga
przypominaé nieswoiste zapalenie jelit, zapalenie
mikroskopowe, zmiany infekcyjne czy zmiany jak
w chorobie przeszczep przeciwko gospodarzowi.

Prawidlowe rozpoznanie histopatologiczne u cho-
rych z podejrzeniem toksycznego dziatania lekéw
na przew6d pokarmowy jest zawsze rozpoznaniem
interpretacyjnym i musi by¢ stawiane w odpowied-
nim kontekscie klinicznym — znajomos$¢ doktadnego
wywiadu oraz obrazu endoskopowego jest zatem ko-
nieczna. Dodatkowym zadaniem patologa jest prze-
prowadzenie odpowiedniej diagnostyki réznicowej
i uwzglednienie zmian towarzyszacych, co zwykle ma
bezposredni wplyw na decyzje terapeutyczne.

L52
Zmiany w przewodzie pokarmowym po
radio- i/lub chemioterapii

Anna Nasierowska-Guttmejer
Warszawa

Streszczenia nie nadestano.

L53
Zmiany jatrogenne po operacji wyrostka
robaczkowego

Dorota Lacka
Warszawa

Streszczenia nie nadestano.
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SESJA
Choroba zalezna od IgG4

Przewodniczacy: Barbara Gornicka (Warszawa), Bogna Ziarkiewicz-Wroblewska (Warszawa),

Marian Danilewicz (£6d%)

L54

Znaczenie diagnostyczne obecnoSsci
podwyzszonego poziomu podklasy
IgG4 immunoglobuliny IgG

w immunopatologii

Grzegorz Dworacki
Poznan

Streszczenia nie nadestano.

L55

Autoimmunologiczne zapalenie trzustki
zwiazane z nadekspresja 1gG4
(IgG4-related autoimmune pancreatitis) —

opis przypadku

Michat Mazurkiewicz, Beata Gierej,
Bogna Ziarkiewicz-Wréblewska

Chair and Department of Pathomorphology, Medical University
of Warsaw, Poland

Pacjentka, lat 56, zostala przyjeta do Kliniki
Chirurgii Ogdlnej, Gastroenterologicznej i Onko-
logicznej Warszawskiego Uniwersytetu Medyczne-
go w celu dalszej diagnostyki i leczenia guza trzonu
trzustki. Wykonano resekcje odwodowg narzadu ze
splenektomig.

W badaniu histopatologicznym w obrebie opisy-
wanego makroskopowo guza stwierdzono obecno$é
charakterystycznego, ,plecionkowego” (storiform pat-
tern) wtoknienia z cz¢Sciowym zachowaniem strukeur
zrazikowych migzszu trzustki oraz $rednio nasilonego,
przewleklego nacieku zapalnego lokalizujacego sie
okoloprzewodowo i §rédzrazikowo. Charakterystycz-
nym elementem nacieku zapalnego, poza limfocyta-
mi, byly liczne plazmocyty, wykazujace w badaniu
immunohistochemicznym ekspresje 1gG4, stanowia-
ce powyzej 40% wszystkich plazmocytéw IgG-pozy-
tywnych (powyzej 10 komérek/DPW).

Obraz morfologiczny i wyniki badan dodatkowych
spetnity kryteria rozpoznania autoimmunologicznego
zapalenia trzustki (AZT) typu 1.
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Pewne rozpoznanie autoimmunologicznego za-
palenia trzustki i jego réznicowanie z guzem nowo-
tworowym wymaga zastosowania nie tylko badan
obrazowych i laboratoryjnych, ale takze diagnostyki
histopatologicznej opartej o sprecyzowane dla AZT
kryteria histologiczne.

L56
IgG4-RD w watrobie i drogach
z6lciowych

Agata Cyran, Bogna Ziarkiewicz-Wréblewska

Chair and Department of Pathomorphology, Medical University
of Warsaw, Poland

Zajecie drég zblciowych i watroby w przebiegu
IgG4-RD wystepuje rzadko, a izolowana postaé tej
choroby jest jeszcze mniej czesta.

Manifestacja kliniczna przebiega w postaci zmiany
guzowatej lub stwardniajacego zapalenia drég z6tcio-
wych mogacego doprowadzi¢ do marskosci watroby.
Obraz mikroskopowy nie musi prezentowaé wszyst-
kich kryteriéw diagnostycznych dla IgG4-RD; wy-
ktadnikiem choroby jest obecnos¢ IgG4+ plazmo-
cytéw. W surowicy krwi stwierdza si¢ podwyzszony
poziom IgG4; moze on jednak wystepowal takze
w innych stanach chorobowych. Dlatego konieczna
jest korelacja badania histopatologicznego z danymi
klinicznymi oraz badaniami dodatkowymi.

W prezentacji przedstawiono przypadki zajecia
drég zélciowych oraz watroby w przebiegu IgG4,
w postaci stwardniajacego zapalenia drég zélciowych
z towarzyszacg marskoscig.
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L57
IgG4-RD w nerkach

Aleksandra Starzynska-Kubicka,
Agnieszka Perkowska-Ptasinska

Warszawa

Streszczenia nie nadestano.

L58
IgG4-RD w weztach chlonnych
oraz przestrzeni zaotrzewnowej

Jakub Grzybowski, Bogna Ziarkiewicz-Wroblewska

Chair and Department of Pathomorphology, Medical University
of Warsaw, Poland

W przebiegu choroby zaleznej od IgG4 czesto
stwierdza si¢ zajecie wezléw chlonnych. Limfadeno-
patia moze pojawi¢ si¢ przed rozpoznaniem, jedno-
cze$nie z nim lub po rozpoznaniu tej choroby w in-
nych narzadach. Niekiedy wyst¢puje jako postac izo-
lowana. Czgsciej stwierdza si¢ limfadenopati¢ uogél-
niona.

Obraz mikroskopowy jest bardzo zréznicowany
i niespecyficzny — wyr6znia si¢ pie¢ typéw morfolo-

SESJA

gicznych choroby. Wymagaja one szerokiej diagno-
styki réznicowej obejmujacej zmiany odczynowe
stojace na pograniczu odczynu i nowotworu oraz
chtoniaki.

W przypadkach izolowanej limfadenopatii dia-
gnostyka jest szczegdlnie trudna, dlatego konieczna
jest $cisla korelacja z danymi klinicznymi i wynika-
mi badan laboratoryjnych w celu wykluczenia innych
patologii przebiegajacych z obfitymi naciekami pla-
zmatycznokomérkowymi.

W niniejszej prezentacji przedstawiono 2 przy-
padki chorych z powickszonymi weztami chlonnymi,
u ktérych podejrzewano rozrosty nowotworowe. Ba-
danie mikroskopowe pozwolifo na wysunigcie podej-
rzenia limfadenopatii zwiazanej z 1gG4, potwierdzo-
nej nastepnie klinicznie.

L59
IgG4-RD w narzadach glowy i szyi

Lukasz Fusprof, Barbara Gornicka
Warszawa

Streszczenia nie nadestano.

Przypadek, ktéry pamietam do dzisiaj (przypadki dydaktyczne)

Przewodniczacy: Andrzej Kram (Szczecin), Joann Resze¢ (Bialystok)

L60
Guz $rédpiersia u 43-letniego mezczyzny,
opis przypadku, diagnostyka réznicowa

Joanna Reszec
Bialystok

Streszczenia nie nadestano.

L61
Rzadki typ guza jajnika — opis
przypadku i diagnostyka réznicowa

Urszula Leszczynska
Bialystok

Streszczenia nie nadestano.
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L62
Guz policzka u mlodego wieznia

Andrzej Kram!, Konrad Ptaszynski?
!Szczecin, Poland
’Department of Pathomorphology, University of Warmia and

Mazury, Olsztyn, Poland

Streszczenia nie nadestano.

L63

Skérna postaé choroby Rosai-
-Dorfmanna — rzadki opis przypadku
i przyklad dobrej wspolpracy

z klinicysta

Agata Pitaszewicz-Puza', Angelika Bazyluk?,
Joanna Reszec!

'Department of Medical Pathomorphology, Medical University
of Bialystok, Poland

*Department of Dermatology and Venereology, Medical Universi-
ty of Bialystok, Poland

Choroba Rosai-Dorfmana (ChRD), typowo ma-
nifestujaca si¢ uogdlniona limfadenopatia, jest przy-
ktadem reaktywnej proliferacji makrofagéw charak-
teryzujacych sie zjawiskiem emperipolezy i dodatnia
ekspresja bialka S100. Choroba Rosai-Dorfmana
ograniczona do skéry jest bardzo rzadka jednostka
i moze by¢ diagnostycznym wzywaniem, w szczeg6l-
nosci dla mtodego patologa i dermatologa.

Dwa wycinki skérne zostaly pobrane od 52-letniej
kobiety z wynioslej, 7-centymetrowej czerwono-bru-
natnej zmiany guzowatej, zlokalizowanej na prawym
ramieniu. Zmiana byla obecna od 6 miesiecy, z towa-
rzyszacymi dwoma uniesionymi ogniskami, $rednicy
1,5 cm kazde. W pierwszym wycinku stwierdzono
niespecyficzny naciek w skoérze wlasciwej sktadajacy
si¢ z limfocyt6w, histiocytéw i komoérek plazmatycz-
nych oraz pobudzenie komérek $rédblonka w drob-
nych naczyniach krwiono$nych. Po telefonicznej kon-
sultacji z dermatologiem i informacji o pozytywnym
wyniku testu przesiewowego w kierunku kity, w roz-
poznaniu zasugerowano zmiany w przebiegu kily. Ze
wzgledu na male prawdopodobiefistwo aktywnego
procesu chorobowego, oparte o wyniki poglebionych
badan serologicznych, zdecydowano si¢ na kolejna
biopsje. W drugim wycinku stwierdzono nasilony
naciek w skérze wlasciwej ztozony z heterogennej
populacji komoérek zapalnych i licznych makrofagéw
o obfitej jasnej cytoplazmie, z ktorych czes¢ wyka-
zywala zjawisko emperipolezy. Makrofagi wykazy-
waly dodatnig ekspresje biatka S100 i CD68 oraz
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brak ekspresji CD1a. Ze wzgledu na ujemny wywiad
w kierunku manifestacji wezlowej, brak objawéw
ogdblnych, po analizie przypadkéw opisanych w lite-
raturze i kolejnej konsultacji z dermatologiem posta-
wiono ostateczne rozpoznanie skornej postaci ChRD.

Opisany przypadek jest przyktadem dobrej wspot-
pracy z klinicysta i moze mie¢ warto$¢ dydaktyczna,
w szczegblnosci dla mlodych patologdw.

L64

Guz barku — dlaczego dane kliniczne
sa tak bardzo istotne w diagnostyce
réznicowej

Luiza Kanczuga-Koda

Department of Pathomorphology, Maria Sklodowska-Curie
Institute — Oncology Center, Biatystok Division, Poland

Streszezenia nie nadestano.

L65
Metachronic tumors; similar but not
the same

Janusz Rys

Department of Tumor Pathology, Maria Sklodowska-Curie
Memorial Cancer Center and Institute of Oncology, Krakow, Poland

Two cases of metachronic soft tissue and bone tu-
mors have been presented.

The first case is a non-ossifying fibroma diagnosed
in a 32-year old male with proven NF1 syndrome
and diffuse neurofibroma of soft tissue. Both tumors
were built of spindle cells of similar morphology but
different immunophenotype (different reaction to
S100 protein and CD34 antigen).

In the second case in female with confirmed dis-
seminated epithelioid PEComa a metachronic chor-
doma was diagnosed based on positive reaction for
cytokeratins and brachyury.

Conclusion: In the diagnosis of soft tissue neo-
plasms one should remember of metachronic neo-
plasms both in spindle cell neoplasms and epithelioid
onces.
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L66

Agresywne chloniaki B-komoérkowe

z ,koficowym” (terminalnym)
zroznicowaniem charakteryzuja si¢
podobienstwami morfologiczno-
-immunofenotypowymi rakéw

i miesakéw — wyzwanie diagnostyczne

Grzegorz Rymkiewicz
Warszawa

Streszczenia nie nadestano.

SESJA

Wspoélpraca patologa i biologa molekularnego w diagnostyce nowotworow

osrodkowego ukladu nerwowego (przypadki dydaktyczne)

przewodniczacy/chairmans: Wiestawa Grajkowska (Warszawa), Dariusz Adamek (Krakéw)

L67
Wyzwania wspolczesnej neuropatologii

Ewa Izycka-Swieszewska

Department of Pathology and Neuropathology, Medical
University of Gdansk, Poland

Department of Pathomorphology, Copernicus Hospitals,

Gdansk, Poland

Streszczenia nie nadestano.

L68

Zintegrowana diagnostyka
histopatologiczno-molekularna
nowotworéw osrodkowego ukladu
nerwowego u dzieci

Wiestawa Grajkowska, Joanna Trubicka

Department of Pathology, Children’s Health Memorial Institute,
Warsaw, Poland

Nowotwory o$rodkowego ukladu nerwowego
(OUN) stanowia po biataczkach druga co do czesto$ci
wystepowania grupe nowotwordw wieku dzieciece-
go. W ostatnich latach uznano znaczenie wybranych
markeréw molekularnych w postepowaniu diagno-
stycznym i terapeutycznym, co zostalo uwzglednio-

ne w ostatniej klasyfikacji WHO 2016 nowotwo-
réw centralnego ukladu nerwowego. Wspolczesna
diagnostyka tych guzéw jest do$¢ skomplikowana
i wymaga korelacji obrazu histopatologicznego oraz
uwzglednienia wynikéw badan molekularnych.
Najwazniejsze zmiany w zakresie diagnostyki roz-
lanych glejakéw u dzieci polegaja na wprowadze-
niu markeréw genetycznych umozliwiajacych zde-
finiowanie podtypéw molekularnych. Przykladem
jest wprowadzenie jednostki Diffuse midline glioma
H3R27 mutant (WHO GIV) zdefiniowanej przez wy-
stepowanie mutacji w genie kodujacym histon H3.3
(H3F3A). W grupie wyscidlczakéw wprowadzo-
no zdefiniowany molekularnie podtyp Ependymoma
RELA fusion — positive zwiazany z gorszym rokowa-
niem. Diagnostyka najczestszego nowotworu zlosli-
wego mézgu u dzieci — Medulloblastoma musi zawieraé
zar6wno okreslenie podtypu histopatologicznego no-
wotworu jak i ocene przynaleznosci do grupy trans-
krypcyjnej. Typy histopatologiczne Medulloblastoma
to: klasyczny, demoplastyczno-guzkowy, typ z za-
awansowang guzkowoscig i wielkokomérkowo/ana-
plastyczny. Grupy transkrypcyjne to WNT, SHH,
grupa 3 i 4. W grupie SHH konieczne jest okreslenie
statusu genu TP53. Wystepowanie mutacji w tym
genie zwiazane jest z gorszym rokowaniem. Jed-
nocze$nie usunigto z klasyfikacji okreslenie PNET.
W grupie nadnamiotowych nowotworéw embrional-
nych wprowadzono rozpoznanie Embryonal tumor with
multilayered rosettes (ETMR), dla diagnostyki, ktore-
go niezbedna jest identyfikacja amplifikacji klasteru
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microRNA CI9MC. Dla postawienia rozpoznania
Arypical teratoid| rbhabdoid tumor (AT/RT) niezbed-
ne jest wykrycie obecnosci patogennych wariantéw
w genach INI1 lub BRG]I.

W ocenie zmian genetycznych u pacjentéw obcig-
zonych nowotworami OUN nalezy uwzgledni¢ réw-
niez identyfikacje zmian germinalnych, ktére moga
by¢ istotnymi markerami rokownicznymi i progno-
stycznymi. Jednocze$nie w przypadku identyfikacji
zmiany germinalnej predysponujacej do wystepowa-
nia nowotworu wskazane jest objecie badaniami ge-
netycznymi wszystkich czlonkéw rodziny pacjenta,
w celu zapewnienia opieki medycznej umozliwiajacej
wczesne wykrycie ewentualnych zachorowan na no-
wotwory w rodzinie.

L69

Identyfikacja molekularnych markerow
diagnostycznych, prognostycznych

i predykcyjnych w nowotworach mézgu
u doroslych

Wiestawa Grajkowska!, Andrzej Tysarowski?,
Katarzyna Seliga?

'Oncopathology and Medical Biostructure Laboratory,
Department of Pathology, Children’s Health Memorial Institute,
Warsaw, Poland

’Laboratory of Genetic and Molecular Diagnostics of Cancer,
Maria Sklodowska-Curie Institute — Oncology Center, Warsaw,
Poland

Aktualna klasyfikacja nowotworéw OUN WHO
2016 opiera si¢ na zintegrowanej diagnostyce histo-
patologiczno-molekularnej. Najwicksze zmiany do-
tycza klasyfikacji rozlanych glejakéw, w ktdrych nie-
zbedne jest okrelenie statusu genéw IDHI i IDH2
oraz kodelecji 1p/19q. Mutacje IDHI wystepuja
gléwnie w argininie w pozycji 132, powodujac sub-
stytucje, w tym R132H (najczesciej, 88%), oraz rza-
dziej R132C, R132L, R132S i R132G. Mutacje IDH?2
zazwyczaj wystepuja w kodonach R140 lub R172.
Najczestsza mutacja IDH2 jest R172K. Okreslenie
statusu genéw IDHI i IDH2 z duza dokladnoscia
mozna wykonaé, stosujac techniki biologii mole-
kularnej, takie jak bezposrednie sekwencjonowanie
lub qPCR, ocene kodelecji 1p/19q, wykonuje sie za$
technikg FISH. W5réd rozlanych glejakéw wyréznia
si¢ nastepujace typy: rozlane gwiazdziaki z mutacja
w genach IDH (WHO GII), rozlane gwiazdziaki bez
mutacji w genach IDH (WHO GII), gwiazdziaki
anaplastyczne z mutacja w genach IDH i bez mutacji
(WHO GIII), glejaki wielopostaciowe (WHO GIV),
skapodrzewiaki (WHO GII), anaplastyczne skapo-
drzewiaki (WHO III) oraz rozlane glejaki linii §rod-
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kowej z mutacjag H3K27 (WHO GIV). Postawienie
rozpoznania skapodrzewiaka wymaga zaréwno wy-
krycia mutacji w genie IDH, jak i kodelecji 1p/19q.
Glejaki wielopostaciowe w 90% sa nowotworami
pierwotnie ztosliwymi, bez mutacji w genach IDH]
i IDH2. W ok. 10% przypadkéw glejaki zlosliwe
powstaja z glejakow o nizszym stopniu zlosliwosci
wskutek progresji stopnia zlosliwosci. Okresla sie
je mianem wtérnych glejakéw wielopostaciowych
i zwykle wykrywa si¢ w nich mutacje w genach IDH.
W przypadku niemozliwosci wykonania badah mole-
kularnych badz otrzymania wynikéw bez wiazacych
rezultatéw dodaje sie okreslenie NOS (not otherwise
specified).Waznym elementem diagnostyki mole-
kularnej glejakéw wielopostaciowych jest zbadanie
metylacji rejonu regulatorowego promotora genu
MGMT. Jest to wazny czynniki prognostyczny, jak
i kwalifikujacy pacjentéw do terapii temolozomidem.
Skuteczno$¢ MGMT zalezy od jego stezenia. Proces
metylacji wysp CpG promotora tego genu prowa-
dzi do obnizenia aktywno$ci MGMT. Komérki ze
zmetyowanym MGMT sa duzo bardziej narazone na
dzialanie temozolomidu. Ocena hipermetylacji DNA
regionu promotorowego MGMT jest mozliwa dzigki
wspolczesnym technikom biologii molekularne;.
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SESJA PLENARNA 3
Guzy tkanek miekkich

przewodniczacy/chairmans: Janusz Ry$ (Krakéw), Konrad Ptaszynski (Olsztyn)

L70

New fusion sarcomas. Histopathology
and clinical significance of selected
entities

Markku Miettinen
Bethesda, USA

Streszczenia nie nadestano.

L71
Oncogenic kinase gene fusions in
cancer. Implication for targeted therapy

Jerzy P. Lasota
Bethesda, USA

Streszczenia nie nadestano.

L72
Small round cell tumors — rich men,
poor men diagnostic approachy

Konrad Ptaszynski

Department of Pathomorphology, University of Warmia and
University of Warmia and Mazury, Olsztyn, Poland

Small round cell tcumors (SRCT) encompass a het-
erogeneous group of malignant neoplasms. Histolog-
ically they are composed of monotonous proliferation
of small round cells. SRCTs comprise three groups of
malignancies: 1) small round cell sarcomas includ-
ing Ewing sarcoma, CIC- rearranged (Ewing-like)
sarcoma (most common CIC-DUX4), BCOR-rear-
ranged (Ewing-like) sarcoma (most common BCOR-
CCNB3), desmoplastic small round cell tumor and
rhabdomyosarcoma; 2) sarcomas with small round cell
component including poorly differentiated synovial
sarcoma, mesenchymal chondrosarcoma, high grade
(round cell) myxoid liposarcoma, and small cell osteo-
sarcoma; 3) non-sarcomatous small round cell tumors

including lymphoma, small cell melanoma, small cell
carcinoma, Merkel cell carcinoma, NUT carcinoma,
and neuroblastoma. Initial diagnosis may be based
on the integration of histology clinical data analysis
and radiologic consultation. It is believed that the
diagnostic and therapeutic approach should include
a multidisciplinary team (MDT) discussion of a case.
Some SRCTs, e.g. mesenchymal chondrosarcoma,
can be diagnosed based on clinical, radiological, and
histological observation only. Others, e.g. rhabdo-
myosarcoma, should include immunohistochemical
studies, while many other cases require molecular
tests for the final diagnosis. If available, next-gen-
eration antibodies ( e.g. NKX2-2, ETV4, BCOR)
developed based on molecular alterations may help.
A targeted next-generation sequencing approach is
considered reasonable in undifferentiated round cell
sarcomas. The Archer company sarcoma panel is
a targeted sequencing test to detect and identify fu-
sions of 26 genes simultaneously.

L73

Nomograms for predicting of both
the cause-specific survival and the risk
of distant metastases in patients

with selected soft tissue sarcomas

Janusz Ry$

Department of Tumor Pathology, Maria Sklodowska-Curie
Memorial Cancer Center and Institute of Oncology, Krakow, Poland

According to the recently introduced eighth edition
of the AJCC staging system the prognosis of soft tis-
sue sarcoma (STS) patients depends on location of the
primary tumor and tumor size managed as four cate-
gorical variable. This new categorization of the prima-
ry tumor much better reflects the direct relationship
between tumor size and the metastatic risk, however,
despite the significant progress, the value of the TNM
system in assessing patients’ prognosis it is still un-
satisfactory, because it does not include the histologi-
cal type of the tumor. The nomograms dedicated for
patients with liposarcomas, synovial sarcoma, rhabdo-
myosarcoma, leiomyosarcoma, MPNST, desmoid type
fibromatosis, and gastrointestinal stromal tumors have

25



XXI Zjazbp POLSKIEGO TOWARZYSTWA PATOLOGOW

been recently published. They all are based on inde-
pendent factors determining the prognosis; of course,
these factors are different for each of the listed histo-
logical subtypes of soft tissue sarcomas.

L74

Multiparametric evaluation

of prognostic factors in patients
with liposarcoma

Agnieszka Harazin-Lechowska

Department of Tumour Pathology, Maria Sklodowska-Curie
Cancer Center and Institute of Oncology, Krakow, Poland

Liposarcoma (LPS), the most frequent soft tissue
sarcoma (STS), in WHO classification is divided
into 4 histologic subtypes forming 3 biologic groups
which are histologically, genetically and clinically
distinct: 1. Well-differentiated/dedifferentiated LPS,
2. Myxoid/round cell LPS, 3. Pleomorphic LPS. In
AJCC 2017 new site-specific staging system for STS
also applies to adipocytic neoplasms with division
into: 1) trunk and extremities, 2) retroperitoneum,
3) head and neck, 4) abdomen and thoracic visceral
organs.

The most important well-known risk factors in
liposarcoma are: histology, grading and location,
followed by size, excision margin and molecular
changes.

According to heterogeneity and different clinical
outcome in adipocytic neoplasms subtype specific
postoperative nomogram for liposarcoma was intro-
duced by Dalal in 20006. It combines many variables
for more personalized risk assessment, better patient
counseling and planning of adjuvant therapy. Mul-
tiparametric liposarcoma nomogram can be a use-
ful additional tool for oncologist for better patients’
management.

L75
Cytologia cienkowarstwowa BLX —
nowa technologia

Jan Faryna, Grzegorz Tracz

Sponsor: Jarwis

Prezentujemy omdwienie cytologii jednowarstwo-
wej. Poréwnujemy metody cytologii plynnej i wska-
zujemy zalety metody cytologii cienkowarstwowej

wraz z oméwieniem typowych obrazéw ukazujacych
patologi¢ ginekologiczne jak i nieginekologiczne.
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Przedstawiamy nowy aparat do wykonywania pre-
paratéw cytologicznych cienkowarstwowych w no-
wej technologii. Aparat pozwala w wersji zasadniczej
na jednorazowe wykonanie 24 preparatéw.

Jego gltéwne zastosowanie to wykonywanie prepa-
ratéw cytologicznych ginekologicznych, jak réwniez
preparatéw z innych narzadéw w technice cytologii
cienkoiglowej i cytologii z plynéw (plyny z jam ciala,
mocz).

Aparat barwi preparaty wedlug wybranego typu
barwienia jak réwniez przygotowuje osady niebar-
wione w celu wykonania barwien dodatkowych.

W cytologii ginekologicznej preparaty ocenia sa
wg klasyfikacji Bethesda.

Umozliwia uzyskanie rozmazéw wysokiej jakoci,
pozbawionych zbednych zanieczyszczen.

Pozwala na uzyskanie potrzebnych zageszczen ko-
morek. Jest aparatem tatwym w obshudze i pozwala-
na na szybkie uzyskanie preparatu wysokiej jakosci.

L76
Rak potrojnie ujemny piersi

Wojciech P. Olszewski

Maria Sklodowska-Curie Institute — Oncology Center, Warsaw,
Poland

Grant nankowy: Roche Diagnostics

Streszezenia nie nadestano.
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SESJA

Heterogennos¢ raka piersi

przewodniczacy/chairmans: Ewa Chmielik (Gliwice), Wojciech P. Olszewski (Warszawa)

L77
Heterogeneity of breast cancer during
progression

Janina Kulka

2% Department of Pathology, Semmelweis University Budapest,
Hungary

Heterogeneity is a major hallmark of breast can-
cer: there are several histological types, substantially
differing molecular subtypes, and furthermore, intra-
tumoral- and intertumoral (in multifocal cancer ca-
ses) heterogeneity has also been revealed.

Both immunohistochemical and molecular studies
proved that metastases occuring during progression
may differ from the primary tumor, which represents
an other dimension of heterogeneity. The possible
reasons behind differences between primary tumors
and metastases are the presence of different tumor
cell clones in the primary tumor, the selection of the
most viable cell clone(s) during oncological treat-
ment, occurence of new mutations along with prog-
ression.

Further studies also showed, that in cases of mul-
tiple metastases, the metastases may differ from each
other, rendering targeted treatment even more chal-
langing in such cases.

An important aspect of heterogeneity is that
different (surrogate) subtypes of breast cancers show
different distribution of distant metastases: hormo-
ne receptor positive breast cancers preferentially sp-
read to the skeletal system, while brain metastases
are considerably more often seen during progression
of HER2 positive and triple negative breast cancers.

The main lesson from studies on metastatic breast
cancer that compared primary tumors with their me-
tastases is that in each case of progressing breast can-
cer, predictive factors should be re-assessed in order
to identify new (or lost) targets of therapy.

L78

Heterogenicity of breast cancer

in the context of core needle biopsy
assessment and its clinical significance

Ewa Chmielik, Ewa Stobiecka,

Katarzyna Steinhof-Radwanska, Matgorzata Kowalska,
Dorota Ponikiewska, Dorota Lawniczak-Cielinska,
Aleksandra Lesniak, Katarzyna Swiderska,

Marta Mianowska-Malec, Barbara Grandys,
Matgorzata Oczko-Wojciechowska, Rafat Tarnawski,
Dariusz Lange, Michal Jarzab

Maria Sklodowska-Curie Memorial Cancer Center and Institute
of Oncology, Gliwice Branch, Poland

The pathologist during diagnosing breast cancer
in core needle biopsy material, constantly assesses
its heterogeneity at the microscopic level. Hetero-
geneity assessed at the genomic level is beyond its
routine assessment, but its analysis allows a better
understanding of the factors affecting the results
of genomic tests used in assessing the aggressiveness
of breast cancer. The lecture will present the issue
of heterogeneity at both microscopic and genomic
levels based on the results of the project “New mo-
lecular diagnostic and imaging tools in individual-
ized therapy for breast, thyroid and prostate cancer
(MILESTONE)”.

In a group of 60 patients with breast cancer, se-
lected transcripts and the molecular subtype of the
cancer were assessed using genomic signatures based
on the material of 3 tissue cores from needle core bi-
opsy taken before chemotherapy.

Genomic analysis was performed involving
the analysis of the entire transcriptome using
high-density oligonucleotide microarrays for 60 pa-
tients. Marker gene expression ER (ESR1), PR (PGR)
and HER2 (ERBB2) were compared with immuno-
histochemical assessment. High expression of ER
and PR coding genes correlated with high expression
of immunohistochemically assessed protein. Low ex-
pression of ER and PR proteins assessed by immu-
nohistochemistry in genomic analysis was associated
with similarly low copy number of these transcripts
as in immunohistochemically negative samples. Ad-
ditionally, the correlation of mitotic index assessment
with gene expression was analyzed. There was no
clear correlation between the mitotic index assess-
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ment and Ki67 (MKIG67), as well as selected other
proliferation related genes (AURKA and CDK1).

To evaluate the prediction of the genomic subtype
of breast cancer, the research version used multi-gene
signatures similar to the PAMS50, SSP2006, AIMS,
SCMOD1, SCMOD?2, Genius, intClust kits, using
the genefu package (Bioconductor).

The discrepancy in the genomic profile between
three tumor sections was analyzed. For 67% of pa-
tients, there were discrepancies in the prediction
of the cancer subtype for 1 or 2 slices in at least one
of the examined signatures, which translated into
a coherent genomic cancer subtype. In contrast, dis-
crepancies difficult to interpret were obtained for
33% of patients in whom genomic heterogeneity was
observed between three slices, which hindered a co-
herent assessment of the genomic subtype based on
existing signatures. Genomic analysis in this group
of patients using different signatures indicated even
4 different subtypes of cancer in tissue cores of the
same tumor in the same patient.

The real heterogeneity of the tumor, including
the varied percentage of tumor content in the stroma
and the variability of cancer cells requires the devel-
opment of signatures resistant to this phenomenon,
so that they can be reliably used in the study of small
tissue cores.

Work under the project “New molecular diagnostics and
imaging tools in individualized therapy for breast, thyroid
and prostate cancer (MILESTONE)” financed by the Na-
tional Center for Research and Development (contract
STRATEGMED?2 / 267398/4 / NCBR / 2015).

SESJA

Patologia okresu okotoporodowego

L79
Heterogennos¢ podtypow biologicznych
raka piersi

Wojciech P. Olszewski

Maria Sklodowska-Curie Institute — Oncology Center, Warsaw,
Poland

Streszczenia nie nadestano.

L80
Kliniczne aspekty heterogennosci raka
piersi

Wojciech P. Olszewski, Agnieszka Jagielto-Gruszfeld

Maria Sklodowska-Curie Institute — Oncology Center, Warsaw,
Poland

Streszczenia nie nadestano.

przewodniczacy/chairmans: Agnieszka Korolczuk (Lublin), Aldona Wozniak (Poznar)

L81
Ocena histopatologiczna poptodu —
aktualny stan wiedzy

Agnieszka Korolczuk
Lublin

Streszczenia nie nadestano.
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L82
Pathology of stillbirth

Noel McEntagart
Dublin, Ireland
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The practical application of Amsterdam
classification in routine examination

of placenta

Justina Matilde Iversen

Department of Pathology, Sykehuset i Vestfold, Tgnsberg,
Norway

Department of Pathology, University Hospital OUS-Ullevdl,
Oslo, Norway

There are differences between pathology labora-
tories and between perinatal/placenta pathologists
worldwide. The Placenta Workshop in Amsterdam
in September in 2014 resulted in a set of guidelines
for macroscopic examination of placenta as well as es-
tablished criteria for microscopic evaluation of many
of the placental lesions. New terminology was pro-
posed. The objective of this new consensus was to
unify the language we use for describing placental
morphology, ensure the correct interpretation of the
morphology in the light of clinical data about fetus
and the mother, and last but not least, to help com-
municate our findings in an understandable manner
to our colleagues, the practicing obstetricians and gy-
necologists. In Norway, we work on communication
between placenta pathologists and the practitioners,
and many departments use a Norwegian version
of the Amsterdam classification, which will also be
discussed.

The lecture describes five cases of adverse preg-
nancy outcomes, ranging from transient birth as-
phyxia to unexpected IUFD of a full term baby, and
from fetal growth restriction to apparently normal
looking fetus and placenta. In each case the placenta
was sent to our department for histopathologic ex-
amination, the diagnosis was made with the regard to
Amsterdam criteria and there was also made a com-
ment with the proposed clinical relevance of the find-
ings. The topics included in the lecture are maternal
malperfusjon, fetal malperfusjon, maturation defects
and chronic inflammatory processes (villitis, inter-
villositis and deciduitis) in the placenta. There will
be short mention of other placental pathologies also.
Each case will illustrate the diagnostic process, from
receiving the specimen at our department, through
macro- and microscopic examination and finally to
the end product, the histopathological rapport.

Main references

1. Khong TY, Mooney EE, Nikkels PG]J, et al. (eds.). Pathology
of the Placenta. A Practical Guide. ISBN 978-3-319-97214-5.

2. Turowski G, Tony Parks W, Arbuckle S, et al. The structure
and utility of the placental pathology report. APMIS 2018;
126: 638-646.

Table 1. Summary of clinical information (case 1-5).

CASE CLINICAL DATA

1. Mother: 25-year old woman, G1,P0. Healthy,
but family history of hypertrophic cardiomy-
opathy in mother and grandmother.

Clinical problem: weak fetal movements in
week 38. Ultrasound evidence of disturbed
flow in umbilical cord (Doppler).
Acute C-section.

Baby: Boy, 2594 g (on the smaller end, but
normal) Apgar: 3-5-7. Down’s syndrome.
Intestinal necrosis in first months of life resulting
in resection of 45 cm of terminal ileum.

2. Mother: 26-year old woman, G1,P0. Healthy.

Clinical problem: spontaneous birth in week
38+06, but slow progression and baby with
signs of fetal asphyxia, use of vacuum.

Baby: Boy, 3120 g (normal) Apgar: 9-9-10.

3. Mother: 33-year old woman, G4,P2. Previ-
ously healthy.

Clinical problem: High blood pressure in
week 31.

Baby: Boy, 1425 g (SGA,-25% growth
restriction) Apgar: 8-8-9.

Table 2. Simplified Norwegian Placenta Classification used
by both pathologists and obstetricians

CATEGORY DiagNosis

1 Normal placenta according to gestational age

2 Placenta with chorioamnionitis

3 Placenta with chronic villitis (VUE) or/and
intervillositis.

4 Placenta with maternal vascular malperfusjon.

5 Placenta with fetal vascular malperfusjon.

6 Placenta with maturation defect.

7 Placenta with morphology indicating gene/

chromosomal abnormality

[e'e]

Placenta with abnormal implantation

Placenta with various lesions/ other pathologies.

3.Khong TY, Mooney EE, Ariel I, et al. Sampling and Defini-
tions of Placental Lesions: Amsterdam Placental Workshop
Group Consensus Statement. Arch Pathol Lab Med 2016; 140:
698-713.

4. Turowski G, Berge LN, Helgadottir LB, et al. A new, clinically
oriented, unifying and simple placental classification system.
Placenta 2012; 33: 1026-1035.
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Postnatal clinical placentology — from
clinical manifestation to diagnosis —
multiparameter diagnostics

of preeclampsia and FGR

Martyna Trzeszcz

Woman'’s Health Center Corfamed Ltd, Wroclaw, Poland
Department of Pathology and Clinical Cytology, University
Hospital in Wroclaw, Poland

Hypertensive disorders of pregnancy (chronic
hypertension, gestational hypertension, preeclamp-
sia) are a common complication occurring in up to
10% of gestations. Due to simultaneous negative
affection on a mother and a fetus are a major diag-
nostic-therapeutic challenge and a multiparameter
multidisciplinary approach is needed. Preeclampsia
(PE) entails a different etiology and shows a different
clinical manifestation of presented symptoms as late-
and early-onset PE. A rapid progression can occur
on its course leading to severe maternal-fetal com-
plications, including death of both. Among potential
complications of hypertensive disorders is also a fetal
growth restriction (FGR).

A significant increase in importance of clinical
placentology has been brought in recent years. It is
determined by an earlier detection but most of all by
making enable a risk assessment and an early pre-
vention of gestational complications. Improvements
in ultrasonographic diagnostics with its technological
modifications and with MRI implementation as well,
have given new prospects of development an effective
perinatal care. Likewise, with the application of bio-
chemical placental biomarkers (PAPP-A, PIGF and
sFlt-1) providing a possibility of a primary and a sec-
ondary PE and FGR prevention.

A postnatal clinical placentology should be a re-
spond to a continuously improving prenatal diag-
nostics, and a part of modern perinatal pathology.
Verifying novel prenatal sonographic and biochem-
ical diagnostic tools, identifying of the new clini-
co-placentological correlations that are starting to
appear, or assessing a clinical relevance of a poten-
tially masking effect the ASA prophylaxis are cur-
rent challenges facing the contemporary placental
diagnostics.

Placenta is critical in a pathogenesis of gestation-
al hypertensive disorders. Decidual arteriopathy is
a fundamental morphologic manifestation of these
and is consistent with an inadequate remodeling
of spiral arteries. It constitutes a starting point for
a development of other hypertension-related lesions,
including loss of a vascular integrity and a maternal
vascular malperfusion, such as: placental hypoplasia,
retroplacental and/or marginal hematoma, infarc-
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tions, abnormal villous maturation (acceleration and/
or distal villous hypoplasia). It should be also to keep
in mind an impact of ASA prophylaxis with its clini-
cally relevant masking effect. Diagnosis of the severe
maternal vascular malperfusion is related to a recur-
rence risk in subsequent pregnancies as 10-25%.

An interdisciplinary approach, an application
of the same up-to-date terms for the PE, FGR di-
agnosis and a clinical guidances’ knowledge is a key
to a clinical usefulness of the modern placentology.
Implementation of current PE terms revealed by
the International Society for the Study of Hyperten-
sion in Pregnancy (ISSHP) 2018 with an approval by
FIGO in 2019, the Delphi consensus 2016 with FGR
definition, recommendations of the International So-
ciety of Ultrasound in Obstetrics and Gynecology
(ISUOG) 2019 with a guidance of the European So-
ciety of Cardiology 2018 for application of placental
biomarkers, and also an implementation of national
Polish recommendations 2019 for a local manage-
ment of hypertension in pregnancy to perinatal pa-
thologists’ practice is a necessary condition of this
multidisciplinary approach, needed to a proper iden-
tification of pathological abnormalities, also in cases
of intrauterine or perinatal death.
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Interdyscyplinarna sesja patologii szyjki macicy — nowe spojrzenie

na kontrowersje diagnostyczne w erze pierwotnego skriningu HPV

przewodniczacy/chairmans: Wtodzimierz Olszewski (Warszawa), Michat Jelenr (Wroctaw),

Andrzej Nowakowski (Warszawa)
Moderator: Romana Tomaszewska (Krakow)

Moderator: Robert Jach (Krakéw)
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Wspoélczesna profilaktyka wtérna raka
szyjki macicy — podstawy
patomorfologiczne i molekularne

Wiodzimierz Olszewski

Department of Lung and Chest Tumours, Maria Sklodowska-Curie

Institute — Oncology Center, Warsaw, Poland

Streszczenia nie nadestano.

L86

Czy patolog i ginekolog beda

w przyszlosci potrzebni do
realizacji badan przesiewowych

w kierunku stanéw przedrakowych
1 raka szyjki macicy?

Andrzej Nowakowski
Warszawa

Streszczenia nie nadestano.

L87

HRHPYV a LBC - nowa rola cytologii
w erze pierwotnego skriningu HPV.
Biomarkery immunocytochemiczne —
narzedzia selekcji ryzyka HSIL oraz
nowoczesnej kontroli niezgodnoSci
cytowirusologicznych

i cytohistologicznych.
Immunohistochemia p16 — kluczowa
rola diagnostyczna i co jeszcze?
Wyniki histopatologiczne — biopsja
kolposkopowa vs. material chirurgiczny,
kto ma racj¢? Analiza przyczyn
rozbieznos$ci diagnostycznych.

Czy niezgodno$¢ zawsze wskazuje

na blad diagnostyczny czy moze takze
na ograniczenia metody? Czy istnieje
»zloty standard” w detekcji HSIL —
wieloparametrowa dyskryminacja
ryzyka. Prezentacja przypadkow
klinicznych

Martyna Trzeszcz, Maciej Mazurec
Wroclaw

Streszezenia nie nadestano.
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Patologia nowotworéw wieku rozwojowego

przewodniczacy/chairmans: Maciej Pronicki (Warszawa), Jézef Kobos (£6dz)

188

Trudnosci diagnostyczne

w rozpoznawaniu rzadkich
nowotworéw wieku dzieciecego

Jadwiga Maldyk
Department of Pathology, Warsaw Medical University, Poland

Streszczenia nie nadestano.

L89

Migsak prazkowanokomoérkowy

u dzieci 1 mlodziezy. Réznice
morfologiczne oraz diagnostyka
histopatologiczna,
immunohistochemiczna i molekularna
w guzach tej grupy

Teresa Klepacka
Warszawa

Streszczenia nie nadestano.
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Zasady diagnostyki nowotworow nerek
wieku dzieciecego wg obowigzujacej
klasyfikacji SIOP — RTSG

Jozef Kobos

Department of Histology and Embriology, Medical University
of Lodz, Poland

Guz Wilmsa (nerczak plodowy) to zlosliwy
nowotwor nerki wieku rozwojowego (dzieciecego).
Nowotwér ten opisal w 1879 r. William Osler,
a w 1898 r. Feliks Birch-Hirschfeld. Jednak dopie-
ro opis 7 przypadkéw tego guza przez Maxa Wilmsa
w 1899 r. jako guz mieszany nerki stal sie podstawa do
przyjecia nazwy tego nowotworu. Guz ten wywodzi
si¢ z embrionalnej tkanki nerkotwoérczej i zwigzany
jest z nosicielstwem mutacji genu WT'1, WT2, FWTI
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i FWT2. Obraz histologiczny guza przedstawia budo-
we trdjsktadnikowa: sktadnik nablonkowy utworzony
przez komoérki réznicujace si¢ w kierunku nablon-
kowym tworzac poronne cewki i ktebuszki nerkowe,
sktadnik blastemiczny zbudowany z malych komérek
o skapej cytoplazmie i hiperchromatycznych jadrach
oraz skladnik podscieliskowy (zrebowy) utworzony
przez myksoidalna tkanke mezenchymalna i wrze-
cionowate komorki. Istotnym elementem opisu guza
Wilmsa jest takze stwierdzenie obecno$ci anaplazji
komoérkowej. Obecnie w Europie obowiazuje Klasyfi-
kacja nowotwordéw nerek u dzieci wg kryteriow SIOP
(2001, 2016). W Kklasyfikacji tej guzy dzieli si¢ na
guzy o malym, posrednim i duzym ryzyku. Kryteria
histologiczne stanowia: obraz morfologiczny guza,
a przede wszystkim proporcja poszczeg6lnych sktad-
nikéw (komponent6éw), a takze odsetek pol martwicy
i zmian regresywnych w stosunku do powierzchni ca-
lego guza. Bardzo istotnym elementem rozpoznania
histopatologicznego jest réwniez precyzyjne okresle-
nie stanu zaawansowania guza. Stosowanie tej kla-
syfikacji zwiazane jest ze standardem leczenia dzieci
z tymi nowotworami. Zasada postgpowania w przy-
padku tych guzéw wg SIOP jest przedoperacyjna
chemioterapia u dzieci powyzej 6. miesiaca zycia.
Jest ona odmienna od sposobu postgpowania stoso-
wanego w Ameryce wg klasyfikacji COG. Obecnie
w Europie wprowadzany jest w ramach SIOP-RTSG
protokét nazwany Umbrella. Celem tego protokotu
jest udoskonalenie diagnostyki (prowadzenie badan
molekularnych i wprowadzenie precyzyjnych kry-
teriéw histologicznych i radiologicznych) w celu jak
najlepszego dostosowania leczenia do okreslonego
typu guza.
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Rozpoznawanie anomalii naczyniowych

wieku dzieciecego wg zrewidowane;j
w 2018 r. klasyfikacji ISSVA

Jozef Kobos

Department of Histology and Embriology, Medical University
of Lodz, Poland

Obecnie stosowana klasyfikacja anomalii naczy-
niowych wg ISSVA (International Society for the Study
of Vascular Anomalies) wieku rozwojowego rézni sie
od powszechnie stosowanej u doroslych klasyfika-
¢ji zmian naczyniowych wg Swiatowej Organizacji
Zdrowia (WHO). W klasyfikacji ISSVA anomalie
naczyniowe dzieli si¢ na guzy naczyniowe oraz mal-
formacje naczyniowe. Po$réd guzéw naczyniowych
w klasyfikacji tej wyrdznia sie grupe guzéw lagod-
nych o posrednim stopniu zlosliwosci oraz guzéw
zlosliwych. W grupie malformacji naczyniowych wy-
réznia sie malformacje proste, ztozone, malformacje
duzych naczyf oraz malformacje zwigzane z innymi
anomaliami. Wsr6d malformacji prostych wyréznia
sie malformacje kapilarne, malformacje limfatyczne,
malformacje zylne, malformacje tetniczo-zylne oraz
przetoki tetniczo-zylne. Klasyfikacja ISSVA odnosi
siec do biologicznego zachowania guzéw naczynio-
wych. Szczegélnie istotne jest rozpoznanie naczy-
niaka wczesnodzieciecego (infantile hemangioma), po-
twierdzone dodatnim odczynem GLUT1, poniewaz
oznacza to, iz guz tego typu w przyszlo$ci zaniknie.
Istotne jest réwniez wlasciwe rozpoznanie typu wro-
dzonego naczyniaka (congenital hemangioma), takie jak
RICH, NICH i PICH. Bardzo wazne jest poprawne
rozpoznanie ziarniniaka naczyniowego (pyogenic gra-
nuloma), najczestszego guza naczyniowego u dzieci.
Istotne jest, aby w grupie malformacji wlasciwie roz-
poznal jej typ oraz w kazdym przypadku dazy¢ do
uzyskania informacji klinicznych, dotyczacych mozli-
wosci wystapienia innych anomalii oraz okresu trwa-
nia choroby.
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Are ER(-)/PgR(+) breast cancers real?
Histopathological

and immunohistochemical analysis

of cases from 9 centers

Michal Kunc!, Rafat Peksa'!, Elzbieta Senkus-Konefka?,
Wojciech Biernat!

!Chair and Department of Pathomorphology, Medical University
of Gdansk, Poland

?Chair and Department of Oncology and Radiotherapy, Medical
University of Gdansk, Poland

Presenting author: Michal Kunc, e-mail: mkunc(@gumed.edu.pl

Steroid hormone receptors are important prognos-
tic markers in breast cancer. Progesterone receptor
(PgR) expression is induced by estrogen receptor a
(ER) in breast cancer cells, thus the existence of ER(—)/
PgR(+) tumors is doubted and considered artifac-
tual. The aim of the current study was to reevalu-
ate ER(-)/PgR(+) breast cancer cases collected from
9 Polish oncology centers and to establish if the use
of various anti-ER antibody clones influences diag-
nosis.

Immunohistochemical and HE slides from 80 cas-
es of ER(-)/PgR(+) tumors were reevaluated by three
pathologists. The cases without tissue samples prior
to systemic therapy and primarily misdiagnosed cas-
es were excluded (n = 21; 26.25%). Then, 59 cases
were stained with antibodies against ER (clones 1D5
and SP1) and PgR (clone 636).

ER(-)/PgR(+) phenotype was confirmed in 32
cases (40%). The diagnosis was changed to ER(+)
in 15 cases (18.75%), and to PgR(-) in 11 cases
(13.75%). SP1 clone was more sensitive than 1D5 in
detecting ER(+) cases (p < 0.0001, x? test; k Cohen
coefficient = 0.53. Confirmed ER(-)/PgR(+) tumors
showed three morphologic patterns: high-grade in-
vasive carcinoma of no special type, apocrine-like,
and carcinoma with the central acellular zone. They
demonstrated higher Ki67 expression than other
types of breast cancer (p < 0.001, Kruskal-Wallis
ANOVA). In survival analysis, their clinical course
was similar to ER(—)/PgR(-) cases.

The diagnosis of ER(-)/PgR(+) breast cancer re-
quires caution and preferentially double-check with
the use of alternative anti-ER antibody clone and an-
other FFPE tissue block. Real ER(-)/PgR(+) cancers
show distinct clinicopathological features with high-
grade morphology, high Ki67, and survival pattern
resembling double-negative breast cancer.

02
Microenvironment and androgen
receptor in triple negative breast cancer

(TNBC)

Anna Lewandowska'?, Lukasz Szylberg??,
Apolonia Katuzna!?, Matthew Ibbs!?, Violetta Filas!?,

Andrzej Marszatek!?

"Department of Oncologic Pathology and Prophylactics, Poznan
University of Medical Sciences, Poland

*Department of Oncologic Pathology, Greater Poland Cancer
Centre, Poznan, Poland

*Department of Clinical Pathology Collegium Medicum in Byd-
goszcz, Nicolaus Copernicus University Torun, Bydgoszcz

Presenting author: Anna Lewandowska,
e-mail: a.l.w(@o2.pl

Triple negative breast cancer (TNBC) is typically
associated with poor prognosis. More effective ther-
apeutic strategies are needed. There are two par-
ticularly interesting areas of exploration of TNBC:
the presence of the androgen receptor in cancer cells
as well as elements of the tumor microenvironment.
The aim of the study was to determine the presence
of CD4 +, CD8+, CD68+, CD163+, CD19+,
CD138+, CD56++, FoxP3 + cells in the TNBC mi-
croenvironment, presence of the androgen receptor in
cancer cells and determination of the relationship be-
tween these elements and histopathological features
of the tumor.

We selected 315 TNBC cases. A tissue microarray
(TMA) was constructed and then the immunohisto-
chemical reactions were performed.

The androgen receptor was present in the tu-
mor cell nuclei in 22.8% of cases and we proved
the relation between the cancer’s NHG degree and
the presence of this receptor. The relation between
the androgen receptor and the presence of CD163
+ cells in the microenvironment was also confirmed
as well were the relations between some elements
of the microenvironment (mainly CD163 + cells)
and the NHG, pT and pN of TNBC.

Confirmation of the relation between the evalua-
tion markers and tumor features suggest that these
parameters might be a good potential footholds in
the planning of new therapies. We suppose that
CD163 cells in the TNBC microenvironment could
be used as predicting factor in new potential thera-
pies in TNBC.
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Utility of morphometric analysis and
expression of ERG, PTEN and SPINK1
in core needle biopsy to predict
prostatic cancer stage

Pawet Bojar, Lech Wronecki, Justyna Szumito

Department of Clinical Pathology, Medical University of Lublin,
Poland

Presenting author: Pawel Bojar,
e-mail: pawel.bojar@umlub.pl

Number of patients with prostatic cancer that are
candidates for conservative management instead of
radical treatment is increasing and it becomes very
important to select them precisely. Apart of Gleason
score not any other parameter that can be described
in core needle biopsy is included in planning of treat-
ment nowadays. The aim of the study was to deter-
mine the utility of morphometric parameters and ex-
pression of ERG, PTEN and SPINKI in core needle
biopsy samples to predict prostatic cancer extent.

Retrospective analysis of core needle biopsy sam-
ples obtained from 151 patients between 2007 and
2015 was performed. Morphometric parameters
such as: length of the core, presence and length of
cancer in each core, number of cores involved with
cancer and Gleason score were evaluated. Moreover,
cancer to core length, cumulative cancer length,
volume of cancer focus, cumulative cancer foci vol-
ume were calculated. Expression of ERG, PTEN and
SPINK1 were evaluated in tissue microarrays. Col-
lected data were compared to radical prostatectomy
findings in the same patients.

Estimated volume of single cancer focus {ml} can
be useful to predict higher stage (pT3) (OR: 1.0016;
95% CI: 1.0005-1.0027) and cumulative estimat-
ed cancer volume [ml} can be useful to predict the
presence of extraprostatic extension (OR: 1.1188;
95% CI: 1.0448-1.1980). Presence of cancer in sur-
gical margin in radical prostatectomy specimen can
be predicted by the number of cores involved with
cancer (OR:1,31;95% CI: 1.11-1.55). Perineural in-
vasion is more common in patients with loss of PTEN
expression (OR: 4.56; 95% CI: 1.10-18.87), with
ERG expression (OR: 6.75; 95% CI: 2.06-22.10),
Gleason score > 6 (OR: 6.50; 95% CI: 2.01-21.02)
and percent of core involved by cancer (OR: 44.87,;
95% CI: 5.57-394.26). Accuracy of prediction can be
improved when anatomical distribution of obtained
cores is considered.

Based on obtained results some morphological
parameters and expression of markers evaluated in
prostatic core biopsy can be applied in prediction of
cancer extension. Selection of patients available for
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conservative management may be better with addi-
tional data described in biopsy samples.

04

A first step analysis of a complex pro-
pranolol action mechanisms in infan-
tile hemangiomas and their relation to
CD133 and HIF1a signaling from pro-
liferation to involution phase

Katarzyna Taran', Katarzyna Galica’,
Elzbieta Salacinska-Los?, Przemystaw Przewratil®

Interfaculty Chair and Department of Pathomorphology, Medi-
cal University of Lodz, Poland

*Department of Pediatric Surgery and Oncology Central Clinical
Hospital, Medical University of Lodz, Poland

Presenting author: Katarzyna Taran,

e-mail: katarzyna.taran(@umed.lodz.pl

Infantile hemangiomas (IH) are tumors charac-
terized by proliferation and involution phases. It is
recently proved that proliferation phase is driven by
activation of vascular endothelial growth factor re-
ceptor 2 (VEGFR2), and the normalization of vascu-
lar growth factor signaling by decreasing VEGFR2
expression and increasing VEGFR1 starts the invo-
lution phase. Although described above mechanism
seems to be well established, the complete signaling
in IH tissues on the transition from proliferation to
involution phase, especially evoked by propranolol
treatment is enigmatic.

Here we presented the studies on CD133 and
HIF1la expression in rare group IH tissues which un-
derwent propranolol treatment and their relation to
VEGEF signaling.

The limited IH tissue sections were selected for
the preliminary study, from confirmed by immu-
nochistrochemistry Glut-1(+) (the growth phases
were accepted as that of depicted in Mulliken and
Enjolras’ description). Immunohistochemical estio-
mation of CD133 and HIFla expression was per-
formed and compared with previous VEGF studies,
as well as related to the recent literature discoveries
(Bone Marrow Derived Cells and SDF-1 part).

There were observed differences in CD133 and
HIF1la positive cells indices in proliferation and invo-
lution phases. Obtained results in relation to VEGF
signaling and propranolol use may suggest that
the mechanisms involving of CD133, HIF1a and po-
tentially SDF-1 and CD45 + cells takes part as a po-
tential regulators. Presented studies brought us closer
to understanding of complex signaling in IH tissues,
as well as alight new mechanisms of tumor regression
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at the course of propranolol treatment for further in-
vestigation.

05
The prognostic value of pattern-based
grading system of pancreatic cancer

Michat Bienkowski!, Rafat Peksa!, Adrian Perdyan!,
Justyna Kostro?, Jakub Rojek!, Stanistaw Hac?,
Wojciech Biernat!

"Department of Pathomorphology, Medical University of Gdansk,
Poland

’Department of General, Endocrine and Transplant Surgery,

Medical University of Gdansk, Poland

Presenting author: Michal Bienkowski,
e-mail: michal.bienkowski(@gumed.edu.pl

Pancreatic cancer is one of the leading causes
of cancer-related deaths worldwide and its mortali-
ty rate is systematically growing in contrast to other
frequent neoplasms. Histological grading is an essen-
tial prognostic factor, however, it is not unanimously
understood. The WHO classification defines strict
criteria based on the average of 4 scores. In contrast,
in 2005 Adsay ez al. proposed an alternative system
based on tissue architecture patterns (similar in con-
cept to the prostate cancer grading). Unfortunate-
ly, it does not seem to have gained any recognition.
Here, we compared the prognostic value of grading
systems according to WHO and by Adsay ez a/.

The study group constituted of 107 pancreat-
ic cancer patients: 51 males and 56 females with
the median age of 66 years (range: 35-84). Histo-
logical grade was assessed according to WHO cri-
teria (gland formation, mucin production, nuclear
atypia and mitotic frequency in the least differenti-
ated area) and according to Adsay ¢t #/. (Am J Surg
Pathol 2005; 29: 724-733). Statistical analysis was
performed with Cohen’s kappa and Cox proportional
hazard regression using R statistical environment.

There was a relatively good concordance between
WHO grades and the pattern approach (weighted
k of 0.78). The former offered a slightly better prog-
nostic value (HR = 1.54, p = 0.01) than the latter
(HR = 1.35, p = 0.02).

In summary, although the pattern-based approach
does not surpass the WHO grading, it is easy to use
and may potentially offer some additional prognostic
information.
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Osteopontin and premalignant breast
lesions

Marta Wozniak!, Kinga Walaszek!, Elyse E. Lower?,
Georg F. Weber?®, Piotr Ziolkowski!

'Department of Pathology, Wroclaw Medical University, Poland
*University of Cincinnati Academic Health Center, College

of Medicine, Cincinnati, OH, USA

*University of Cincinnati Academic Health Center, College
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Progress in imaging and biopsy of breast tissue has
enabled the detection of early lesions with different de-
grees of risk for transformation, raising the question who
should receive treatment to counteract the potential
for a progression to breast cancer. Because the secreted
metastasis mediator osteopontin (OPN) is a marker for
breast cancer progression, its presence in premalignant
breast lesions may reflect progression risk.

By means of immunohistochemistry, we analyzed
correlation between osteopontin variant expression
with pre-cancerous breast lesions. The lesions com-
prised hyperplasia, papilloma, and carcinoma in situ
from 415 women, and also from healthy women to
assess a) staining for OPN exon 4 or OPN-c in low-
risk to high-risk lesions b) correlations between stain-
ing and relapse or survival.

The markers correlated with risk. They were
prognostic for relapse and survival. More than 95%
of women, who experience a relapse had pathology
scores of 2-3 for OPN-c intensity at the time of initial
diagnosis. 0% of women free of OPN-c (pathology
score 0), and about 10% of OPN-c pathology score
1 relapse over 5 years. When combining OPN-c and
OPN exon 4 staining, all of the low intensity patients
are alive after 5 years, whereas women in the high
category have a 50% chance to die within 5 years. Of
patients who died, close to 80% had a high score at
the time of initial diagnosis.

The addition of OPN splice variant immunohis-
tochemistry to standard pathology work-ups has
the great potential to aid decision making in breast
cancer prevention.

Key words: breast cancer, premalignant lesion,
ductal hyperplasia, tumor progression marker, im-
munohistochemistry.
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Portosystemic shunts are abnormal vascular con-
nections between the portal vein system and systemic
venous circulation. Congenital portosystemic shunts,
most commonly recognized in dogs, constitute patho-
logical vessels that developed during embryonic life.
Their presence, as previously thought, is not associated
with portal hypertension. In humans, reported cases
of calcification in the portal system are rare, and most
of them have been associated with longstanding portal
hypertension, which is capable of causing portal ve-
nous calcifications due to mechanical stress to the ves-
sel’s walls.

The aim of this study was to check the presence
of calcification connected with the portal vein and
the portosystemic venous branches in dogs with con-
genital portosystemic shunts.

Material for the study were 125 archival paraffin
blocks, collected in 2005-2014 during diagnostic
laparotomies or surgical closures of pathological vas-
cular shunts, which included surgically biopsied liver
samples from dogs of different breeds and both sexes.
Slides were stained HE and Kdss method for calcium
salts.

The extrahepatic single shunts were confirmed
in 119 dogs, extrahepatic multiple shunts in 1 dog
and intrahepatic shunts in 5 dogs. Calcification was
present in the vein’s walls in 2 dogs (1.6%) with ex-
trahepatic portosystemic shunt: Miniature Schnau-
zer, male, 12 months of age and cross-breed, male,
8 months of age. Calcification, which was visible
around vessels in the portal area, not correlate with
degenerative lesions at vessels walls (dystrophic cal-
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cification). This led us to conclude that, in the light
of the humans literature data, in such animals portal
hypertension may have occurred.
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Endometrial cancer (EC) belongs to one
of the most common malignant neoplasms. Obesity,
as a well-known risk factor for endometrial cancer,
plays role in carcinogenesis by the promotion of sub-
clinical chronic inflammation. Inflammation is re-
lated to the pathogenesis of tumors, including EC.
The aim of this study is to explain the role of LEP,
LEPR, CD68, CD163, GDF15, GFRAL, RET — pro-
teins potentially involved in mechanisms regulating
obesity-inflammation-cancer axis in EC, what fits
into current trends of seeking for more sensitive and
characteristic markers of the process of EC, and bio-
markers responsible for regulation of obesity and ca-
chexia process in oncological patients.

158 patients with histopathologic diagnosis of EC
were qualified to the study and correlated with clin-
icopathological features. The survival time was as-
sessed. Immunohistochemical (IHC) analyses were
performed on archive tissue sections.

The results of IHC were that all examined pro-
teins expression was significantly higher in EC tissues
compared to normal tissues (p < 0.05). The expres-
sion of CDG68 and CD163 was significantly associat-
ed with histological grade, Bokhman’s classification
(p < 0.05). The results showed that higher GDF15
expression was positively correlated with FIGO stage,
obesity and diabetes (p < 0.05). High level of RET
was associated with poor prognosis.

The obtained results, combined with histopatho-
logical and clinical diagnosis may cause better under-
standing of mechanisms of inception and progression
of EC, as well as determining potential prognostic
and diagnostic biomarkers, new methods of prevent-
ing and new molecular targeted therapy.
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Number of patients with prostatic cancer that
are candidates for conservative management instead
of radical treatment is increasing and it becomes very
important to select them precisely. Apart of Gleason
score not any other parameter that can be described
in core needle biopsy is included in planning of treat-
ment nowadays. The aim of the study was to deter-
mine the utility of morphometric parameters and ex-
pression of ERG, PTEN and SPINKI in core needle
biopsy samples to predict prostatic cancer extent.

Retrospective analysis of core needle biopsy sam-
ples obtained from 151 patients between 2007 and
2015 was performed. Morphometric parameters
such as: length of the core, presence and length of
cancer in each core, number of cores involved with
cancer and Gleason score were evaluated. Moreover,
cancer to core length, cumulative cancer length,
volume of cancer focus, cumulative cancer foci vol-
ume were calculated. Expression of ERG, PTEN and
SPINK1 were evaluated in tissue microarrays. Col-
lected data were compared to radical prostatectomy
findings in the same patients.

Estimated volume of single cancer focus {ml} can
be useful to predict higher stage (pT3) (OR: 1.0016;
95% CI: 1.0005-1.0027) and cumulative estimated
cancer volume [ml} can be useful to predict the pres-
ence of extraprostatic extension (OR: 1.1188; 95% CI:
1.0448-1.1980). Presence of cancer in surgical mar-
gin in radical prostatectomy specimen can be predict-
ed by the number of cores involved with cancer (OR:
1.31; 95% CI: 1.11-1.55). Perineural invasion is more
common in patients with loss of PTEN expression
(OR: 4.56; 95% CI: 1.10-18.87), with ERG expression
(OR: 6.75; 95% CI: 2,06-22.10), Gleason score > 6
(OR : 6,50; 95% CI: 2.01-21.02) and percent of core
involved by cancer (OR: 44.87; 95% CI: 5.57-394.26).
Accuracy of prediction can be improved when anatomi-
cal distribution of obtained cores is considered.

Based on obtained results some morphological
parameters and expression of markers evaluated in
prostatic core biopsy can be applied in prediction
of cancer extension. Selection of patients available for
conservative management may be better with addi-
tional data described in biopsy samples.
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Pancreatic cancer is one of the leading causes
of cancer-related deaths worldwide and its mortali-
ty rate is systematically growing in contrast to other
frequent neoplasms. Histological grading is an essen-
tial prognostic factor, however, it is not unanimously
understood. The WHO classification defines strict
criteria based on the average of 4 scores. In contrast,
in 2005 Adsay ¢t a/. proposed an alternative system
based on tissue architecture patterns (similar in con-
cept to the prostate cancer grading). Unfortunate-
ly, it does not seem to have gained any recognition.
Here, we compared the prognostic value of grading
systems according to WHO and by Adsay ez a/.

The study group constituted of 107 pancreat-
ic cancer patients: 51 males and 56 females with
the median age of 66 years (range: 35-84). Histo-
logical grade was assessed according to WHO cri-
teria (gland formation, mucin production, nuclear
atypia and mitotic frequency in the least differenti-
ated area) and according to Adsay et @/. (Am J Surg
Pathol 2005; 29: 724-733). Statistical analysis was
performed with Cohen’s kappa and Cox proportional
hazard regression using R statistical environment.

There was a relatively good concordance between
WHO grades and the pattern approach (weighted
k of 0.78). The former offered a slightly better prog-
nostic value (HR = 1.54, p = 0.01) than the latter
(HR = 1.35, p = 0.02).

In summary, although the pattern-based approach
does not surpass the WHO grading, it is easy to use
and may potentially offer some additional prognostic
information.
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Endometrial carcinoma is the second most com-
mon type of uterine cancer. For patients in the clini-
cal stage I 5-year survival rate is 90% but falls below
20% in patients with stage III or I'V.

PTEN is a tumor suppressor gene (10q) encod-
ing a phosphatase that inhibits signaling pathway
PI3K-AKT-mTOR. Loss of PTEN function is associ-
ated with the pathogenesis of many different cancers,
particularly endometrial carcinoma. Currently new
forms of therapy with PTEN inhibitors in patients
with advanced, relapsed or refractory endometrial
cancer are studied.

Immunohistochemical assessment of PTEN pro-
tein expression in tissue sections of endometrial ad-
enocarcinoma were assesed. Association of PTEN
expression with selected clinical and morphologi-
cal parameters: age, histological grade, infiltration
of the cervix and the depth of infiltration of the uter-
ine walls were determined.

The study was conducted in formalin-fixed, par-
affin-embedded endometrial carcinomas from 90
patients operated between 2010-2013. PTEN ex-
pression was determined by immunohistochemistry
using mouse monoclonal anti-PTEN (clone: 6H2.1,
Dako), the reaction was visualized using FLEX Dako.
Depending on the percentage of PTEN positive cells
tumors were diveded into positive and negative.

PTEN negative cancers accounted for 85.8%. In
PTEN negative cancers infiltration of the cervix was
significantly lower. There was no correlation between
the expression of PTEN and age, histological grade
and depth of infiltration of the uterine wall.
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The immune response of the host to breast can-
cer is an important predictor of neoadjuvant chemo-
therapy. Despite standardization of the assessment
of stromal tumor lymphocytes (sTILs), high compli-
ance among pathologists is still a challenge.

The aim of the study was to compare the com-
pliance of TILs quantification among pathologists.
The material included 30 breast cancer core biopsies
(5 DCIS, 5 invasive lobular, 5 invasive micropapil-
lary, 6 invasive NST and 9 invasive triple-negative
cancers). The digital slides were evaluated by a group
of 3 experts and 3 residents from international in-
stitutions. 15 cases were randomly assigned to each
pathologist and every case was scored separately
3 times. Evaluation was made based on the guide-
lines of the International TILs Working Group on
digital slides of 3DHISTECH. The TILs score ranged
from 0 to 90%.

A minor discrepancy was noted in cases with abun-
dant lymphocytic infiltration compared to cases in
which afford mentioned component was moderately
intensive. Interobserver agreement among experts
was greater compare to residents, significant discrep-
ancies were observed in 3 and 5 cases out of 30 re-
spectively. Whereas discrepancy between experts and
residents occurred in 4 out of 22 cases. Further in
4 cases with high resident’s divergence, the assess-
ment made by one of them was always in line with
the expert result.

The study proved that TILs assessment is sub-
jective. The pathologist’s experience plays a crucial
role, which is demonstrated by the high expert in-
terobserver agreement. The major problem in TILs
evaluation appeared in breast cancers with medium
lymphocytic infiltrates.
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Germ cell tumors (GCTs) are a heterogeneous
group of neoplasms affecting patients of all ages. In
the pediatric population, they comprise 3% of ma-
lignancies, with diverse biology and course. Unfor-
tunately, in around 20% of cases, the outcome is
unfavorable — this, in addition to various acute and
late side effects of prevailing therapies, is the major
impulse to pursue a deeper understanding of their
tumorigenesis. Current knowledge links GCTs devel-
opment to primordial germ cells and various defects
of their maturation, division, and apoptosis. Sonic
Hedgehog (SHH) pathway is a cell signaling pathway
playing an important role in embryonic organogen-
esis and is thought to be a part of gonad formation
through controlling gonocyte migration. Therefore it
may contribute to GCTs pathogenesis and progres-
sion through paracrine and autocrine signaling. This
study presents preliminary results of an immunohis-
tochemical examination of SHH pathway elements
using antibodies for SHH, Patched-1 and GLI-1 pro-
teins. The analysis was done on tissue microarrays
obtained from paraffin blocks from 41 (22 male and
19 female) pediatric patients with various seminoma-
tous (3 seminomas, 3 germinomas, 11 dysgermino-
mas) and non-seminomatous tumors (14 Yolk Sac tu-
mors, 1 immature teratoma and 3 mixed malignant
germ cell tumors). Almost all cases showed positivity
for GLI-1, PTCH-1 was varied, from none to strong
positivity, and there was weak positivity for SHH in
more than half examined tumors. Further evaluation
of SHH components might help to reveal new op-
tions for GCTs therapies, increase survival rate and
improve the quality of life in the young patients.

Project financed by National Science Centre grant
No. 2014/15/B/N24/04855.
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A p53 protein is a tumor suppression protein
which is overexpressed in squamous cell carcinoma
related to TP53 gene mutations while p16 protein
is known to be overexpressed in human papilloma-
virus (HPV) mediated oropharyngeal carcinoma.
The purpose of this study was to investigate the ex-
pression of p53 in oropharyngeal HPV-related versus
HPV-unrelated carcinoma.

Paraffin blocks were collected from 55 patients
with primary oropharyngeal cancer diagnosed in
2017 and 2018 in Oncology Cancer Centre-Institute
in Warsaw. The immunohistochemical (IHC) expres-
sion of p16 was detected with CINtec p16 Histology
and p53 expression was detected with DO-7 anti-
gen. DNA HPV was tested by polymerase chain re-
action (PCR) using automatic system Cobas 4800. In
this study, the patients with HPV-related carcinoma
were identified based on simultaneous positive results
of IHC p16 and HPV DNA.

The combination of IHC p16 and PCR classified
56% of the cases as patients with HPV-related carci-
noma and 44% as HPV-unrelated carcinoma. Over-
all, overexpression of p53 was detected in 32% cases.
70% patients with HPV-unrelated carcinoma and
only 3% patients with HPV-related carcinoma were
p>3 positive.

The current study suggests that detection of IHC
p53 could be a useful marker of discrimination
HPV-related and HPV-unrelated carcinoma.
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The tumor tissue of patients with colorectal can-
cer have been routinely profiled for somatic mu-
tations in KRAS, NRAS and BRAF genes, since
the discovery that these molecular changes are
associated with resistance to anti-EGFR (epider-
mal growth factor receptor) antibodies (cetuximab
and panitumumab). Here we present the results
of an ongoing study aimed at revealing the possible
correlation between the somatic status of KRAS,
NRAS, BRAF genes and clinico-pathological fea-
tures in colorectal cancer.

The examined gorup consisted of 396 patients
with colorectal cancer treated in Lower Silesian

Oncology Centre in Wroclaw in 2017-2019
period. Molecular tests for somatic mutations in
KRAS, NRAS and BRAF were conducted with
Idylla System (Biocartis), based on the qPCR meth-
od. The following tests were used: KRAS 3.0 and
NRAS/BRAF 1.0. Interpretation of qPCR reactions
results was conducted automatically by algorithm
included in the software provided by the manufac-
turer. Detailed clinical and pathological data were
collected for 204 patients by the date the poster
was created.

Mutations in KRAS gene were detected in 48%
(190) patients. NRAS and BRAF genes revealed mu-
tations in 4,8% (19) and 6,6% (26) cases, respective-
ly. Non-diagnostic results were obtained in 4% (16)
cases.

The frequency of mutations (as a relative percent-
age of all mutated cases) is presented in the Table.

Relationship between frequency of KRAS/NRAS/
BRAF mutations and detailed clinical and patholog-
ical data (including TNM, histological grade, tumor
size, localization of primary tumor and metastases)
for limited numer of patients was presented in this
poster.

The frequency of KRAS/NRAS/BRAF mutations
in colorectal cancer from Lower Silesia Region are
similar to frequencies reported by other investiga-
tors.
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GENE MUTATION %
KRAS G12D 23.8%
KRAS G12V 20.0%
KRAS G13D 11.5%
KRAS G12A 6.0%
KRAS G12C 5.1%
KRAS A146P/T/V 4.3%
KRAS KRAS G128 3.4%
KRAS Q61H 1.7%
KRAS G12R 1.3%
KRAS AS9T/E/G 1.3%
KRAS Q61L/R 1.3%
KRAS K117N 0.9%
KRAS Q61K 0.4%
NRAS Q61K 2.1%
NRAS Q61R 1.7%
NRAS G12D 0.9%
NRAS NRAS G12C 0.9%
NRAS G13R/V 0.9%
NRAS Q61L 0.9%
NRAS Q61H 0.4%
NRAS A146T/V 0.4%
BRAF BRAF V600E/D 11.1%
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Calcifying fibrous tumor (CFT) is a rare benign
soft tissue lesion, mostly observed in children and
young adults. Common locations include gastroin-
tenstinal tract, peritoneum, mediastinum and pleura.
CFT is usually found as a solitary lesion but multiple
or disseminated tumors were also described. Most
of the cases presented in the literature were found
incidentally and patients remained asymptomatic.

We report a case of 29-year-old male patient suf-
fering from sarcoidosis whose chest CT scans revealed
two non progressive soft tissue lesions of left sided
pleura.
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Macroscopically tumors measured 5.8 cm X 3.4 cm
X 2cmand 1 cm X 0.4 cm X 0.2 cm. Both lesions
were well circumscribed, firm and smooth on the cut
surface. Histopathological examination showed hy-
alinized collagenous lesion with a few spindle cells,
scattered lymphoplasmacytic infiltrate, multiple
calcifications and psammoma bodies. Immunohis-
tochemistry (IHC) revealed spindle cells positivity
for vimentin and partially for smooth muscle actin.
Reaction for desmin, S-100 protein, CD68, CD34
and anaplastic lymphoma kinase was negative.
The diagnosis of CFT was made. Differential di-
agnosis included pleural plaques, old empyema,
calcified granuloma, mesothelioma, inflammatory
myofibroblastic tumor, solitary fibrous tumor and
fibromatosis.

Total excision of the pleural lesions and further fol-
low up is considered to be a sufficient treatment. In
small number of described cases coexistence between
CFTs and previous trauma or chronic inflammatory
processes were reported, but its etiology and histo-
genesis remains unclear.

We did not find any other case of calcifying fibrous
tumor of the pleura coexisting with sarcoidosis.
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Metabolic switch in cancer is the subject of many
studies and a potential therapeutic goal. Many
of the malignant neoplasms are able to reprogram
their metabolism from oxidative phosphorylation to
aerobic glycolysis. The aim of this study was quantita-
tive and qualitative analysis of GLUT1, GLUT3 and
GLUT4 expression in primary and metastatic brain
tumors. The study included 56 cases of glioblasto-
mas and 18 metastatic adenocarcinomas from the pa-
tients aged 27- 84 years. Tissue microarrays were pre-
pared based on representative sections determined on
hematoxylin-eosine stained slides. GLUT expression
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was assessed immunohistochemically in glioma and
metastatic tissue (Abcam antibodies, DAKO sys-
tem). The topography and intensity of GLUTs tis-
sue reactivity was examined under light microscopy.
92% of glioblastoma cells expressed GLUT 1 and
75% GLUT 3 in membranous and cytoplasmic fash-
ion, with higher membranous reaction in perinecrotic
areas. GLUT 1 positive cells were also found around
thrombosed blood vessels and in endothelial cells.
GLUT 3 expression was observed in endothelial cells in
normal vessels and in microvascular proliferations
with coexistent abluminal layers staining. Metastatic
carcinomas revealed strong membranous expression
of GLUT1 and focally GLUT3 with poorly expressed
topographical heterogeneity. GLUT4 expression
was negative in all cases (cytoplasmic staining).
Our results suggest that the characteristic location
of the GLUT1 and GLUTS3 reactions in glioblastoma
is a repeatable feature of these tumors compared to
metastatic adenocarcinomas, with hypoxia-depen-
dent topography. GLUT 1 and 3 present diverse dis-
tribution within blood vessels, with GLUT? connec-
tion to pathologic angiogenic phenotype, suggesting
its involvement in angiogenetic properties of tumors.
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The proper placental examination is of a great val-
ue in investigations of adverse pregnancy outcomes
including stillbirch. Amsterdam Placental Workshop
Group Consensus (2016) is a recently proposed,
comprehensive classification system that includes all
of the major maternal and fetal vascular, infectious
and idiopathic/immune inflammatory processes.

The aim of this study was to determine the fre-
quency and type of histopathologic lesions in placen-
tas examined in years 2014-2018. The main groups
were: aborted fetus (< 22 hbd), preterm delivery
(22-36 hbd) and birth at term (> 36 hbd).

373 placentas were included in the study. Since
2014 the significant increase in number of exam-
ined cases was observed. In 319 cases histopathologic

examination determined placental pathology. Results
were classified according to Amsterdam Placental
Workshop Standards.

The main pathologies observed in the second and
third groups were: maternal vascular malperfusions
(i.e., retroplacental haemorrhage — 54%, infarcts —
19% in each group) and fetal vascular malperfusions
(i.e., thrombosis of villous/umbilical vessels — 24%
and 22% respectively, increased coiling index — 39%
and 41% respectively). Acute chorionamnionitis was
the main pathology in the first group (48%).

138 autopsies of fetuses and neonates were per-
formed at that time. Placental examination was per-
formed in 41 of them. Significant placental patholo-
gy was identified in 36 cases.

Placental pathology was identified in most
of the examined cases. Implementation of the unified
system with reproducible grading and staging should
help to establish recommendations for placental sub-
mission and facilitate progress in studying the patho-
genesis, diagnosis and treatment of obstetric disor-
ders with an underlying placental etiology.
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Inflammatory myofibroblastic tumor (IMT) is
a rare lesion, with the incidence rates ranging from
0.04% to 0.7%, that typically occurs within lungs.
It is characterized by proliferation of fibroblastic and
myofibroblastic cells associated with inflammatory
infiltrate. Some of the cases are being linked to trans-
locations within ALK gene.

We present morphologic and immunophenotypic
findings of 10 cases of IMTs diagnosed in the years
2010-2019 in Regional Specialist Hospital in Olsz-
tyn, Poland.

The patients age ranged from 21 to 80 with me-
dian of 58. Half of patients were males. Four cases
had typical location within lung parenchyma, and
the other six were localized in unusual sites including
parotid gland, skull, anterior mediastinum, atrium,
prostate and epididymis.
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The lesions consisted of various proportions
of spindle or epithelioid cells with mononuclear in-
flammatory infiltrate and collagenized stroma. IMTs
were classified regarding to three basic histologi-
cal patterns. The first pattern included lesions with
myxoid areas and numerous blood vessels (3 cases),
the second pattern included lesions with fascicular
spindle cell proliferation (2 cases) and the third pat-
tern was characterized by presence of dense, com-
pact collagen (4 cases). One case was a mixture of all
of the mentioned patterns. In 90% cases tumor cells
were immunoreactive for smooth muscle actin. Two
cases were positive for ALK1 antibody and they were
localized within lungs.

Due to its varied morphology IMT should be con-
sidered as differential diagnosis in both spindle-cell
rich and collagenized tumors with distinct inflamma-
tory infiltrate.
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RhoA, a member of GTPase family, controls nu-
merous biological processes e.g. formation of stress
fibers, cell contractility and polarity, transcription
and cell cycle progression. In a number of cancers
RhoA manifests tumor-promoting activity through
influence on apoptosis, proliferation, adhesion, in-
vasion and formation of metastasis. Data on the role
of RhoA in melanoma are scarce and inconsistent. To
address this issue we performed a clinicopathological
analysis of RhoA expression.

Immunohistochemical staining for RhoA was an-
alyzed semi-quantitatively in 134 primary skin mel-
anoma tumors. These results were statistically ana-
lyzed with other clinicopathological characteristics
including patient survival.
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Elevated RhoA expression was associated with
lower Breslow thickness (p = 0.028), higher grade
of tumor-infiltrating lymphocytes (p = 0.006) and
no disease recurrence (p = 0.002). Moreover, recur-
rence-free survival (RFS) (p < 0.001) and melano-
ma-specific survival (MSS) (p < 0.001) were consid-
erably longer in cases with high RhoA expression.
When adjusted for Breslow thickness and the status
of regional lymph nodes, RhoA expression remained
an independent prognostic factor for RFS (HR: 0.47;
95% CI: 0.26-0.84; p = 0.011) and MSS (HR: 0.35;
95% CI: 0.17-0.71; p = 0.004). In conclusion, RhoA
expression in skin melanoma is related to features
of less aggressive histopathological phenotype and fa-
vorable clinical behavior. Further investigations need
to clarify mechanisms of probable functional involve-
ment of RhoA in the pathogenesis of melanoma.
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Lung carcinoid tumors are neuroendocrine epithe-
lial malignancies. Mitotic index is one of the most im-
portant criterium to differentiate typical from atypi-
cal carcinoid.

The Ki67 index is not obligatory but it helps to
estimate grade of the neoplasm and is widely used.

These two parameters were objects of our evaluation.

Analysis of accordance between different doctors
(pathologist and pathologists in training) and cor-
relation between mitotic and proliferation index.

Forty cases of lung carcinoid were examinated by
3 pathologists in training and consultant pathologist.

We counted mitotic figures in area of 2 mm? on
slides stained with HE and used immunohistochem-
istry stain for Ki67 (proliferative index). The mitotic
index was not always in correlation with proliferation
index. There was better concordance in evaluation
of proliferation index than in the number of mitosis
between different pathologists.

Number of mitosis is under subjective analysis de-
pending on many factors such as the quality of sec-
tions cutting, fixation and processing of the biopsies
and the experience of the pathologist.
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Prostatic carcinoma is one of the most frequent
cancers in men; a significant proportion of cases is due
to ERG-TMPRSS?2 translocation. The aim of present
study was to find a possible relationship between
morphology and translocations involving ERG and
TMPRSS2 genes.

The material consisted of 148 radical prosta-
tectomy cases. The cases were graded according to
the ISUP guidelines and staged by AJCC system.
FISH test was performed with ZytoLight ERG/
TMPRSS2 kit (ZytoVision) according to the manu-
facturer’s recommendations and read on a fluores-
cence microscope equipped by appropriate filter set
according to the reagents’ manufacturer guidelines.
This study was supported by a grant from National
Science Centre, Poland (no. 2015/19/B/NZ5/00044).

In 82 cases no translocation was detected. In 31
cases ERG-TMPRSS2 fusion was detected. In 10
cases where was an ERG translocation not affecting
TMPRSSERG and in 6 cases TMPRSS2 transloca-
tion not affecting ERG. In the remaining 19 cases
the FISH was not readable. Of the 129 case were
FISH was informative Gleason score was 3 + 3 = 6
in 31 cases, 3 + 4 = 7 in 58 cases, 3 + 5 = 8 in
1 cases, 4 + 3 = 7 in 27 cases, 4 + 4 = 8 in 4 cas-
es,4+5=9in4 cases, 5 + 3 = 81in 1 cases, 5 +
4 = 9in 2 cases. Tertiary Gleason pattern was present
in 21 cases, and it was pattern 3 in 5 cases, pattern
4 in cases, and pattern 5 in cases. The cancers with
any type of ERG or TMPRSS2 translocation tend-
ed to show higher grade than the ones with normal
FISH status.
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The purpose of this study was to present cases
of CCAM in terms of patohistological features, gen-
der and site distribution as well as to compare the re-
sults with Stocker’s classification.

A retrospective review was performed on eleven
cases of CCAM obtained in four years period (2015-
2019) in University Children’s Hospital in Krakow,
Poland.

The cases for this study were 7 boys and 4 gitls
(64% vs. 36%), patients age at operation ranged
from 4 days to 10 months. 6 cases involved the left
lung (55%) whereas the right lung was involved in
5 cases (45%). Histopathological examination
showed congenital cystic adenomatoid malformation
type I in 7 cases (64%), type I in 3 cases (27%) and
type I in 1 case (9%). No congenital cystic adeno-
matoid malformation type 0 and IV was diagnosed.

Data obtained from this study fell into Stocker’s
classification proving its usefulness.
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Cyclosporine A (CsA) is an immunosuppressive
drug used in transplantation and treatment of auto-
immune diseases. Experimental studies revealed im-
pairments in liver function and morphology among
cyclosporine-treated animals.

The aim of the study was to evaluate hepatopro-
tective activity of PPARYy ligands: rosiglitazone and
15-deoxy-A'#"* — prostaglandin J, on CsA-induced
hepatotoxicity in experimental animals.

Cyclosporine A was administered subcutaneously
at a dose of 15mg/kg/day for 28 days. Both PPAR y
agonists were given for 28 days 0,5 hour before
the administration of CsA. Rosiglitazone was admin-
istered orally at a dose of 8 mg/kg/day and PGDJ2
was given intraperitoneally at a dose of 30 ug/kg/day.

Cyclosporine A induced liver injury was evidenced
by increased serum levels of aspartate aminotransfer-
ase (AST), alanine aminotransferase (ALT), and bili-
rubin. Serum concentrations of GSH and GSSG, lipid
peroxidation products, NAD+/NADH, NADP+/
NADPH and ADP/ATP ratios and caspase 3 activi-
ty showed, that CsA induced oxidative stress, evoked
an imbalanced red-ox state and apoptosis in the liv-
er. Microscopic examination showed sinusoidal dila-
tation, mononuclear cell infiltration, necrosis of he-
patocytes, intracellular vacuolar degeneration and
microvesicular steatosis and apoptopic cells. The bio-
chemical and morphological changes induced by CsA
were limited by administration of both PPARy ago-
nist — rosiglitazone and PGD]J2.

Biochemical and liver histopathological exam-
ination indicate that both PPARy agonists used in
the experiment may play an important role in pro-
tecting against CsA-induced hepatotoxicity.
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What is the leading molecular mechanism that
causes broad resistance to systemic therapies, re-
mains a key question in renal cancer related research.
We explored associations of TRIP13 expression with
the clinical course using the Cancer Genome Atlas
(TCGA), and validated these findings in tissue mi-
croarray (TMA).

The TCGA cohort consisted of 528 patients diag-
nosed with clear cell renal cell carcinoma (ccRCC).
The RNA-seq data was mapped using the Ensembl
gene id, and the FPKMs (number Fragments Per
Kilobase of exon per Million reads) for TRIPI3
were used for quantification of mRNA expression.
The TMA contained specimens from 87 ccRCC pa-
tients. We used immunohistochemistry to investigate
TRIP13 protein expression levels. The overall surviv-
al (OS) was analyzed using the Kaplan-Meier method
and log-rank statistics. Univariate and multivariate
analyses were conducted using Cox proportional haz-
ard models.

Median follow up for TCGA cohort and TMA co-
hort was 3.28 and 6.3 years, respectively. 20.64%
of patients had high TRIP13 expression in TCGA
cohort vs. 28.74% in TMA cohort. TRIP13 protein
expression did not significantly correlate with stage
nor tumor grade (p > 0.05), and there was no sta-
tistical difference between its levels within the cyto-
plasm of ccRCC cells and corresponding normal cells.
Elevated TRIP13 expression served as an indepen-
dent unfavorable prognostic indicator of survival in
ccRCC both on mRNA (p = 3.4e-11) and protein
(p = 5.2e-3) levels.

TRIP13 overexpression predicts poor prognosis in
ccRCC. Together with the emerging reports, this ob-
servation raises a suspicion that TRIP13 is a substan-
tial driver of resistance to systemic therapies against
kidney cancer.
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We examined a status of fibrosarcoma arising in
dermatofibrosarcoma protuberans of 64-year-old
male patient. A dermal, solid, grayish-yellow, desmin-
negative trichrome-bluish tumor measured 1.5 cm
in diameter pTla (edition 8 pTNM). It was was
composed of spindle cells. It was consistent with der-
matofibrosarcoma protuberans (ICD-O3: 8832/3)
in areas of low mitotic activity, low atypia and sus-
tained CD34 positivity. CD34-negative texture
with high mitotic index and atypia was consistent
with to high grade sarcoma apparently of fibrous or-
igin, given category fibrosarcoma. The high grade
component was graded (G3) and scored according to
French Federation of Cancer Centers Sarcoma Group
(FNCLCCQ): total score of 6 points: tumor differen-
tiation: 3 points + Mitotic count: 3 points (up to
26 mitoses/ 10HPF in high-grade fields), + no ne-
crosis: 0 points. In low grade sarcomatous component
ADAMTS20 (NM_025003: ¢.1661C>T, p.P554L)
NF1 (NM_001042492: c. 2173G>T, p.E725X) and
PKHDI1 (NM _138694: c. 11074C>T, p.R3692X)
were revealed with following allelic frequencies:
25%,27%, 17% and 44%. In high grade compo-
nent allelic frequencies of the same mentioned mu-
tations were 30%, 30%, 14% and 51% respectively.
In the light of our findings, none of detected muta-
tions can be regarded as a mutation that would defi-
nitely induce phenotype of high malignancy, because
ADAMTS20, NF1 and PKHDI1 mutations were
detected both in high grade sarcoma and in low

grade areas of dermatofibrosarcoma protuberans. It
also points that these mutations appeared on early
stages of tumor development.
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The bladder urothelial cancer incidence is the 11t%
most common malignancies in the world in both sexes.
Currently bladder cancer diagnosis is based on urine
cytology, molecular and radiological imaging methods,
but to put a recognition and start treatment the “gold
standard” — histological examination of bladder biopsy
has to be done. Morphological changes are not always
unequivocal. Due to many difficulties in assigning
morphological features, sensitivity of urine cytology
is only ca. 30 and 70% for low- and high-grade tu-
mours, respectively. Therefore, the need for new detec-
tion technologies has still arisen. One of alternatives
is the application of spectroscopic tools like Fourier-
Transform Infrared spectroscopy (FTIR) offering label-
free detection of cancer in urine sediment of patients.
Their classification is based on standard cytology that
stratified samples into normal, suspicious and cancer-
ous. Abnormal cells come from patient with inflam-
matory changes or with atypical cells in cytology.
The abnormal cells are the most difficult to assess and
often detailed medical data is needed. The medical
history of bladder cancer divides cases into low and
high risk. Attenuated Total Reflectance (ATR) FTIR
spectra of urine sediment reveal a good discrimina-
tion of the norm and cancer groups, in particular for
the high risk patients. IR bands at 1020, 1050, 1080,
and 1236 cm! assigned to glycogen, sugars and DNA
are potential candidates for FTIR carcinoma markers.
Although, high individual variation of urine biocom-
ponents, the 3D Principal Component Analysis (PCA)
is able to label-free detect cancerous samples.

MK thanks the InterDokMed project (no. POWR.03.
02.00-00-1013/10) for financial support.
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Germ cell tumours (GCT) are a heterogenous
group of tumors arising from germ cells on different
phases of their differentiation and maturation. Little
is known regarding the pathogenesis of these tumors,
however recent data point towards the putative role
of (dysregulated) Hedgehog (Hh) signaling among
the triggering factors of their growth.

To assess potential DNA alterations of the Hh
pathway in GCTs, we sequenced 25 Hh-related genes
in a set of 27 tumors.

Next generation sequencing of FFPE samples
was performed using an UMI-based QIAseq Target-
ed DNA Custom Panel (Qiagen) genes on Illumina
NextSeq Platform. Variant calling was performed us-
ing CLC Genomic Workbench (Qiagen).

All samples passed QC checkpoints with the me-
dian reads of 11 mln, median coverage of 831
and 97.8% covered regions. None of the canoni-
cal Hh-related genes was found to have a Tierl/2
variant, however a number of variants of unknown
significance have been identified. These include
a novel germline GLI2 c.4332 4333delinsAT vari-
ant affecting the residue previously associated with
Holoprosencephaly9 syndrome detected in a yolk
sac tumor located in testis of a 2 year or a germline
SMO ¢.2011C>T substitution in the COS2-binding
region overlapping with the cluster of PKA/CK1
phosphorylation sites.

Most of the detected variants were germline what
might point towards their role of (dys)regulators
of the Hh-network and hence risk factors for GCT
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development. Studies on larger cohorts are needed to
verify their prevalence among GCT patients.

This research was funded by Polish National Science
Centre grant number: 2014/15/B/NZ4/04855.
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Steroid hormone receptors are important prognos-
tic markers in breast cancer. Progesterone receptor
(PgR) expression is induced by estrogen receptor a
(ER) in breast cancer cells, thus the existence of ER(-)/
PgR(+) tumors is doubted and considered artifac-
tual. The aim of the current study was to reevalu-
ate ER(-)/PgR(+) breast cancer cases collected from
9 Polish oncology centers and to establish if the use
of various anti-ER antibody clones influences diag-
nosis.

Immunohistochemical and HE slides from 80 cas-
es of ER(—)/PgR(+) tumors were reevaluated by three
pathologists. The cases without tissue samples prior
to systemic therapy and primarily misdiagnosed cas-
es were excluded (n = 21; 26.25%). Then, 59 cases
were stained with antibodies against ER (clones 1D5
and SP1) and PgR (clone 636).

ER(-)/PgR(+) phenotype was confirmed in 32
cases (40%). The diagnosis was changed to ER(+)
in 15 cases (18.75%), and to PgR(—) in 11 cases
(13.75%). SP1 clone was more sensitive than 1DS5 in
detecting ER(+) cases (p < 0.0001, x? test; k Cohen
coefficient = 0.53. Confirmed ER(-)/PgR(+) tumors
showed three morphologic patterns: high-grade in-
vasive carcinoma of no special type, apocrine-like,
and carcinoma with the central acellular zone. They
demonstrated higher Ki67 expression than other
types of breast cancer (p < 0.001, Kruskal-Wallis
ANOVA). In survival analysis, their clinical course
was similar to ER(-)/PgR(-) cases.

The diagnosis of ER(—)/PgR(+) breast cancer re-
quires caution and preferentially double-check with
the use of alternative anti-ER antibody clone and an-
other FFPE tissue block. Real ER(-)/PgR(+) cancers
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show distinct clinicopathological features with high-
grade morphology, high Ki67, and survival pattern
resembling double-negative breast cancer.

P23

Cardiac amyloidosis: the clinical and
pathomorphological changes of two
cases of cardiac lesion in primary
AL-amyloidosis

Yuliia Kuzyk!, Olena Mazur?, Ganna Chornenka?

"Department of Pathology and Forensic Medicine, Danylo
Halytsky Lviv National Medical University, Lviv, Ukraine
*The Regional Pathology Bureau, Lviv, Ukraine

Presenting author: Yuliia Kuzyk, e-mail: juliakuzyk21@gmail.com

Cardiac amyloidosis, once thought to be a rare
disease, is increasingly recognized due to enhanced
clinical awareness and better diagnostic imaging.
The purpose of the study was to determine the clinical
and pathomorphological analysis of cases of primary
AL-amyloidosis with the involvement of the heart.

We have analyzed the clinical and pathomorpho-
logical changes of two cases of cardiac lesion in pri-
mary AL-amyloidosis.

In both cases AL-amyloidosis has been diagnosed
with post-mortem examination. Clinical diagnosis
demonstrates hypertrophic cardiomyopathy with heart
failure. In both cases, the cause of death of the patients
was acute kidney damage. In post-mortem examina-
tion, cardiomegaly was observed. The myocardium is
dense, reddish-brown with thin mesh grayish veins,
is severely cut, similar in density to rubber. At his-
tological examination cardiomyocytes with atrophy,
hydropic dystrophy, focal myocytolysis. Subendocardi-
ally, in the walls of small intramural arteries, intersti-
tium, surrounding the myocytes, there were observed
diffuse and focal accumulation of amorphous homo-
geneous, weakly-basophilic masses. Similar masses
are found in the parenchyma of the spleen, of the glom-
eruli and the small caliber arteries of the kidneys,
along the sinusoids of the liver, pancreatic stroma.
Coloring of these masses for the Congo red gave a pos-
itive result.

In both cases cardiac disturbances in clinical pic-
ture of the disease and determined its prognosis.
Clues to the diagnosis include ventricular “hypertro-
phy” seen on echocardiography with inappropriately
low electrical voltages on ECG. The diagnosis of am-
yloidosis requires a biopsy of the tissue, indicating
a positive coloration of the Congo red.
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Pathological deformations of internal carotid ar-
tery (PD ICA) are factors leading to acute cerebrovas-
cular accident. There are data about reversions and
progressions of deformations. The aim of our research
is to assessment pathomorphological and biomechan-
ical changes in PD ICA.

There were 377 clinical cases of patients oper-
ated on carotid stenosis. Following methods have
been used: histological investigation; immunohisto-
chemical method with monoclonal antibodies (RAH
C11-0.1, RAH C33, CIV 22, TIMP-1, MMP-9);
biomechanical modeling of carotid arteries (ANSYS,
Workbench, SolidWorks 2008), statistic assessment
of received data (MS Exel 2003, Statistica 7, IBM
SPSS Statistics 19).

Pathomorphological changes: connective-tissue
deformation of the artery wall at the corner and prox-
imal part of inflection; smooth muscles atrophy — dis-
tal part. Immunohistochemical analysis showed high
expression of collagen types I and III in the middle
and external layers, collagen type IV in the middle
layer of the artery wall. Biomechanical models of PD
ICA with different angles of inflection (30, 60, 90,
130) were developed using clinical data and vessel
molds. As a result, the most dangerous deformations
are angles 30 and 60, because of them influence on
gradient of pressure into the artery wall.

The phenomenon of evolution of PD ICA is re-
vealed: the increase of the pressure gradient and the
appearance of high tensile areas lead to the fact that
the bending angle becomes sharper and the deforma-
tion are more pronounced. This indicates the hemo-
dynamic “instability” of the bend and its ability to
progress.
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Triple negative breast cancer (TNBC) is typically
associated with poor prognosis. More effective ther-
apeutic strategies are needed. There are two par-
ticularly interesting areas of exploration of TNBC:
the presence of the androgen receptor in cancer cells
as well as elements of the tumor microenvironment.
The aim of the study was to determine the presence
of CD4 +, CD8+, CD68+, CD163+, CD19+,
CD138+, CD56+, FoxP3 + cells in the TNBC mi-
croenvironment, presence of the androgen receptor in
cancer cells and determination of the relationship be-
tween these elements and histopathological features
of the tumor.

We selected 315 TNBC cases. A tissue microarray
(TMA) was constructed and then the immunohisto-
chemical reactions were performed.

The androgen receptor was present in the tu-
mor cell nuclei in 22.8% of cases and we proved
the relation between the cancer’s NHG degree and
the presence of this receptor. The relation between
the androgen receptor and the presence of CD163
+ cells in the microenvironment was also confirmed
as well were the relations between some elements
of the microenvironment (mainly CD163 + cells)
and the NHG, pT and pN of TNBC.

Confirmation of the relation between the evalua-
tion markers and tumor features suggest that these
parameters might be a good potential footholds in
the planning of new therapies. We suppose that
CD163 cells in the TNBC microenvironment could
be used as predicting factor in new potential thera-
pies in TNBC.
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Calcified amorphous tumor of the heart (cardiac
CAT) is an extremely rare non-neoplastic cardiac mass,
originally described in 1997. Up to now only sever-
al cases were reported in the literature. The patients
usually complain of the symptoms related to obstruc-
tion or embolization such as dyspnea and syncope.
Accurate diagnosis of a cardiac mass is often made
on surgical excision and histopathological examina-
tion.

We report a case of 75-year-old female, who was
admitted to Emergency Department in Regional
Specialist Hospital in Olsztyn due to loss of con-
sciousness. The diagnosis of sudden cardiac arrest
caused by ventricular fibrillation with myocardial
infarction was made. Urgent coronary angiography
demonstrated critical proximal LAD artery stenosis
and the percutaneous coronary intervention with
revascularization of the LAD was performed. After
the procedure, parameters of multiple organ failure
were increasing continuously and after 12 hours af-
ter admission the patient died. The autopsy was per-
formed.

In postmortem examination, generalized athero-
sclerosis and early myocardial infarction of the ante-
rior wall of the left ventricle was confirmed. Surpris-
ingly, macroscopic examination of the heart revealed
a calcified, yellowish tumor measuring 5x2x2 cm,
attached to the muscle of the lateral wall of left
ventricle. Microscopically, the cardiac mass showed
nodular calcified amorphous debris with admixed de-
generated fibrin and focal chronic inflammation. No
pleomorphism or mitoses were seen. The diagnosis
of CAT was established.

Cardiac CAT is a rare entity of uncertain etiolo-
gy usually diagnosed as cardiac mass in symptomatic
patients. To our knowledge it is a first report of inci-
dental finding during autopsy.
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Despite the great improving made in colorectal
cancer therapy, the quest for molecular prognostic
factors or therapeutic targets is still main objective for
a large number of scientist. Erythropoietin effective-
ly prevents anemia and for this reason, patients un-
dergoing chemotherapy or radiation therapy due to
colorectal cancer have also been treated with recom-
binant human erythropoietin. However, EPO seems
to promote survival of the malignant cells. Since abil-
ity of IRS-1 to coordinate multiple signals that may
be critical during carcinogenesis, it was of interest to
investigate expression of IRS-1, EPO, EPOR and as-
sess correlation between them, with regard to clinico-
pathological variables of colorectal cancer.

The expression of tested proteins was evaluated in
primary colorectal cancers using the immunohisto-
chemical method. Statistical analyses were performed
by using the Spearman rank correlation test (p < 0.05).

Our results show a statistically significant positive
correlation between IRS-1 and EPO expression in all
researched groups except case of: adenocarcinoma
with mucosal component, poor differentiated tumor
(G3) and pT1+pT2 stage of tumor. Positive associ-
ation between IRS-1 and EPOR expression occurred
in all groups of patients except case of: adenocarcino-
ma with mucosal component and case of poor differ-
entiated tumors (G3).

Overall, our results demonstrate that the expres-
sion of IRS-1 in colorectal cancer correlates with ex-
pression of EPO system. This leads to conclusion that
modulation of IRS-1 action may be a potential new
therapeutic strategy.

P28

Comparison of expression insulin
receptor substrate type 1 (IRS-1),
leptin (Ob) and leptin receptor (ObR)
in primary colorectal cancer

Karolina Lomperta!, Andrzej Fudalal,

Katarzyna Jakubowska?, Malgorzata Grudzinska',
Luiza Kanczuga-Koda?, Joanna Lotowska?®,

Maria Sobaniec-Lotowska®, Stanistaw Sulkowski!,
Mariusz Koda!

'Department of General Pathomorphology, Medical University
of Bialystok, Poland

*Department of Pathomorphology, Comprehensive Cancer
Center, Bialystok, Poland

*Department of Medical Pathomorphology, Medical University
of Bialystok, Poland

Presenting author: Karolina Lomperta

Obesity is a significant risk factor for several types
of cancer, including colorectal cancer. The incidence
of colorectal cancer has continued to trend upwards
in recent years because of rising levels of obesity
worldwide. Leptin is main adipocyte-secreted protein
and levels are raised in obese individuals. Studies in
cellular models suggested involvement of leptin in
colorectal carcinogenesis. IRS-1 is a signaling inter-
mediates of the insulin and insulin-like growth factor
receptor, but this is important to mention the fact
that IRS-1 action is not limited to binding to recep-
tors with tyrosine kinase activity. Previous researches
shown that IRS-1 can be activated in leptin-signaling
pathway. For this study, it was of interest to investi-
gate expression of IRS-1, Ob, ObR in colorectal can-
cer and assess correlation between them.

The excision specimens were collected from 150
patients undergoing surgery for primary colorectal
cancer. Immunohistochemical method was used to
assess studied proteins. Statistical analyses were per-
formed by using the Spearman rank correlation test
applying a significance level of p<0,05.

Positive correlation between IRS-1 and Ob was
found in all group of patients except case of: adeno-
carcinoma with mucosal component, poor differen-
tiated tumor (G3), pT1+pT2 stage of tumor, while
correlation between IRS-1 and ObR was absent in
only two groups: adenocarcinoma with mucosal com-
ponent, pT1+pT2 stage of tumor.

Summatrize, expression of IRS-1 strong correlates
with expression of Ob and its receptor in colorec-
tal cancer. Looking forward, further attempts could
prove quite beneficial to the therapeutic strategy in
colorectal cancer treatment.
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Based on GLOBOCAN 2018 data CRC is the third
most common cancer diagnosed globally. Most
of the research in this field is aimed at finding new
prognostic factors or therapeutic strategy in order to
reduce high colorectal cancer-related mortality. Cause
IRS-1 has ability to interact with multiple intracellu-
lar proteins and modulate signal to proliferation and
survival, two elements relevant during cell transfor-
mation, for this study, it was of interest to evaluate
expression of IRS-1, Bax, Bcl-xL in colorectal cancer
and assess correlation between them.

Expression of tested proteins was analyzed in tissue
samples obtained from 150 patients diagnosed with col-
orectal cancer. In order to assess the correlation, Spear-
man rank correlation test was applied (p < 0.005).

Our results demonstrate that correlation between
IRS-1 and Bax is statistically significant in all groups
exclude case of: adenocarcinoma with mucosal com-
ponent (AM), poor differentiated tumor (G3) and
pT1+pT2 stage. The positive correlation occurred
between IRS-1 and Bcl-xL in all cases except follow-
ing groups of patients: tumor with primary localiza-
tion in rectum, adenocarcinoma with mucosal com-
ponent, poor differentiated tumor.

In light of this data, IRS-1 seems to be positive cor-
related with proapoptotic as well as antiapoptotic
proteins. Future investigations are necessary to vali-
date the kinds of conclusions that can be drawn from
this study.

Overall, our results demonstrate that the expres-
sion of IRS-1 in colorectal cancer correlates with ex-
pression of EPO system. This leads to conclusion that
modulation of IRS-1 action may be a potential new
therapeutic strategy.
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The study aimed at exploring a potentially neu-
roprotective effect of topiramate (TPM), one of the
most commonly used newer-generation, broad spec-
trum, antiepileptic drugs against ultrastructural
damage of hippocampal synaptic endings in the ex-
perimental model of febrile seizures (FS).

The study used male young Wistar rats aged 22-
30 days , divided into three experimental groups and
control group. Hyperthermic stress was evoked by
placing animals in a 45°C water bath for four con-
secutive days. Brain maturity in such animals corre-
sponds to that of 1- or 2-year-old children TPM at
a dose of 80 mg/kg b.m. was administered with an
intragastric tube before and immediately after FS.
Specimens (1 mm?®) collected from the hippocampal
CA1 and CA3 sectors, fixed viz transcardial perfu-
sion with a solution of paraformaldehyde and glutar-
aldehyde, were routinely processed for transmission-
electron microscopic analysis.

Advanced ultrastructural changes induced by
hyperthermic stress were manifested by distinct
swelling of hippocampal pre- and post-synaptic ax-
odendritic and axospinal endings, including their
disintegration. The axoplasm of presynaptic boutons
contained a markedly decreased number of synaptic
vesicles and their abnormal accumulation. The syn-
aptic junctions showed a dilated synaptic cleft and
decreased synaptic active zone. TPM used directly
after FS was ineffective in the prevention of hyper-
thermia induced injury of synaptic endings in hip-
pocampal CA1l and CA3 sectors. However, TPM
administrated prior to FS induction demonstrated
a neuroprotective effect against synaptic damage in
approximately 25% of synaptic endings in the hip-
pocampal sectors, more frequently located in perivas-
cular zones. It was manifested by smaller edema of
both presynaptic and postsynaptic parts, containing
well preserved mitochondria, increased number and
regular distribution of synaptic vesicles within the ax-
oplasm, and increased synaptic active zone.
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Our current and previous findings suggest that
TPM administered “prophylactically”, before FS,
could exert a favorable effect on some synapses, main-
ly indirectly, vzz the vascular factor, i.e. protecting
blood-brain barrier components and through better
blood supply of hippocampal CA1 and CA3 sectors.
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Nonalcoholic fatty liver disease (NAFLD) is one
of the major causes of chronic liver injury affecting
the general health of various populations. The under-
lying pathogenesis of NAFLD remains to be fully elu-
cidated, however, the pathological changes may be
explained by the ‘twohit hypothesis’. The ‘first hit”
consists of the accumulation of hepatic lipids, which
is predominantly associated with insulin resistance,
while the ‘second hit’ consists of oxidative stress, mi-
tochondrial dysfunction and inflammation.

Adipose-derived stem cells (ADSC) possess
the ability to differentiate into various mesodermal
lineages. Furthermore, ADSC have a high prolifer-
ative capacity, secrete various proteins and have im-
munomodulatory effects. Therefore, ADSCs have
gained considerable attention in the field of regen-
erative medicine to repair various damaged tissues.

The exposure to reactive oxygen species (ROS) re-
sults in apoptosis and release of inflammatory media-
tors. Therefore the survival of ADSC against oxidative
stress and inflammation is vital for effective stem cell
therapy.

In the present study, ADSC were isolated from
the mouse adipose tissue. We aimed at evaluating
the effect of vitamin E treatment on ADSC against
H,O,- induced oxidative stress. The oxidative stress
was induced by treating ADSC with 500, 1000, 1500
uM H,O, with or without vitamin E.

We observed that the viability of ADSC is en-
hanced after vitamin E treatment under H,O,-in-
duced oxidative stress We observed that the viabili-
ty of ADSC is enhanced after vitamin E treatment
under H O, -induced oxidative stress. The findings
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of this study may help in developing effective stem

cell therapy for the diseases characterized by the oxi-
dative stress and inflammation such as NAFLD.
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Mutations isocitrate dehydrogenase 1 (IDH1) and
isocitrate dehydrogenase 2 (IDH2) are frequently
detected in glioma. The new classification of CNS
tumors was included IDH mutations on final diag-
nosis. Gliomas with IDHI or IDH2 mutations have
improved prognosis compared to gliomas wzld-type
IDH. IDH mutations are significant markers of posi-
tive chemosensitivity, correlate with a better response
to temozolomide and longer survival.

Tumor samples were obtained from 1000 patients
with brain gliomas (449 women and 551 men) at
the age: 18-71 years, from Department of Neurosur-
gery, 10™ Military Research Hospital and Polyclinic
in Bydgoszcz. Tumor samples were formalin-fixed,
paraffin-embedded (FFPE) then diagnosed and grad-
ed according to the WHO classification of tumors
of the central nervous system 2016.

Genomic DNA was extracted from FFPE tumor
samples with Maxwell 16 FEPR Plus LEV DNA Pu-
rification Kit and Maxwell 16 MDx Instrument.

The MLPA method (Multiplex Ligation-depen-
dent Probe Amplification) was carried out using
SALSA MLPA kit P088 to detect IDHI (R132H/
R132C) and IDH2 (R172K/R172M) mutations. Sta-
tistics analysis were performed with chi-squared test.

Among 1000 patients with gliomas in our group,
259 (26%) patients with low-grade glioma (WHO
grade II), 285 (29%) patients with high-grade glio-
ma (WHO grade III) and 456 (45%) with Glioblas-
toma (WHO grade IV) were graded.

IDH1 and IDH?2 mutations were observed in 375
cases (37,5%) and IDH1/2 wild-type were observed in
625 (62,5%) cases.

Mutation IDHI (R132H) was observed in 352 pa-
tients (94%), IDH1 (R132C) in 10 patients (2,5%),
IDH2 (R172K) in 11 patients (3%) and IDH2
(R172M) in 2 patients (0,5%).
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Human papilloma virus (HPV) cause nearly 100%
of high-grade cervical dysplasia and cervical cancer.
To date, approximately 200 types of HPV have been
identified and at least 14 has been classified as on-
cogenic (HPV- HR, HPV high-risk). Among them,
types 16 and 18 have the highest oncogenic poten-
tial. Over half of sexually active women are exposed
to HPV.

In 2018, Cellgen Laboratory performed screen-
ing diagnostic tests as a part of a social campaign
“Wyzwaniel00” (“Challenge100”). The aim was to
examine women from Wroclaw and its environs for
HR-HPV infection. Material for the test were cervi-
cal swabs, obtained by self-sampling device Evalyn
Brush (Rovers). The campaign involved 726 vol-
untarily applying women aged 25-60 years. Cervi-
cal specimens were tested by real-time PCR, using
AmpliSens® HPV HCR-screen-titre-FRT PCR kit,
which detects 14 HPV- HR types (16, 18, 31, 33, 35,
39, 45, 51, 52, 56, 58, 59, 66, 68) with genotyping
16, 18 and 45.

HPV- HR infection prevalence was 17% in the ex-
amined population, notably among women aged 25-
30 years (23%). The frequency of HPV types was
as follows: HPV16 — 2.34%, HPV18 — 1.65% and
HPV45 - 1.79%.

The results showed that the frequency of high-risk
HPV infection among participants of Wyzwaniel00
does not differ from published research results for
the Polish and European populations.
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Pulmonary alveolar proteinosis (PAP) is a rare syn-
drome comprising a heterogeneous group of diseases
characterized by the accumulation of pulmonary sur-
factant (lipoproteinaceous material) in alveolar mac-
rophages and the alveolar space.

The prevalence of pulmonary alveolar proteino-
sis has been estimated at the level of 0.37 cases per
100,000 persons. The median age at the time of di-
agnosis is 39 years; most patients are men, and 72%
have history of smoking. The male predominance
may be explained by the more frequent tobacco use.

In the described morphologically confirmed case
of alveolar proteinosis, a male aged of 29 years (to-
bacco smoker, who had no other chronic diseases
or contacts with possibly inhaled chemicals) during
the last 6 months complained about shortness
of breath, cough with sputum discharge, constant
hyperthermia, which varied within 37-37.2°C and
slight discomfort in the chest while breathing.

Due to the complications which occurred af-
ter the primary diagnosis verification, a biopsy
of the lung tissue was performed.

Morphologically a great amount of dilated alveoli
clusters containing homogeneous eosinophilic mate-
rial (acellular surfactant) were discovered.
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Interalaveolar septa were thinned, there were no
pathological changes identified in their cellular com-
position and structure.

The surrounding pulmonary tissue consisted
of emphysematous alveoli. Their lumen was over-
aired.

IR

Bronchial system: the prismatic epithelium was
monomorphic; the walls of the bronchi were thick-
ened due to diffuse sclerosis, with a slight lympho-
cytic infiltrate.

As we can see, this syndrome has many “clinical
masks” which cause problems with diagnosis verifi-
cation and treatment, so it definitely deserves further
study.
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The Museum of Human Diseases is an important
part in the modern educational and scientific pro-
cess of the Danylo Halytsky Lviv National Medical
University since 1896. It was founded by Andrzej
Obrzut, the first head of the pathology department
at the Lviv Medical University. Owing to his devoted
work, the museum was formed, as well as the archive
of autopsy cases (which currently includes more than
90 thousand copies, and on top of it - numerous his-
tological techniques and staining methods were in-
troduced into practice.

The Museum is scrupulously organized: the stands,
located in individual cabinets, are clearly divided ac-
cording to the organ systems, exhibits are stored in
the Kaiserling’s solution, Tisenhausen solution and
formalin.

A completely exclusive series of tumors and other
eye diseases deserves a great attention: it includes 55
unique exhibits.

OCULUSE
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In general, they can be divided into four groups:

¢ inflammatory diseases of the eye (chronic purulent
inflammation, chronic iridocyclitis, chronic pro-
ductive perineuritis, etc.);

* consequences of the transmitted diseases (eye atro-
phy, formed cysts of multiple localizations, corneal
staphyloma, etc.);

® eye tumors (melanoma, sarcoma, glioma, osteo-
ma, squamous cell carcinoma of the cornea, etc.);

* eye traumas (retinal detachment, external body
of the eye, traumatic iridocyclitis, etc.).

This impressive collection and archive of autopsy
cases of the Museum of Human Diseases of the Dany-
lo Halytsky Lviv National Medical University are in-
cluded in the State Register of scientific objects that
belong to national heritage.
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Diastrophic dysplasia is a skeletal dysplasia that
occurs in 1/500,000 pregnancies. It is characterized
by significant shortening of all long bones with pre-
served normal neurodevelopment.

35-years-old woman came for prenatal diagnostics
in 12 6/7. Sono-examination revealed NT = 1.2 mm
and normal additional markers. cff-DNA examina-
tion was carried out at patient’s request (negative re-
sult). Check-up sono-examination was recommended
due to abnormally bent, moveless, shortened limbs.

In 15 5/7 following abnormalities were confirmed:
extreme bilateral long bones shortening, abnormal-
ly bent limbs, moveless. Additionally, hitchhikers
thumbs, clubfeet with deviated toe and micrognathia
were revealed. Clinical suspicion of diastrophic dys-
plasia was placed. Patient was referred for a genetic
consultation followed by amniocentesis in 16 6/7 (in
cytogenetics — normal male karyotype). Molecular
test confirmed an initial diagnosis.

Parents made a decision about termination of preg-
nancy. Fetus and placenta were referred to a perinatal
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pathologist. Extreme symmetrical limbs shortening
was confirmed in post-mortem babygram. Clubfeet
was diagnosed in macroscopic exam with following
bilateral features: toe deviation, hypoplasia of 1** meta-
carpal bone. Additionally to prenatal sono-exam
macrocephaly, extreme micrognathia, cleft soft and
hard palate, left radial campomelia were diagnosed.
Decreased amount of extracellular substance with
secondary mucinous transformation and minor cystic
changes without accompanying disorders of growth
plates architecture was diagnosed in microscopic ex-
amination of long bones, lumbar spine and ribs I1-V,
what was consistent with diastrophic dysplasia.

Standardized 1%-trimester sono-examination re-
mains an integral part of a modern prenatal diagnos-
tics, fundamental in detecting of structural defects.
Perinatal pathologist’s examination objectifies and
expands ultrasonographic diagnostics of structural
disorders.
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The aim of our retrospective study was to deter-
mine a prevalence and a distribution of a high-risk
human papillomavirus (HRHPV) among sexually ac-
tive women >30 with abnormal cytology results in an
urban area in Poland.

A study group was selected among 12850 sexual-
ly active women who were attending an office-based
opportunistic cervical cancer screening, outside the
public health system in Wroclaw between August
2015 and January 2019. Endocervical samples for
HRHPYV detection were collected together with ma-
terial for liquid-based cytology in all patients. A real-
time PCR for genotyping HPV types 16 and 18 and
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phenotyping 12 non-16 and non-18 types was used.
All cytology samples were processed using an auto-
mated laboratory preparation.

Of the 470 women with abnormal cytology, 276
were infected with at least one HRHPV genotype.

The mean age in group was 44,2. The preva-
lence of HRHPV infection among these women was
58,7%. Data for each cytology result are given in
the following order: % of all cytology results/% of
HRHPV-positive cases/% of types 16 or (and) 18+/%
of types non-16 & non-18-positive for ASC-US:
6,5/47,9/40,7/59,3; LSIL: 3,3/75,7/32,1/67,9; HSIL:
0,5/86,4/84,2/15,8, ASC-H 0,4/88,2/53,3/46,7
and AGC-NOS: 0,2/14,3/100,0/0,0 were detected.
The most frequent were 12 non-16/non-18 HPV
types (58,7%).

Types non-16/non-18 are the most common
HRHPYV phenotypes in the group of Polish women
> 30 from an urban area with abnormal cytology
results. A larger study with a more representative
sample would be needed to determine predominant
oncogenic genotypes in described sub-region and es-
pecially in cancer cases in this age group.
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Malignant Phyllodes tumor is a rare case and de-
velops in older women. It is necessary to differentiate
with metaplastic carcinoma. Immunochemistry help
us to make a good recognition.

The aim of this case report is to highlight charac-
teristic details to a make good diagnosis of malignant
phyllodes tumor and differentiate from metaplastic
carcinoma.

A 50-years-old woman was operated due to 3.0 cm
tumor of the breast. Grossly well defined, grey tumor
with negative margins was revealed. HE examination
showed a lot of pleomorphic cells, a little necrosis and
many unregular mitotic figures. Between such pic-
tures the structures of DCIS NG1 were also present.
The question was: is it a malignant phyllodes tumor
with CDIS or metaplastic carcinoma? Many of im-
munohistochemical reactions were done.

The final diagnosis was — pleomorphic sarcoma
with CDIS low grade. Two years later a small lump
developed in the same breast. Histologically it had
only a pattern of pleomorphic sarcoma identical to

the primary tumor. The component of DCIS was ab-
sent. It confirmed our diagnosis of malignant phyl-
lodes tumor.

This rare case shows us the possibility of coexis-
tence of the malignant transformations of two com-
ponents in phyllodes tumor. It is important to make
a good recognition because of further treatment.
The diagnosis of metaplastic carcinoma implicates
more aggressive treatment — chemotherapy. After
diagnosis of malignant phyllodes tumor with CDIS
excised within healthy limits only observation until
recurrence is recommended.
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Chest wall tumors are a diverse group of lesions
representing virtually all lineages of differentiation.
The most common tumors of the chest wall are met-
astatic malignant tumors and direct extension of
the malignant pulmonary and mesothelial tumors.
Primary chest wall tumors, benign or malignant are
less common. We reviewed our two-year experience
at the busy pulmonary and chest surgery institution
in Szczecin, Poland, and presented the tumors ac-
cording to practical issues encountered in the differ-
ential diagnosis. Most important entities and prob-
lems considered in the differential diagnosis were:
Metastatic RCC vs. Paraganglioma vs. ASPS, Fibro-
matosis vs. DFSP, Elastofibroma vs. Spindle cell lipo-
ma, Chondrosarcoma vs. Osteochondroma, Lympho-
ma vs. Ewing Sarcoma, Synovial Sarcoma vs. benign
spindle cell proliferation and SFT vs. Schwannoma
vs. MPNST. Differential diagnosis of chest wall le-
sions includes both benign and malignant neoplasms;
however, most of the infiltrative growths of the chest
wall should be considered malignant or borderline
unless proven otherwise. Clinical information avail-
able for the pathologist usually is limited. Multidis-
ciplinary Team Meeting (MDT) would explain many
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problems in the differential diagnosis, but it is not
a part of diagnostic procedures in our institution and
a seldom practice in Poland.
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Uszkodzenie rdzenia kregowego to czesta przyczy-
na niepelnosprawnosci u oséb mtodych. Najczesciej jest
wynikiem urazu. Obecnie badane metody farmakote-
rapii wykorzystuja efekt przeciwobrzekowy lub prze-
ciwzapalny, jednak patomechanizm odpowiedzi tkanki
nerwowej na uszkodzenie jest wcigz niejasny, stad nadal
nie opracowano skutecznej metody leczenia.

Celem pracy jest ocena morfologii ogniska uszko-
dzenia u szczura w czasie od 1. do 112. doby po do-
$wiadczalnym uszkodzeni rdzenia kregowego oraz
zbadanie metoda ELISA poziomu wybranych bialek
mieliny w plynie mézgowo-rdzeniowym i w surowicy,
ewentualnej korelacji poziomu biatka z obrazem histo-
logicznym ogniska uszkodzenia, a takze zbadanie me-
toda ELISA stezenia akwaporyny 4 w plynie mézgo-
wo-rdzeniowym oraz ewentualnej korelacji poziomu
biatka z obrazem histologicznym ogniska uszkodzenia.

W do$wiadczeniu wykorzystano 45 szczuréw rasy
Long Evans, ktére poddano do§wiadczalnemu uszko-
dzeniu rdzenia kregowego.

Ustalono, iz w pierwszych trzech dobach po urazie
w miejscu uszkodzenia dominuje obrzek. W kolej-
nych dobach , az do 28 dni po urazie utrzymuje si¢
intensywny naciek zapalny, ztozony gléwnie z makro-
fagéw. Po 16 tygodniach po urazie w miejscu uszko-
dzenia widoczna jest w pelni uksztaltowana jama wy-
petniona plynem i otoczona blizna glejowa.

Stezenie akwaporyny 4 bylo zwiekszone w gru-
pach o przezywalnosci 5, 7 i 14 dni. Stezenia bialek
mieliny zaréwno w plynie mézgowo-rdzeniowym, jak
i w surowicy nie wykazywaly istotnych statystycznie
réznic w poréwnaniu z grupa kontrolng.

Obecnie opracowywane metody farmakoterapii
wykorzystujace efekt przeciwobrzekowy oraz efekt
przeciwzapalny powinny by¢ testowane lacznie w

60

okreslonych punktach czasowych. Zadne z badanych
biatek nie koreluje w istotny sposéb nasileniem zmian
patologicznych w miejscu uszkodzenia i nie moze sta-
nowi¢ uzytecznego markera w celu monitorowania
skutecznosci leczenia.
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PEComa is mesenchymal tumor with epithelioid
and spindle cell morphology that rarely occurs in
uterus. It’s characterised by myoid and melanocytic
differentiation resulting on variable positive staining
for HMB 45, Melan A. Prognosis is uncertain. Ma-
lignant behaviour was reported if 4 or more of fol-
lowing were present: tumour size > 5 cm, infiltra-
tive growth, high-grade cytologic features, mitoses
> 1/50 HPF, necrosis, lymphovascular invasion.

It has to be included in differential diagnosis of
tumors exhibiting epithelioid features, namely ep-
ithelioid variant of leiomyoma and leiomyosarcoma
as well as undifferentiated carcinoma and metastatic
carcinoma and melanoma.

Case of uterine corpus Perivascular Epithelioid
Cell tumor was analysed using morphologic and im-
munohistochemical methods.

PEComa is rare uterine mesenchymal tumor char-
acterised by epithelioid morphology and potential
unfavourable prognosis. Immunohistochemical stains
for melanocytic differentiation should be included
in immunohistochemistry panel before establishing
diagnosis of smooth muscle tumor in uterus.
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Mesangial changes are an issue without a definite
solution. Inthelastseveral years, the notion “mesangial
glomerulonephritis” has practically been eliminat-
ed as a result of immunological examinations, and
replaced with notions such as “IgA nephropathy”,
“IgM nephropathy” or “IgG nephropathy”. Their
common morphological characteristic is most often
the increase in number of mesangial cells (four and
upwards), and the presence of deposits in the mesan-
gium. Therefore, in histological or electron-micro-
scopic evaluation, mesangial glomerulonephritis is
still used, and the final diagnosis is given following
immunofluorescence examination.

Results of 200 biopsies in patients with glomer-
ulopathy were presented. In this group, in 118 pa-
tients progression was found, in 79 patients no dif-
ference in morphological image between the first and
last biopsy was found, in 3 patients remission was
stated. The time elapsed between the first and last
biopsies was from 7 months to 35 years.

The most frequent clinical symptom was nephrot-
ic syndrome, and the second most frequent was pro-
teinuria. Other symptoms were a lot rarer. No coinci-
dence between the increase in morphological changes
and the character of clinical symptoms was found.

Progression was found at various stages of obser-
vation (after a few months, but also after many years).

Research results prove the usefulness of biopsy in
patients who do not show adequate effects of treat-
ment, especially with increased clinical symptoms.
Electron-microscopic examination is necessary in order
to discover early signs of progression.
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Multiple system atrophy (MSA) is a rare, progres-
sive neurodegenerative disorder of uncertain etiology,
affecting adults. Depending on the clinical symp-
toms, the disease is classified as MSA-P with predom-
inant parkinsonism or MSA-C with cerebellar signs.
In most cases disease is diagnosed according to clini-
cal criteria, but autopsy results revealed antemortem
misdiagnosis in about 30% of cases. The diagnostic
hallmark of neuropathological diagnosis of MSA is
the presence of alfa-synuclein glial cytoplasmatic in-
clusions (GCI) in oligodendrocytes.

We present a case of 70-year old woman, admit-
ted to emergency department with cardiorespiratory
arrest and pulmonary oedema, without logic contact,
with a history of atypical parkinsonism. Neurological
examination showed extrapyramidal syndrome, spas-
ticity of low extremities and axial stiffness.

Brain autopsy was performed after 2 weeks of whole
brain formalin fixation. During macroscopic examina-
tion the pigment loss in the substantia nigra, together
with atrophy and dark discoloration of the putamen
was found. Histological findings correlated with gross
examination. The extensive loss of the dopaminergic
neurons in substantia nigra and neurons in putamen
with coexisting astrogliosis were detected. Addition-
ally in the putamen intracellular iron deposits were
shown. No Lewy bodies in neurons were found. Alfa-
synuclein staining revealed the inclusions typical for
MSA. Based on these findings the neuropathological
diagnosis of MSA-P was made. General autopsy find-
ings confirm cardiorespiratory arrest as direct cause
of death.

It is important to perform brain autopsy in any
case with Parkinson syndrome to establish proper di-
agnosis.
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Neuropathological brain and spinal cord postmor-
tem examination is very specific and some documents
should be available to assist pathologists in autopsy
central nervous system (CNS) procedures.

Polish Society of Neuropathologist prepare a rec-
ommendation for CNS autopsy which should be re-
garded as educational tool. The protocol clarify how
brain and spinal cord examination should proceed.
The guideline include some legal issues, general con-
dition and necessary equipment of autopsy theater.
At the document we shortly describe essential neuro-
anatomy, steps of brain and spinal cord removal and
appropriate cutting with gross examinations. More-
over, we focus on correct histopathology sampling ac-
cording to brain type (normal or abnormal) with con-
sideration of frequent pathological conditions such as
ischemic brain, neurodegenerative disorders, epilepsy
or alcohol abuse. At the end we present a proposed fi-
nal autopsy report with all necessary information that
should appear in it.

We believe is very important to promote and cre-
ate such recommendation to improve the quality of
CNS postmortem examination all over the country.
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Correlation between cytological and histologi-
cal exams is one of the basic elements of continuous
monitoring acuity of gyneacological cytology.

The aims of the study were: the comparative anal-
ysis of the results of abnormal cervical gyneacological
cytology exams with the results of histopathologic
exams in the same patients, defining the basic rates
assessing the exam acuity in the Pathomorpholo-
gy Department of the Mazovian Specialist Hospi-
tal in Radom, and also comparing the results with
the medical literature data.

The analysis involved the patients with an abnor-
mal cervical cytology conventional exam taken in our
Department, from 1 January 2012 to 31 December
2016. Among all the examined patients, a group
of 733 patients who presented with an initial diag-
nosis of LSIL, HSIL, ASC-H and Ca, was used for
the comparative cyto-histopathological analysis.

In the researched time period, 3% of the patients
were reported positively. In the analysed group we
identified the histopathologically diagnosed neopla-
sia in 612 cases (83,5%). In 16,5% a histopatholog-
ical exam did not attest a positive cytological result.
The greatest number of the diagnostic incompati-
bilities were observed among the LSIL patients and
ASC-H.

Correlation between cytological and histolog-
ical exams was comparable with the one described
by other authors, especially in HSIL and Ca groups.
The number of the incompatibilities is within
the range of the international guidelines. What can
be bothering is a small proportion of histopatholog-
ical exams taken in ASC-H cases, which can lead to
belated treatments, and thus it should be explained.
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Microglandular adenosis (MGA) is a very rare
breast disease that can mimic well-differentiated
breast cancer, both clinically and pathologically. It
is believed that invasive cancer coexists in 27-30%
of MGA cases. Breast cancer arising in MGA is called
the abbreviation MGACA, while the form MGA
with atypia — the abbreviation AMGA. The major-
ity of groups of patients with MGACA described
in the medical literature refer to 11-19 cases. MGA
microscopic features are well known to pathologists,
however, the criteria for differentiation of MGA,
AMGA and MGACA due to the small number of cas-
es are not standardized, which creates big diagnostic
problems. In addition, the morphological similarity
of MGA, AMGA to other changes in the breast, both
non-neoplastic and invasive cancer, makes the diag-
nosis of this rare disease a big challenge for the pa-
thologist, especially in a small oligobiopsy material.
MGA was formerly thought to be a benign breast
lesion, however, a recent molecular study of MGA-
CA cases has shown that MGA is a neoplastic, clon-
al change, potentially a precursor to triple negative
breast cancer (TBNC-triple negative breast cancer).
It seems that cancers growing on the MGA medium
constitute a separate subgroup within TBNC with
probably a better prognosis. Surgical treatment even
in large lesions is the treatment of choice, adjuvant
chemotherapy is a question discussed.

We present a case of a 36-year-old woman with
invasive cancer developing on the MGA and AMGA
medium, retaining the immunophenotype character-
istic of MGA, we discuss features that differentiate
each stage of the development of change and differ-
ential diagnosis with other breast diseases. In addi-
tion, we present the results of genetic tests carried
out with blood, which is not described in any publi-
cation known to us.

Key words: breast carcinoma, microglandular ad-
enosis, triple-negative phenotype.
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W praktyce medyczno-sadowej przypadki zwigza-
ne z samobdjczym, zbrodniczym lub przypadkowym
przedawkowaniem insuliny sa rzadkie i naleza do
trudnych pod wzgledem analitycznym i opiniodaw-
czym. W kazdym z tego rodzaju przypadkéw decy-
dujace znaczenie maja wstepne informacje uzyskane
od prokuratora lub policji przed sgdowo-lekarska
sekcja zwlok, ktére pozwalaja na odpowiednie prze-
prowadzenie badania makroskopowego i ukierunko-
wanie diagnostyki po$miertne;j.

Celem pracy jest przedstawienie modelowego po-
stegpowania w tego typu przypadkach opracowanego
w Katedrze i Zakladzie Medycyny Sadowej i Toksy-
kologii Sadowo-Lekarskiej w Katowicach, ze szcze-
gbélnym uwzglednieniem mozliwosci dodatkowego
potwierdzenia podania insuliny przez jej immunohi-
stochemiczna detekcje w miejscu wkhucia.

Opis dotyczy typowego przypadku zabdjstwa-sa-
mobdjstwa z wykorzystaniem insuliny. Wedlug infor-
macji prokuratury, 63-letni mezczyzna miat pozbawic
zycia zone, psa, a nastepnie popetni¢ samobodjstwo.
W mieszkaniu ujawniono list pozegnalny, penfill i pu-
ste opakowania po preparacie NovoMix 30 (miesza-
nina szybko i dlugo dzialajacego analogu insuliny).
Sadowo-weterynaryjna sekcja zwlok psa wykazata
$miertelne obrazenia w postaci glebokich ran cietych
szyi i brzucha, natomiast ogledziny i sadowo-lekarskie
sekcje zwlok mezczyzny i kobiety nie wyjasnily przy-
czyny ich zgonu. Ujawniono jednak miejsca wktu¢ na
udach i ramieniu. Zabezpieczono szeroki material do
badafi dodatkowych: biochemicznych, chemiczno-
-toksykologicznych 1 histopatologicznych, w tym wy-
cinki z miejsc wklué¢. Badanie immunohistochemiczne
z wykorzystaniem przeciwciata Polyclonal Guinea Pig
Anti-Insulin FLEX TR002 (Dako) potwierdzito obec-
no$¢ insuliny w tkance podskérnej obu ofiar. Naszym
zdaniem metoda immunohistochemicznej detekeji
insuliny w miejscu wklucia moze i powinna by¢ stoso-
wana w kazdym tego rodzaju przypadku.
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Lafora disease is autosomal recessive and affects
the metabolism of carbohydrates with abnormal stor-
age of polyglucosans, which are produced and found
in large numbers in the brain and liver, myocardium,
striated skeletal muscles, as well as the skin. Myoc-
lonus seizures are typically found in veterinary pa-
tients with, very rare, Lafora disease. Lafora disease
has been documented in humans, dogs and one cat.

Four-year old male Chihuahua suddenly died
overnight with no previous neurological symptoms.
Upon necropsy severe inflammation of the gastroin-
testinal tract and cardiopulmonary insufficiency were
found. Samples were collected from the all internal
organs, include brain, for histopathological examina-
tion; stained routinely (HE) and according to PAS
method. Moreover samples for bacteriological exam-
ination were collected. During histopathological ex-
amination necrosis in the cardiac muscle and around
vessels in the lungs parenchyma were seen, moreover
congestion (with hemorrhages) of all internal organs,
especially lungs. Strongly PAS-positive Lafora bod-
ies were found in the brain. Numerous Escherichia coli
(hemolytic strains) were isolated from samples of all
internal organs.

Lafora bodies are occasionally seen in older an-
imals. In dogs with Lafora disease (Wirehaired
Dashunds, Basset Hound, beagle, borzoi dog) av-
erage age of onset of first neurological clinical signs
is 6.94 years. In presented case death of the animal
was due to sepsis, caused by bacterial infection and
Lafora bodies were found occasionally. This case is
unique in that the dog was significantly younger
than the typical age of dogs with Lafora disease,
moreover there is no reported cases of Lafora disease
in Chihuahua dogs.
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Portosystemic shunts are abnormal vascular connec-
tions between the portal vein system and systemic ve-
nous circulation. Congenital portosystemic shunts, most
commonly recognized in dogs, constitute pathological
vessels that developed during embryonic life. Their
presence, as previously thought, is not associated with
portal hypertension. In humans, reported cases of calci-
fication in the portal system are rare, and most of them
have been associated with longstanding portal hyper-
tension, which is capable of causing portal venous cal-
cifications due to mechanical stress to the vessel’s walls.

The aim of this study was to check the presence
of calcification connected with the portal vein and
the portosystemic venous branches in dogs with con-
genital portosystemic shunts.

Material for the study were 125 archival paraffin
blocks, collected in 2005-2014 during diagnostic lap-
arotomies or surgical closures of pathological vascular
shunts, which included surgically biopsied liver sam-
ples from dogs of different breeds and both sexes. Slides
were stained HE and K6ss method for calcium salts.

The extrahepatic single shunts were confirmed
in 119 dogs, extrahepatic multiple shunts in 1 dog
and intrahepatic shunts in 5 dogs. Calcification was
present in the vein’s walls in 2 dogs (1.6%) with ex-
trahepatic portosystemic shunt: Miniature Schnau-
zer, male, 12 months of age and cross-breed, male,
8 months of age. Calcification, which was visible
around vessels in the portal area, not correlate with
degenerative lesions at vessels walls (dystrophic cal-
cification). This led us to conclude that, in the light
of the humans literature data, in such animals portal
hypertension may have occurred.
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Distinction between follicular thyroid adenoma
(FTA) and follicular thyroid carcinoma (FTC) may
cause diagnostic problems despite using techniques
supporting histopathology. The challenging cases of-
ten require second opinion. The commercial molecu-
lar tests are expensive and not applicable in the Pol-
ish population. Therefore, search for new methods
continues.

To evaluate if infrared spectroscopy is useful in dis-
tinguishing between follicular lesions of the thyroid.

30 patients were enrolled, 15 with FTA and
15 with widely invasive FTC (WI-FTC), all with
10-year follow-up. All WI-FTC patients had docu-
mented disseminated disease. The samples (2 cores
of a normal and two of neoplastic tissues from each
specimen) were prepared using Tissue microarrays.
Infrared spectroscopy involves the interaction of in-
frared radiation with matter. By passing infrared
light through the sample, oscillation of its chemical
functional groups is caused and the infrared spectrum
is recorded. In our study FTIR spectroscopy and
FT-Raman spectroscopy methods were used. The re-
sults were subjected to computational analysis to ob-
tain information about the spectra variation among
the types of tissues.

Both quantitative and qualitative changes were
visible in received FTIR and FT-Raman spectra. Mod-
ifications in protein metabolism due to pathological
processes in the tissues were visible. Also, an increased
quantity of collagen in WI-FT'C and FTA tissues was
detected. Changes in nature of the spectra indicate
alterations in gene expression leading to variability in
proteins present in the tissues.

The results show that infrared spectroscopy is ef-
fective in distinguishing between FTA and WI-FTC
as well as between normal and neoplastic thyroid
tissue.
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The literature describes rare cases of mixed med-
ullary and follicular thyroid carcinomas, which con-
stitute less than 1% of thyroid carcinomas. The oc-
currence of mixed (biphasic) metastases suggests
the development from the multi-potential stem cells
that may differentiate into follicular and parafollic-
ular populations. Still, we cannot exclude the possi-
bility that the bi-directional differentiation is driven
by the microenvironment of medullary carcinoma,
which may stimulate the growth of follicular carci-
noma through the activity of generally known on-
cogenes.

We describe the case of a 68-year old man with
increasing pain at the side of his neck as a first symp-
tom.

After the USG examination of the neck and FNA
biopsy of the tumour in the right thyroid lobe (DCV
in the Bethesda System), the thyroidectomy result-
ed in a report of a 1.9 X 1.5 cm mixed medullary
and follicular thyroid carcinoma. From 36 identified
lymph nodes, 3 contained mixed metastases and
12 contained pure medullary carcinoma metastases.
The immunohistochemistry assays were performed in
tumour and lymph nodes.

The immunohistochemistry confirmed the bipha-
sic character of the carcinoma components- medul-
lary: TTF-1, CT (+) mixed with papillary: TTF-1,
CK19, CKAE1/AE3, HBME (+) with 10% Ki67.
The components were truly mixed in the metastases
and were difficult to discern without immunohisto-
chemistry: CT(+) and CK19(+) in respective cell
populations.

This is the first case of a mixed medullary and fol-
licular thyroid carcinoma with multiple mixed nodal
metastases. The course of the disease might be insid-
ious and difficult to predict.
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Holoprosencephaly and craniosynostosis are con-
ditions that usually occur separately with preva-
lances of 1:8000 and 1:2500 live births respectively.
The numbers are highly underestimated if all preg-
nancies, including miscarried and aborted, are taken
under consideration reaching 1:250 pregnancies with
holoprosencephaly and 1:1400 with craniosynosto-
sis. Very rarely those two conditions can coexist in
the same patient as Genoa syndrome, also known as
Camero — Lithuania — Cohen syndrome, a mysteri-
ous condition of yet uncertain genetic background
but probably autosomal recessive pattern of inher-
itance. We have found 16 cases of this association
documented in literature so far. Here we describe
a patient, miscarried in ~15® week, fetus of unde-
termined sex, from the 6™ pregnancy of 36-years old
mother, having already 4 live births and 1 miscar-
riage in her history. The patient presented association
of both, holoprosencephaly and craniosynostosis. We
provide a detailed post mortem examination report
of this fetus alongside with histopathologic report
of both, fetal and placental tissues and hypothesize
the possibility of rare Genoa syndrome, being present
in this patient, which could be the first case report
of this condition in Poland.
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NUT carcinoma is a rare, aggressive tumor of the
chest as well as head and neck location. It can occur
at any age, but predominantly teenagers and young
adults are afflicted. The tumor (formerly classified
as NUT midline carcinoma) is genetically defined
by a somatic translocation of the nuclear protein in
testis (NUT) gene (chromosome 15q14). In most of
the cases, the NUT gene is fused to bromodomain
containing 4 (BRD4) gene (chromosome 19p13.1).
The remaining one-third of the cases are termed
NUT-variant in which the NUT gene is fused with
BRD3, NSD3 or other undefined non-bromodomain
containing genes. Diagnostic modalities of NUT
carcinoma used to be limited to FISH and RT-PCR.
The BRD-NUT fusion protein is present only in the
nuclei of NUT carcinoma cells. That allowed to de-
velop NUT-specific monoclonal antibodies that were
proven to have 100% specificity and 87% sensitivity
with a characteristic speckled pattern of staining. Mi-
croscopic slides of one recent case and slides of a few
collected cases from the consultation files of head and
neck NUT carcinoma have been reviewed to show
relevant differences in the histological appearance. It
became striking to us that on one end of the spec-
trum are tumors with small round, undifferentiated
cells, and only focal abrupt keratinization; on the
other end, tumors with clearly epithelial cells and ar-
eas of overt keratinization are seen. We will present
remarks regarding some diagnostic clues.
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Infantile hemangiomas (IH) are tumors charac-
terized by proliferation and involution phases. It is
recently proved that proliferation phase is driven by
activation of vascular endothelial growth factor re-
ceptor 2 (VEGFR2), and the normalization of vascu-
lar growth factor signaling by decreasing VEGFR2
expression and increasing VEGFR1 starts the invo-
lution phase. Although described above mechanism
seems to be well established, the complete signaling
in IH tissues on the transition from proliferation to
involution phase, especially evoked by propranolol
treatment is enigmatic.

Here we presented the studies on CD133 and
HIF1a expression in rare group IH tissues which un-
derwent propranolol treatment and their relation to
VEGF signaling.

The limited IH tissue sections were selected for
the preliminary study, from confirmed by immu-
nochistrochemistry Glut-1(+) (the growth phases
were accepted as that of depicted in Mulliken and
Enjolras’ description). Immunohistochemical estiom-
ation of CD133 and HIF1a expression was performed
and compared with previous VEGF studies, as well
as related to the recent literature discoveries (Bone
Marrow Derived Cells and SDF-1 part).

There were observed differences in CD133 and
HIF1a positive cells indices in proliferation and invo-
lution phases. Obtained results in relation to VEGF
signaling and propranolol use may suggest that
the mechanisms involving of CD133, HIF1a and po-
tentially SDF-1 and CD45+ cells takes part as a po-
tential regulators. Presented studies brought us closer
to understanding of complex signaling in IH tissues,
as well as alight new mechanisms of tumor regression
at the course of propranolol treatment for further in-
vestigation.

P55

The value of an atomic-structure
tumor studies in relation to

the routine histological evaluation and
the established prognostic parameters
based on clinical-scale analysis

Katarzyna Taran

Interfaculty Chair and Department of Pathomorphology
Laboratory of Isotopic Fractionation in Pathological Processes,
Medical University of Lodz, Poland

Presenting author: Katarzyna Taran,
e-mail: katarzyna.taran@umed.lodz.pl

The discovery of prognostic impact of tumor
atomic structure has opened a new age of research on
human pathologies with the use of isotope ratio mass
spectrometry (IRMS) in direct cancer tissue evalua-
tion 7z vivo. IRMS use allowed to complete the knowl-
edge of cancer on the atomic level and create a new
area of biomarkers and potential targeted therapies.
The isotopic profile of cancer structure was proved to
be related to the course of the disease. IRMS modern,
precise and versatile analytical method rapidly devel-
ops and the newest results of cancer investigation are
published in the most demanded scientific journals.
These facts lead to a question what is the IRMS value
in comparison with the established methods of cancer
studies: light microscope evaluation and molecular
assessment.

There was performed an retrospective clini-
cal-scale analysis of the results of 600 IRMS estima-
tions in comparison with routine methods to search
for the relation between isotopic composition of tu-
mor tissues and parameters obtained with the use
of light microscope and molecular techniques in rou-
tine diagnostic procedure according to the currently
used protocols.

There was found the relation between tumor
atomic-structure and universal prognostic parame-
ters: the histological type of tumor from light micro-
scope studies — as well as stage of cancer disease.

The atomic-structure tumor studies do not com-
pete with the established methods of cancer tissue
evaluation, furthermore they support findings from
the group of prognostic parameters - the most im-
portant for individual patient consideration, make
IRMS to be especially dedicated to personalized med-

icine.
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Isotope ratio mass spectrometry (IRMS) method
met the highest requirements concerning measure-
ment quality and credibility even when based on
non-numerous samples and it was recently to be
applicable to cancer tissue studies iz vivo with pro-
spective clinical impact. The evaluation of isotopic
profile currently has become a highly specialized area
of cancer investigation able to reveal the differences
not visible with the use of other techniques.

We took this versatile approach to investigate iso-
topic profile of Hodgkin and non-Hodgkin lympho-
ma to recognize their atomic structure and potential
differences or relations between isotopic fractionation
processes and established biology of the examined
entities.

Nitrogen and carbon isotopic profiles of 6 frozen
tissue samples from Hodgkin and Non-Hodgkin
lymphoma (B-cell) of developmental age were eval-
uated with the use of Continuous Flow Isotope Ratio
Mass Spectrometer coupled with elemental analyzer
for simultaneous carbon-nitrogen-sulfur (NCS) anal-
ysis.

Distinct differences in isotope ratios were found in
tumour tissues with regard to their histological type,
clearly separating them. Non-Hodgkin lymphoma
tissue appeared nitrogen and carbon depleted com-
paring with the Hodgkin type, as much as 2.05%o0
for nitrogen and 0.86%o for carbon.

Revealed diffeneces support the thesis that ni-
trogen depletion identifies entities characterized by
worse prognosis, which need a more individual and
complex approach. It is hard to identify the exact,
metabolic processes behind obtained results, howev-
er, distinct differences captured in the studies suggest
modified isotope fractionation patterns specific to
biology and metabolism of Hodgkin and Non-Hod-
gkin lymphomas.
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Stem Cells and Cancer Stem Cells are a small sub-
population with capabilities of self-renewal, differen-
tiation, and tumorigenicity. One of the surface mark-
ers used to identify cancer stem cells is CD44 which
is also known to be involved in cancer dissemination
and proved to express in developmental neoplasms.
SOX2 plays an essential role in somatic cell repro-
gramming, reversing the epigenetic configuration
of differentiated cells back to a pluripotent embry-
onic state and it is also critical for directing the dif-
ferentiation. Its expression was identified in many
cancers and was related to abnormal differentiation.
Solid tumors of childhood represent wide group with
different histogenesis and biology. Although they are
known to commonly activate the pathways of em-
bryonal development there is no complex studies
of potential clinical impact of SOX2 expression in
this unique group.

Leading types of solid tumors of developmental
age have been chosen for the first phase of the study.
The search for SOX2 positive cells in tumor tissues
was performed with the use of immunohistochemis-
try and retrospectively related to CD44 expression.
An complex analysis of potential histoclinical rela-
tions of SOX2 presence as well as to CD44 expression
was done.

There was observed SOX2 expression in tissues
of solid tumors of developmental age. Preliminary
results suggest that the presence of SOX2 positive
cells may show the relation with CD44 presence and
potentially reflect established prognostic parameters.
Obtained results make to be reasonable the complex
search of SOX2 expression and its potential prognos-
tic impact in this group.
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Physiological and pathological blood vessel for-
mation observed in ischemic tissues and in tumors
is derived from the existing vasculature due to pro-
liferation, as well as migration of endothelial cells. It
is recently known that angiogenesis involves recruit-
ing of bone marrow-derived cells (BMDC) which are
a heterogeneous population consists of endothelial
and pericyte progenitor cells, and CD45+ vascular
modulatory cells. The latest are the most easily iden-
tify by LCA evaluation, which in solid tumors of de-
velopmental age is commonly an element of immu-
nohistochemical panel in differential diagnosis. It is
recently discovered that BMDC take part in tumor
progression and regression processes much more that
previously believed. Malignancies of developmental
age are unique in their biology, spontanic regression
and the unexpected disease progress followed by
treatment failure are both observed. Despite wide
range of prognostic parameters the course of the dis-
ease is not always predictable. It has not been found
any complex studies on BMDC expression in tumors
of developmental age in relation to their aggressive-
ness or the disease outcome.

The computed micropictures of the complete typ-
ical spectrum of developmental tumors was chosen
for the studies and the preliminary search for BMDC
LCA positive cells in tumor tissues and their sur-
rounding was performed. An analysis of their pres-
ence, location and potential relation to chosen histo-
clinical features and prognostic parameters was done.

Obtain primary results suggest that BMDC may
represent a population that function as a modulator
of developmental tumor biology, mainly tumor pro-
gression, worth for further investigation, especially in
neuroblastoma group.
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Decalcification is a key point in the routine diag-
nostic of bone sarcomas and bone marrow evalua-
tion. The antigenicity may be altered by decalcifying
agents that enable appropriate interpretation of im-
munohistochemical assessment and histopathological
classification of the malignancy. Moreover, several de-
calcification procedures influence on the DNA/RNA
quality. Currently, the molecular testing i.e. fluores-
cence in situ hybridization and next-generation se-
quencing has an increasing impact on the final diag-
nosis and treatment. Strong acids e.i. hydrochloric or
nitric acid are widely used for their rapid decalcifying
properties, but they are known to have a detrimental
influence on immunoreactivity and DNA integrity.
In comparison, weaker acidic buffers, containing for-
mic or trichloracetic acid, now are growing in popu-
larity. EDTA which is a chelating agent with neutral
pH requires a longer time for the complete removal
of calcium salts and an initial fixation in formalin but
it seems to be superior for tissue morphology preser-
vation and the majority of molecular methods.

The authors present their own experience in decal-
cification. We show results of implementation EDTA
in routine bone sarcoma histopathological diagnos-
tics. The main pitfalls of that procedure are depict-
ed including immunohistochemical and molecular
testing. We would like to encourage pathology de-
partments to unification decalcifying methods with
achieving high tissue quality goal for further testing.
We highly recommend the EDTA protocol which can
be applied without significant loss of immunoreactiv-
ity and RNA or DNA integrity loss.

69



XXI Zjazbp POLSKIEGO TOWARZYSTWA PATOLOGOW

P60

Neuropeptide Y and its receptors in
primary and metastatic prostate cancer

Wojciech Wesotowski!, Jacek Gulczynski?,
Wojciech Rogowski®, Edyta Szwed*,
Agnieszka Gruszecka®, Joanna Kitlinska®,
Ewa Izycka-Swieszewska**

'EL-PAT Company, Elblag, Poland
’Department of Pathology & Neuropathology, Medical University
of Gdansk, Poland
*Oncology Magodent sp. z 0.0., Warsaw, Poland
‘Department of Pathomorphology, Copernicus Hospitals,
Gdansk, Poland
*Department of Nuclear Medicine, Medical University
of Gdansk, Poland
*Department of Biochemistry and Molecular & Cellular Biology,
Georgetown University Medical Center, Washington, USA

Presenting author: Ewa Izycka-Swieszewska,

e-mail: eczis@gumed.edu.pl

Prostate cancer (PCa) presents high morphological
and clinical heterogeneity. The cancerogenesis of this
malignancy is not well established. It is necessary to
search for novel diagnostic markers and therapeutics
targets. One of the new research area in oncology is
significance an function of small peptides.

In this study, analysis of immunohistochemical dis-
tribution and intensity of neuropeptide Y (NPY) and
its receptors in relation to patho-clinical data is pre-
sented. The material comprised of 51 primary pros-
tate cancers and 11 bone metastases. The patho-clin-
ical data: age, pT feature, Gleason score and Grade
Group were considered. Microarray technique was
performed. NPY system was explored in cancer (Ca),
PIN and benign prostate (BP).

The study showed different expression of NPY in
Ca and BP: homogeneous membrane-cytoplasmic
pattern in cancer cells, and membranaceous with api-
cal accent in luminal cells of glands in BP. The NPY
expression and its receptors were higher in PCa then
in BP with correlation among Y2R and Y5R. More-
over PIN, bone metastases and PCa displayed similar
expression of all system elements. There were no sta-
tistically significant differences between NPY system
and clinico-pathological features.

The observations indicate activation of NPY
system in PCa and its possible auto- and paracrine
role, and participation in invasion. Similar reactivity
of NPY elements in PIN and PCa reveals its universal
character and early event in prostate cancerogenesis.
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Molecular profile of mesotheliomas should be
characterized in various sites e.g. in mesothelioma
of tunica vaginalis testis MMTVT). We aimed at de-
termination of molecular profile of mesothelioma in
such a site of 81-year-old man.

Standard HE as well immunohistochemical stain-
ings were applied on tumor samples. Molecular next
gene sequencing was used to evaluate mutations
in 409 common mutated cancer-related genes in
the case.

The tumor was composed of multifocal papil-
lary-solid texture with necrosis fields among tightly
packed areas of high cellularity with multiple mi-
toses. The tumor was positive for WTI-1, CKAE1 /
AE3, calretinin, CK7 with negativity for CKS, PSA,
TTEF-1. Following mutations were revealed in PARP1
(NM_001618: c.2285T<C p.V762A), RNF213
(NM_001256071: ¢.3121G<A, p.A1041T), PAX8
(NM_013992: ¢404A>G, p.K135R), MTRR
(NM_024010: c.147A>G, p.J49M ) and two
sorts of mutations in structure of KMT2C gene
(NM_170606: ¢.2447 2448insA  (c.2447dupA),
p.Y816fsand NM_170606: ¢.1042G> A, p.D348N)
for the first time in MMTVT.

On the ground of our findings, we conclude that
development of MMTVT may be obscured by hered-
itary genetic predisposition in genes associated with
DNA repair (PARP1), regulation of protein degra-
dation (RNF213), surveillance of embryonic devel-
opment (related to Miillerian duct origin) (PAXS),
methionine synthesis (MTRR) and somatic changes
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linked to epigenetic regulation of gene expression
(KMT2C). Hereby presented, the peculiar molecu-
lar abnormalities could serve as targets for therapy
in MMTVT.
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Assessment of Helicobacter pylor: in gastrobiopsy
samples is a routine practice in patient evaluation.
The aim of the study was to determine whether mor-
phologic parameters described in gastrobiopsy sam-
ples, such as: presence and intensity of chronic and
active inflammation, intestinal metaplasia, atrophy
and polyps are helpful in verification of Helicobacter
pylori presence in histological samples.

Retrospective analysis of gastrobiopsies from
20675 patients diagnosed between 2010 and 2018
was performed. All samples were obtained from sin-
gle institution (Gastromed Lublin) according to stan-
dardized procedure. Sections were stained with HE,
paS with alcian blue and Warthin-Starry method.
Morphological evaluation was performed according
to Sidney/Houston protocol. Moreover, value of pres-
ence of most common polypoid lesions of the stom-
ach, such as fundic gland and hyperplastic polyps was
also determined.

Helicobacter pylor: infection was detected in 6391
(30.82%) evaluated patients, 2399 (37.54%) men
and 3992 (62,46%) women. Presence of H. pylori in
gastric corpus was predicted by presence of: active
inflammation (OR: 15.07; 95% CI: 13.65-16.23),
chronic inflammation >1+4+ (OR: 6.98; 95% CI:
6.36-7.68), and lymphoid follicles (OR: 1.99; 95%
CI: 1.80-2.21). Presence of fundic gland polyps
(OR: 0.05; 95% CI: 0.02-0.12), intestinal metapla-
sia (OR: 0.38; 95% CI: 0.30-0.49) and atrophy (OR:
0.55; 95% CI: 0.42-0.71) were negative predictors.
In gastric antrum infection was predicted by presence
of: chronic inflammation >14 (OR: 16.97;95% CI:
14.85-19.40), active inflammation (OR: 13.44; 95%
Cl: 12.15-14.86), and lymphoid follicles (OR: 5.46;
95% CI: 4.92-6.06). Atrophy of the antral mucosa
(OR: 0.57; 95% CI: 0.36-0.88) and antral foveolar

hyperplasia (OR: 0.68; 95% CI: 0.59-0.79) were
negative predictors. Presence of hyperplastic pol-
yps and intestinal metaplasia were of no predictive
value.

Histological features allow to identify patients
with H. pylori infection with good reliability. Value of
intestinal metaplasia is associated with its anatomical
distribution. Presence of H. pylori in fundic gland pol-
yps is very rare. Findings such as atrophy, intestinal
metaplasia and fundic gland polyps during endoscop-
ic examination can be helpful in verification of other
methods to determine H. pylor: infection.
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Progress in imaging and biopsy of breast tissue has
enabled the detection of early lesions with different de-
grees of risk for transformation, raising the question who
should receive treatment to counteract the potential
for a progression to breast cancer. Because the secreted
metastasis mediator osteopontin (OPN) is a marker for
breast cancer progression, its presence in premalignant
breast lesions may reflect progression risk.

By means of immunohistochemistry, we analyzed
correlation between osteopontin variant expression
with pre-cancerous breast lesions. The lesions com-
prised hyperplasia, papilloma, and carcinoma in situ
from 415 women, and also from healthy women to
assess a) staining for OPN exon 4 or OPN-c in low-
risk to high-risk lesions b) correlations between stain-
ing and relapse or survival.

The markers correlated with risk. They were
prognostic for relapse and survival. More than 95%
of women, who experience a relapse had pathology
scores of 2-3 for OPN-c intensity at the time of initial
diagnosis. 0% of women free of OPN-c (pathology
score 0), and about 10% of OPN-c pathology score
1 relapse over 5 years. When combining OPN-c and
OPN exon 4 staining, all of the low intensity patients
are alive after 5 years, whereas women in the high
category have a 50% chance to die within 5 years. Of
patients who died, close to 80% had a high score at
the time of initial diagnosis.
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The addition of OPN splice variant immunohis-
tochemistry to standard pathology work-ups has
the great potential to aid decision making in breast
cancer prevention.

Key words: breast cancer, premalignant lesion,
ductal hyperplasia, tumor progression marker, im-
munohistochemistry.

P64

Expression of MMP-9 and TIMP-1
in different steps of malignant
transformation in the cervix —

an immunohistochemical study

Matgorzata Zdunek, Justyna Szumito

Chair and Department of Clinical Pathomorphology, Medical
University in Lublin, Poland

Presenting author: Malgorzata Zdunek

Changes in the activity of the Metalloproteinases
(MMPs) and their endogenous inhibitors (TIMPs) can
lead to considerable degradation of the extracellular
matrix and thus promote the invasion of the neoplasm.

The aim of the study was to evaluate the expres-
sion of MMP-9 and TIMP-1 in precancerous lesions
and invasive cervical squamous cell carcinoma.

The study group consisted of 156 patients, includ-
ed 20 cases LSILs, 75 cases of HSILs of which 30 cases
diagnosed as CIN2 and 45 cases as CIN3, 56 patients
with invasive cervical cancer and 5 cases with normal
cervical tissue. The expression of MMP-9 and TIMP-
1 was performed by immunohistochemistry.

A positive reaction to MMP-9 was found in all pa-
tients with invasive cervical squamous cell carcinoma
and CIN3, in 90% patients with CIN2 and in 60%
patients with CIN'1. The percentage of cells expressing
MMP-9 and the intensity of the reaction were the high-
est in cancers and CIN3 lesions. For TIMP-1 35.7% pa-
tients with invasive cervical cancer and 42.2% patients
with HSILs showed the higher positivity.

The results supports the participation and the sig-
nificant role of MMP-9 and TIMP-1 of progression
pre-cancerous lesions to invasive cancer in the cervix
and suggests that high MMP-9/TIMP-1 expression
values may occur in the advanced process neoplasia
in the cervix.
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Photodynamic therapy (PDT) is a minimally in-
vasive cancer treatment method. It induces apoptosis
of neoplastic cells, inhibit angiogenesis and modulate
immune system.

Thalidomide is a drug used in hematology, mostly
in treatment of plasma cell myeloma. It’s pleiotropic
effect is similar to PDT — induction of apoptosis and
oxidative stress, angiogenesis inhibition and immune
system modulation.

In this study we have examined effects of PDT/
thalidomide combination 7z vitro.

Murine breast carcinoma 4T1 and murine endo-
thelial 2H11 cell lines were treated with 5-ALA me-
diated PDT and incubated with thalidomide for 48
hours. MTT cytotoxicity assay, flow cytometry An-
nexin V/PI apoptosis assay of 4T1 and 2H11 cells
were performed. For 2H11 cells VEGF expression
was measured with ELISA.

Combination of PDT thalidomide showed an addi-
tive effect in cytotoxicity in 4T1 cells in comparison
with PDT only and thalidomide only treated groups.
Apoptotic cells fraction was similar in PDT and PDT/
thalidomide treated cells. Administration of thalid-
omide after PDT resulted in lower expression level
of VEGF by 2H11 cells. Interestingly VEGF expres-
sion was highest in PDT only treated cells, while PDT
and thalidomide treated cells expressed VEGF at simi-
lar level of those treated only with thalidomide.

Several studies have found an increase in expres-
sion of VEGF in endothelium during first days after
PDT. This may result in proliferation of tumor vascu-
lature and favor malignant cells survival.

Our results suggest that addition of thalidomide
to 5-ALA mediated PDT procedure may enhance an-
ti-angiogenic effect. It requires further studies, how-
ever it may bring an advantage in cancer treatment.
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Myeloproliferative neoplasms Philadelphia-neg-
ative (MPN Ph-) are heterogenous group of ma-
lignancies. Their clinical picture, morfphology and
microenviroment differ significantly. Mesenchymal
stromal cells (MSCs) CD271-positive play major role
in hematopoietic stem cells renewal. They have been
analyzed in context of neoplasm development and
propagation. Aim of this study is to analyze the his-
tology of CD271-positive MSCs in MPN Ph-.

FFPE trephine biopsy slides from 31 patients diag-
nosed with primary myelofibrosis (PMF), polycythe-
mia vera (PV) or essential thrombocytemia (ET) were
stained using anti-CD271 monoclonal antibody.
Staining area was measured using Image] software.
MSC histotopography and architecture was assessed
using conventional light microscopy.

In cases of ET and PV CD271+ MSCs were form-
ing a loose meshowork with perivascular and periad-
ipocytic distribution. In cases of PMF, CD271+ cells
were forming thick bundles and dense meshwork en-
twining hematopoietic cells.

The stained area was similar in cases of PV and
ET had a mean value of 12.2% and 9.5% respective-
ly. In contrast, most cases of PMF showed staining
with a mean value of 24.1%. There was not signifi-
cant difference between fibrotic and prefibrotic PMF
—26.5% and 23.6% respectively.

Although a small group was analyzed, a strong re-
lationship between MF and high CD271+ cells den-
sity is visible. Similar level of density in cases PMF
and prePMF show that CD271 staining might be
helpful in differentiating prePMF from other MPNs.
Our study suggest that microenviromental niche cre-
ated by CD271+ MSCs may be an important fac-
tor in development of high-grade myeloproliferative
neoplasms. Further investigations are ongoing.
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Thyroid tumors of uncertain malignant potential
(TUMP) are a new diagnostic category, introduced by
WHO in 2017. These neoplasms includes FTUMP
(follicular tumor of uncertain malignant potential),
WDTUMP (well differentiated tumor of uncertain
malignant potential) and NIFTP (noninvasive follic-
ular tumor with papillary like features) and in 2018
year were diagnosed and consulted in 12% of all cases
in our department.

The aim of the work was presentation of charac-
teristics of these tumors.

The group consisted of 124 cases (women 85%,
men 15%) send for consultation in Department
of Tumor Pathology in Gliwice in 2018. Patients age
ranged from 17-88 years old (mean 51.5 =15 years).
Tumor diameter fluctuated between 0.33-9 cm (mean
2.5 *£1.7 cm). Number of specimen significantly
correlated with tumor diameter. Tumors appeared in
both thyroid lobes in similar percentage.

The connective tissue capsule was present in 69%,
whereas in 20% capsule was absent, in9% partian
and in remaining 2% damaged. Non-infiltrated
capsule was seen in38%, but partial infiltration by
tumor cells was find in 50%, and multifocal infil-
tration in 11%, focal infiltration in 3%. Histolog-
ical pattern was predominantly follicular (56%),
then oxyphilic (14%), papillar (2%), mixed (28%).
Post-biopsy pseudoaingioinvasion was observed
in 2%. Remnant thyroid gland was unchanged in
25%, whereas remaining cases presented papillary
cancer (19%), multinodular goitre (35%), chron-
ic thyroiditis (19%) and others (2%). Proliferation
index Ki67 varied 1-20% (3.45 +=3.09%). Concor-
dance between initial diagnosis with final consulta-
tion was confirmed in 23%.

The group of thyroid tumors of uncertain malig-
nant potential presents heterogeneous and ambigu-
ous morphological profiles.
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Spindle cell lesions of thyroid (T-SCL) belongs to
rare lesions originated as proliferations could start
from follicular, mesenchymal and parafollicular com-
partment and malignant type are more popular than
benign or reactive process.

A case presented by us was diagnosed in a male
67 years. Grossly was good demarcated, 4cm in di-
ameter, yellow-white tumor, located in the right
lobe of thyroid. The cells were elongated, with
hyaline produced matrix. Nuclei enlarged, poly-
morphous, brightening with pronounced nucle-
oli. Invasive growth and angioinvasion were not
reported. Only focal, not intensive atypia was not
typical for initial diagnosis (atypical adenoma) and
eliminated spindle cell variant of anaplastic carci-
noma. Immunohistochemical staining revealed pos-
itive reaction with TTF1, TG, CK AE1/AE3, CD
56 confirmed thyroidal origin. CT, CHR, synapto-
physin and low level of calcitonin serum ruled out
medullary carcinoma. CD5 negative disconnected
SETTLE, CASTLE & FDCT. Nuclear staining Ki67
4 % didn’t support hyalinizing trabecular tumor.
CD34 was positive only in vessels, thus eliminated
SFT. SMA was focally positive, and with connec-
tion of positive thyroidal markers didn’t suggest
smooth muscle tumours. S-100 negative ruled out
peripheral nerve sheath tumors. Also CK7, CD99,
CD20, CK19, EMA, INI-1 and CD 117 were neg-
ative. Interestingly, bcl-2 positive expression was
suspicious for CASTLE but TG and TTFl were
positive.

The rare case should be revised to accent a role
of vast immunohistochemistry in final diagnosis.
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Witold Nowicki is rightly considered as one
of the great clinical pathologist of the first half of XX
century. He was apprentice of the founder and first
head of the pathological anatomy department prof.
Andrzej Obrzut.

Aim of the study was to analyse achievements
of prof. Witold Nowicki in the field of medicine and
pathology in particular, his scientific and pedagogical
activity from modern perspective.

Analysis of medical, scientific, historical literature
and internet sources that relate to life and activity
of Witold Nowicki in Lviv, from 1902 to 1941, until
the last days of his life. Analysis of professor’s scien-
tific papers.

Witold Walerian Nowicki — Professor, Head
of the Pathological Anatomy Department (1919-
1941), Dean of Medical Faculty (1923-1924,
1939), President of the Lviv Medical Society (1920-
1921) and Lviv Fight Cancer Committee, Founder
of the Lviv University Museum of Hygiene (1930),
co-founder of the Morshyn resort. Was born in
18.07.1878 in Bochnia, Poland. In 1896-1902 he
studied in medical faculty of the Jagiellonian Univer-
sity in Krakow. After obtaining of a diploma moved
to Lviv and assumed the post of assistant in institution
of the pathological anatomy. Since 1919 professor
W. Nowicki has held the institution of the patholog-
ical anatomy in Lviv. He remained rich scientific her-
itage — more than 90 papers in Polish, German and
France languages. Result of many years of work in in-
stitution of the pathological anatomy in cooperation
with other teachers was fundamental three-volume
textbook Anatomia patologiczna, which was illustrated
by more than 1200 pictures, performed under per-
sonal management of W. Nowicki.

In last days, he was ending his monograph devot-
ed to scleroma, which was published only after war in
1950 in Wroclaw. During German occupation of Lviv
in 4™ July 1941 W. Nowicki was arrested and shot
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with other professors by Nazi Germans. His only son
Jerzy Nowicki was shot with him.
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The CD10 protein belongs to the group of trans-
membrane metalloproteases. Tissue expression
of CD10 is observed in immature precursor cells of T
and B lymphocytes, as well as in dividing B cells and
mature neutrophils. In the literature, CD10 expres-
sion is described in the development of breast, lung
and colorectal cancer.

Serum CD10 concentration was tested by ELISA
as well as immunohistochemistry in tissue material
from 30 patients diagnosed and treated due to Ad-
enocarcinoma tubulare of the large intestine diag-
nosed in the histopathological examination. Serum
CD10 concentration was compared with serum con-
centration from 10 humans prepared for appendec-
tomy. Immunohistochemical and immunoenzymatic
results were compared with tumor size, CEA concen-
tration, CA 19.9 and AFP in serum and Astler-Col-
ler’s classification.

In serum and tumor the mean and median CD10
was higher in the study group than in the control
group (p = 0.0001). Tumor size positively correlat-
ed with serum CD10 concentration (Rs = 0.686) to
a greater extent in men than in women in immu-
nohistochemical studies. Serum CD10 concentra-
tion was the highest in the B2 group according to
the Asler-Coller classification.

Due to the small research group, one must care-
fully draw conclusions about CD10 as a prognostic
biomarker in the diagnosis of Adenocarcinoma tubu-
lare of the large intestine. Initial results, however, are
interesting in the opinion of the authors.
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