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Conclusion: The aim of the pilot study is one of education,
with the key objective to promote improvement in the
quality of diagnostic HER2 ICC interpre ation.
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Audit of breast biomarkers markers, HER2.ER & PR in
the UK: an update by the UK National External Quality
Assessment Scheme for Immunocytochemistry and In
Sitn Hybridisation (UK NEQAS ICC & ISH)

M. Ibrahim ", K. Herriott, S. Parry, K. Miller

‘UK. NEQAS ICC & ISH, University College London,
Dept. of Pathology, UK

Objective: Between 2007 and 2008, UK HER?2 positivity
rate was on average 15% (range 9-35%). Since 2008, a
Web-based breast biomarker database has been established,
allowing users to input HER2 IHC/ISH and ER and PR
results. )

Method: Individual laboratories are requested to input their
HER2 IHC/ISH, ER and PR ICC results directly into a
secure web database.

Results: The current UK HER2 positivity rate remains at
15%. Individual ER and PR data show the average positive
rates to be 82.3% and 68.7%, respectively. The UK audit
showed the following breast biomarker status (1) ER+/PR-/
HER2+ (60.5%) (2) ER-/PR-/HER2- (12.3%) (3) ER+/PR-/
HER2- (11.0%) (4) ER+/PR+HER2+ (6.2%) (5) ER-/PR-/
HER2+ (5.1%) (6) ER+/PR-/HER2+ (3.1%) (7) ER-/PR+/
HER2- (1.3%) and (8) ER-/PR+/HER2+ (0.4%).
Conclusion: The audit database has provided individual
UK laboratory and overall UK breast biomarker status. In
some cases the audit has led to laboratories re-testing their
cases. The data also provides insight into whether such cases
of ER-/PR+HER2- (1.3%) and ER-PR+/HER2+ (0.4%) are
genuine or due to other pre-analytical or analytical phases as
indicated by previously published studies. >
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Immunocytochemical staining of breast biomarkers
HER2, ER and PR; potential pitfalls of false positive/
negative staining: findings of the UK NEQAS ICC &
ISH

M. Torahim *, S. Parry, K. Miller

‘UK NEQAS ICC & ISH, University College London,
Dept. of Pathology, UK

Objective: Breast HER2, ER and PR are routinely used in
diagnostic immunohistochemistry. Many laboratories use
commercially available standardised HER2 IHC kits,
however, few laboratories use a ‘standardised kit’ for ER
& PR, with a ‘home-brew’ method being the method of

@ Springer

choice, This study highlights the results obtained from UK :
NEQAS HER2 1CC, ER & PR assessments. }
Method: Unstained HER2 cell lines and ER/PR tissue
sections are distributed on a quarterly basis for participants to
stain and, return for assessment by a panel of expert assessors.
Results: HER2 ICC pass rates continue to improve, with -
participants using a standardised HER2 ICC kit showing a
pass rate of 81% compared to 43% for those using a ‘home-
brew’ method. With ER the for poor performance is mainly
due to false negative staining of mid expressing ER-
tumours. In contrast, poor performance PR assessments
tend to be due to false positive staining of PR negative
tumours. This was principally observed with the rabbit
monoclonal SP2 antibody, whose usage by NEQAS
participants has decreased from 11% (2006) to 1% (2011).
Conclusion: There is still more scope for improvement in
breast biomarker immunocytochemistry, with laboratories
encouraged to validate their methodologies and include
proper control material to gange the sensitivity anc

specificity of the ICC methods.
033 V

Single detection kit, double antibody cocktail (D2-40
p63) protocol for identification of lymphatic vascula’
invasion in breast tissues containing extensive intra
ductal/-lobular tumour growth '

1. Ivanov *, S. Popovska, T. Betova, T Dineva
*MU-Pleven, General and Clinical Pathology, Bulgaria

Objective: When accessed on D2-40 stained slide
lymphatic vascular invasion may present interpretatic
difficulty, especially in breast tissues containing extensiy
intaductal/-lobular tumour growth because of the positivi
observed in both lymphatic endothelial cells (LECs) a1
myoepithelial cells (MECs). The available multiple sta
detection kits are time and resource consuming. The aim-
this study was to develop an antibody cocktail (D2-40/p6.
single detection kit protocol for identification of lympha
vascular invasion in breast tissues. '
Method: Formalin-fixed, paraffin embedded tissues frc
130 breast cancer patients were examined. Immunostaini
was analysed in corresponding ficlds of consecutive tist
slides, stained according to standard protocols with D2~
p63 and D2-40/p63 cocktail, single detection Kit.
Results: When stained with D2-40/p63 cocktail, lymphi
vessels demonstrated “continuous” intermediate to str¢
cytoplasm staining (LEC reactivity for D2-40)% reac
distinguishable from the “pead-like” staining observec
MEC of distorted duct lobular units (weak to mist
cytoplasm D2-40 staining, strong p63 nuclear staini:
The suggested antibody cocktail proved to be
effective than D2-40 alone in the identification 7 lympk
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cular invasion in cases containing extensive intraductal/-
lar tumour growth.

tlusion: The suggested staining protocol enabled an
e interpretation of the nature of tumour cell
ing D2-40 positive structures in all studied cases.

carcinoma with neuroendocrine differentiation:
opathological features in five cases

ten *, Z. Giicin, S. Baykal Koca, G. Erdem Hug, E.
u, C. Leblebici, N. Dursun, D. Can Trabulus, K.
atoglu, E.R. Bozkurt

Ihe Ministry of Health, Ost Education and Res=arch
ital, Istanbul, Turkey

e: Primary breast carcinomas with neuroendocrine
entiation are rare tumors. This tumor has controversial
ts in terms of its prognosis and treatment approach_e.é.
ethod: Five neuroendocrine breast carcinoma cases
ohistochemically positive for synaptophysin and/or
nogranin in more than 50% of tumor cells were
ed in terms of their clinicopathological and immu-
tochemical features, None of the cases had tumor
in non-mammary sites.
¢ All patients were women and aged from 40 to
ars. In all cases, tumors were unilateral with a diameter
from 1.5 to 3.5 cm. Two of five cases showed
focality. All tumors were evaluated as nuclear and
Mistological grades 2. Tumors were classified as solid cohesive
12, solid papillary in 1, cellular mucinous in 1 and invasive
carcinoma with psammomatous fedtures in 1. All
s included solid or cribriform type in situ ductal
omas with or no necrosis. All tumors showed strongly
widely distributed estrogen and progesterone receptors
ity. None of the tumors displayed Her 2/neu over-
ssion. Lymphovascular invasion and axillary lymph
metastasis were not determined in any cases,
usion: It should be kept in mind that neuroendocrine
tiation can appear in several histological patterns
h as mucinous differentiation, papillary/micropapillary
nation, solid-nested growth. Therefore, any breast tumor
th this morphology should search carefully for neuroen-
ine markers.

ixpression of Tenascin-C in correlation with Sox2,
nog, BMI1 and Oct4 expression in breast cancer
Klieser *, S. Swierczynski, N. Amold, B. Allinger-
aringer, O. Dietze, C. Hauser-Kronberger

“Paracelsus Universitiit Salzburg, Inst. fiir Pathologie,
7 tria

Ohjective: Tenascin-C (TNC) is a glycoprotein in the
extracellular matrix which reappears in the condition of
wound healing and some neoplasms such as breast cancer.
Therefore, we investigated the connection between TNC
and transcription factors and proteins which are involved in
the self-renewal in cancer stem cells.

Method: Paraffin sections from 120 breast cancer patients
were used for automated immunohistochemistry (IHC) with
two different antibodies targeting TNC. Postive paraffin
sections for one or both TNC- antibodies were screened for
Ki67, Nanog, Oct4 and Sox2 and BMIIl. [HC positive
breast cancer cell lines were stained on cell slides with
Ki67, Nanog, Oct4, Sox2 and BMI1. The expressions of
TNC, Nanog, Oct4, Sox2 and BMII of these breast cancer
cell lines were also analyzed in rt-PCR.

Results: A total of 50 paraffin sections were positive for
one or both TNC antibodies as well as for Nanog, Oct4,
S0x2 or BMI1. The rt-PCR experiments with TNC positive
breast cancer cell lines presented also a high expression rate
of Nanog, Octd, Sox2 and BMI1.

Conclusion: These results reveal a correlation between
Tenascin C and Nanog, Octd, Sox2 and BMI1 which are
involved in self-renewal of cancer stem cells.
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Angiogenesis-associated parameters in metastatic breast
carcinoma: correlation with the MAPK and Akt pathways,
proliferation and apoptosis

H. Kourea *, M. Bobos, V Tzelepi, A. Kominea, C. Scopa
"University of Patras Hospital, Dept. of Pathology, Greece

Objective: Vascular endothelial growth factors A (VEGFA)
and C (VEGFC) and their receptors VEGFR1, VEGFR2 and
VEGFR3 are expressed in neoplastic cells. The aim of our study
was to investigate for relations between factors of angiogenesis,
the MAPK and Akt pathways and parameters of cell prolifer-
ation and survival in metastatic breast carcinoma (MBC).
Methed: Tissue microarrays consisting of duplicate, 1.5-mm
cores from 72 MBCs were immunostained for VEGFA,
VEGFC, VEGFRI, VEGFR2 VEGFR3 phospho-p44/
42MAPK, phospho-Akt1/2/3, phospho-S6 ribosomal protein,
bel-2 and Ki-67. The immunoreactivity was assessed by H
score, except for Ki-67 where the percentage of positivity was
recorded. Pearson coirelations between parameters were
calculated by SPSS 16.0.

Results: VEGFA was correlated with bel-2 (p=0.001, R=
0.402), VEGFC with Ki-67 (p=0.001, R0.386) and
VEGFRI1 (p=0.017, R0.280), VEGFR1 with VEGFR3 (p<
0.001, R0.416) and phospho-S6 protein with VEGFR1 (p=
0.002, R0.361), VEGFR3 (p=0.002, R0.360) phospho-Akt
(p=0.01, R0.301), phospho-p44/42MAPK (p<0.001, R
0.506) and Ki-67 (p=0.021, R0.274).

3} Springer
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ACTIVATED LYMPHOCYTES ASSOCIATED TO THE LYMPHATIC
VASCULAR WALL MAY CAUSE OVERESTIMATION OF LYMPHATIC
ENDOTHELIAL CELL PROLIFERATION IN BREAST CANCER

Ivan N. Ivanov

Department of General and
Clinical Pathology,
Medical University-Pleven

Summary

Proliferation of lymphatic endothelial cells (LEC) is often
assessed using the Ki-67 nuclear proliferation marker. The
presence of proliferating (activated) lymphocytes
associated with the lymphatic vascular wall may obscure
the results from evaluation. The main aim of the
retrospective study was to compare LEC proliferation in
breast cancer to that of non-cancerous mammary tissue in
the context of possible Ki-67 positivity of activated
lymphocytes. The study was carried out on 23
representative paraffin- embedded tissue samples from
invasive breast cancer and 12 representative samples from
non-cancerous mammary tissue. LEC proliferation was
quantified and compered in the context Ki-67 positivity of
lymphocyte infiltrates. In cancer, there was a significant
difference at the 0.05 level of the distributions of the total
number of Ki-67-stained cell nuclei, and those verified as
proliferating lymphatic endothelial cells alone p=0.041.
When compared, the median values for LEC proliferation
in non-cancerous mammary tissue did not differ from
those of LEC proliferation in breast cancer W =154.0;
p=0.547; n=20. LEC proliferation was not associated with
the lymph-node status (t= - 1.43; p=0.171; n=19). The
protocol suggested for LEC proliferation in breast cancer
may be more accurate and may eliminate some factors that
obscure the overall results from evaluation.

Key words: overestimation, lymphatic endothelial cell
proliferation, breast cancer
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DeHOMEHBT ,ChoBe B CbaoBeTe” e onucaH 3a
npes muT of Merchant S. ¥ ceTp. B XWUCTONOTUYHMN
MaTepuany ot MaTka v repaa. Cnopes AaHHUTe OT ToEa
NpoyyBaHe ChO0BO-CHAOBUTE KOMMNNEKCH B MUOMET-
pvyMa Ce CBCTOSIT OT BEHOSH CbjoBe B flymeHa, Ha
KOWTO CE OTKPWBAT apTepuu. ¢ -

Mopaau TOBA, Y€ CHLUHOCTTA Ha TO3N ceHoMeH
NOHACTOALLEM € HECUTYpHa, pelunxme Aa NpoyyuM
MMYHOXMCTOXMMWYHO ,CBAOBETE B cwaoee’, Habnioga-
BaHW B MamapHUs napeHxum, 3a Aa onpepenvm
TAXHATA CHLUHOCT 1 MOPGONoMs.

WacnensaHero e NpoBeaeHo BbpXxy 130 apxuBHu
marepuana ot MamapeH NapeHxuMm che cneunuyHn
enaoTenHu mapkepu — D2-40 u CD34.

.Cbposere B CbAoBe” ca Habniopasanm B 16
(8.13%) OT macneasaHuTe marepuani. YeraHoeu ce,
4e CHAOBMUTE KOMNIEKCH Ca U3rpaeHn OT ronsMoKa-
nubpeH “BbHILEH” NUMMEH CbA .1 npoTpy3us Ha
mMamapHa CTPOMa, C UEHTPanHo pasnonoxexa
apTepvona, Hamupalya ce B fiymeHa Ha no-ronemus
_BbHWeEH" CbA. YCTaHOBM Ce, e nporpysuute B
nuMcaTUHHIS NlyMeH Ca B CBCTORHMUE A3 peayumpar
NyMEHa Ha OTHOCUTENHO ronsimoKanubpexn KonexkTop-
WY numdaTMLM A0 pa3Mepa Ha NpeKonekTopHu
numdaruum. B cnysaute Ha TymopHa embonusauns
Ha ronsmMokanubpexuTe nuMdHU CbaoBe EeHOMEHBT

N R ewAa" e TDVAHO YCTAHOBKM, Thil KaTo CTpoMan-

CHA0BO-CH0BUTE KOMMIIEKCH BEPOSTHO yHKUMO~
HWpAT KaTo AUHAMUYHY perynaropHi Knanu, perynu-
paLyy NUMHNA ApeHX wvnu noMneH MexaHu3bM.
CwmsTame, Ye noTeHynansT Ha NUMHUA APEHAX NPU
roppara Tpabea Aa ce oueHasa U ¢pyHKUMOHANHC, 8
HE eAVHCTBEHO MOPONOrUYHO. Ot mopdponoruyxa
rneaHa TouKa Te3n CbAoBO-CHACEH KOMIEeKCH ce
2BABAT CEPUO3EH 3aMbrnsisaLy (akTop npu N3BbPLBS-
HeTO Ha MOPYOMETPHUYHM NPOY|BaHUA BbPXY numdHa-
Ta cucTema Ha repaara.

Knroyoeu dymu: NUMOATUYHU GYHKLIMOHATHA
KNAMW, MsPOA, D240, Cb[IOBE B CBbAOBETE

SUMMARY

The phenomenon “vessels within vessels” was ini-
tially described by Merchant S. et al. in uterine and
mammary parenchyma. According to the data pre-
sented in that study, the vassculo-vasscular structures,
observed in the uterus are composed of veins surround-
ing arteries.

Since the nature of this phenomenon is still uncer-
tain, we decided to study it using the immunohisto-
chemical method in order to determine the nature and
morphology of these vascular complexes within the
breast.

The study was carried out among 130 archival

e o fomem heanet naranchuma tisina soecific
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MoHacToAWeM KaTeropuavpaHeTo, NPoU3XoaAsLT v
KNUHUYHOTO 3HAYEHUEe Ha TyMop-acouuupaHute
numdcHm (TAJ) cbpose npw paka Ha repaata (Pl) e
06eKT Ha Cepuo3HN ANCKYCUM.

LlenTta Ha HacTosILLETO NPOyYBaHe € Aa Ce U3SICHM
XWUCTO-MOPEONOrMYHO ChLuHOCTTa Ha TAJL.

O6eKkT Ha peTpocnekTMBHO npoyysaHe ca 23
Cny4as C MHBa3WBEH KapLMHOM Ha repaata u 15 cnyvas
C HOpManeH MamapeH nNapeHxum.

MMYHOXUCTOXMMUYHOTO U3cneasaHe ce U3BbpLUn
BbpXY 4 UM TbKaHHW CPE3N CLOTBETHO C MbPBUYHO
aHTuTano D2-40, CD68 un Ki-67 no cboTBEeTHM
npoTokonu Ha ¢upmara npoussoguten — DAKO.
OtyeTte ce numdHucvaoBaTa nnbvTHOCT (N1ICM),
cpeaHUsT Bpoit eHAOTEeNHU KNeTkW, 3arpaxaalyn
nymeHa Ha eavH CbA, NponudepaTeHaTa akTUBHOCT
cped NMMA@OEeHA0TENHUTE KNEeTKU U MOHOUUTHaTa
uHbunTpaums. Pesyntatute ce obpaboTuxa cratucTu-
Yecku.

B HOpManHusi MamapeH napeHxuMm ce yCTaHOBW
Hanuuue Ha cnaba, uMTonnasmexa noautueHocT 3a D2-
40 cpeg muoenuTenHuTe knetku. JiumcpHUTe Cbaose,
B HOpPManHua napeHxum, ce pasnonaraxa cpep
nHTepnobynapHara ctpoma. UTJ1 ce pasnonaraxa cpea
npopacTHaT OT TYMOpa W OT YacTu 3ana3eH MamapeH
napeHxum. YctaHoseHaTta JICM npu tax Gewe
3HAYMTENHO NO-HWUCKa OT Ta3un Ha HOPMaNHUR MamapeH
napeHxum t=3.43; p=0.02. MTJ1 He nokaszaxa OTKNOHe-
Hue B JICIT cnpsiMo HOPManHWA MamapeH napeHxum
t=-0.08; p=0.93. NT/ obave 6axa cUrHUPUKaHTHO

aunartupanu t=-12.03; p<0.0001 u YecTo cBbP3aHY
Hanuuueto Ha CD68 noauTtveHu kneTku. Mpu BCUY
rPYNu ce yCTaHOoBU NUMAHO-eHAoTenHa nponuder
TuBHa akTuBHOCT noa 1%. '
OCHOBHUAT MbT HA TYMOPHa NMMdo-Backynapuz
uus, Npu Han-4ecTo cpewiaHutTe mopdonoruyi
BapvaHTu Ha Pl e nocpeaCcTBOM NpopacTBaHe OKo.
cbuiecTByBawm nuMdHU covaose. Hanuuueto
KneTbyHa TpaHcaudepeHunaLms, KakTto u numdr
eHpoTenHara nponudepayns, KOSTO HE MOXE
KaTeropuyHo A4a OTXBBLPIUM, NO-CKOPO UMAT A0NbIBE
W moauduumpall xapakrep.
Knroyoeu dymu: MbPOA, TYMOP-ACOLIUNPAE
NIMMOATULUN; TUMOAHTMONEHESA '

SUMMARY

There is still some controversy in literature abc
the origin and clinical significance of tumor-associat
lymphatics (TAL).

Aim of the present histo-morphologic study was
demonstrate some detail concerning the origin of T/

Twenty three cases of invasive breast cancer a
15 samples of benign breast tissue were studied it
retrospective study.

Immunohistochemical staining was preformed-
4pum thick tissue slices with D2-40; CD68 and Ki-
according to protocols of the manufacturer - DAK
Microlymphatic vessel density (MLVD, average numi
of endothelial cells, lining a lymphatic vessel, prolife
tion activity of lymphatic endothelium and monoc
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Lymphatic Vascularization in Primary Breast Cancer:
HER2 Overexpressing Tumors Contain More Lymphatics
than Steroid Receptor Positive, Triple-Positive and Triple
Negative Breast Carcinomas

Primer Meme Kanserinde Lenfatik Vaskularizasyon:
HER2 Overekspresyonu Gosteren Tumarler; Steroid Reseptor-Pozitif,
Triple-Pozitif ve Triple-Negatif Timdrlere Kiyasla Daha Fazla Lenfatik
Damar icermektedir

Savelina POPOVSKA, Ivan IVANOV
Departments of Pathology, Medical University-Pleven, PLEVEN, BULGARIA

ABSTRACT

Objective: The aim of this study was to examine the relationship
between the immunohistochemical subtypes of invasive breast cancer
and lymphatic vascularization.

Material and Method: One hundred and seventy nine cases of
randomly selected invasive breast cancer patients, surgically treated
between 2004 and 2007, were retrospectively studied. These were
dassified into steroid receptor positive (steroid receptor positive/
HER2 negative), triple positive (steroid receptor and HER2
positive), triple negative (steroid receptor and HER2 negative) and
HER2 overexpressing (steroid receptor negative /HER2 positive)
carcinomas. Appropriate immunostaining and in-situ hybridization
techniques were applied and results were statistically analyzed.

Results: The median intra-tumor lymphatic vascular density and the
median intra-tumor relative lymphatic vascular area were found to
differ significantly among the studied groups of breast cancer (KW
=49.8611; p<0.0001 and KW =21.5122; p=0.0001 respectively). There
was no significant difference in the incidence rate of axillary node
involvement among the studied groups of breast cancer (x2=1.66;
Df=3; p=0.6460).

Conclusion: The present study indicates that HER2 overexpressing
breast carcinomas have a consistent increase of intra-tumor lymphatic
vessel counts as compared to all other subtypes. It is suggested that
the newly formed vessels are probably not the only essential factor
for lymphogenic spread of HER2 overexpressing breast carcinomas
as they are not related to an increased incidence of lymph node
metastases compared to the other studied subgroups.

Key Words: Breast neoplasms, Estrogen receptor, Progesterone
receptor, HER2, Lymphangiogenesis

0z

Amag: Bu gabsmada, meme kanserlerinin immiinhistokimyasal alt
tipleri ile lenfatik vaskiilarizasyon arasindaki iligkinin saptanmasi
amaglanmigtir.

Gereg ve Yontem: Caligmaya 2004-2007 yillars arasinda opere
edilmis, rastlantisal olarak segilen 179 invaziv meme kanserli hasta
alindi. Hastalar, steroid reseptor pozitif (steroid reseptor pozitif/
HER2 negatif), triple pozitif (steroid reseptor pozitif ve HER2
pozitif), triple negatif (steroid reseptor ve HER2 negatif) ve HER2
agini ekspresyonlu (steroid reseptor negatif ve HER2 pozitif) olarak
4 alt tipte siiflandi. Olgularda gerekli immiinhistokimyasal ve in
situ hibridizasyon incelemeler yapilarak, bulgular istatistiksel olarak
degerlendirildi.

Bulgular: Ortanca intratiiméral lenfatik damar yogunlugu ve ortanca
intratiimér lenfatik damar alans, alt tipler arasinda anlamh olarak
degiskenlik gosterdi (KW =49.8611; p<0.0001 ve KW =21.5122;
p=0.0001). Alt tipler arasinda aksiller lenf nodu tutulumu agisindan
anlaml farklilik saptanmadi (x2=1.66; Df=3; p=0.6460).

Sonug: Bulgularimiz HER2 agiri eksprese eden meme karsinomlarinin
diger alt tiplere kiyasla yiksek sayida intratiimoral lenfatik damar
icerdigini gostermektedir. Timor icinde yeni olusan damarlarin
lenfojen yayiim agisindan yegane faktor olmadigun ileri siirmekteyiz.
Giinkii bu 6zellikleri gosteren tiimérlerde diger alt tiplere kiyasla lenf
nodu metastazi sikhiginda bir artiy saptanmamigtir.

Anahtar Sézciikler: Meme tiimérleri, Ostrojen reseptéril, Progesteron
reseptorii, HER2, Lenfanjiyogenez

(Turk Patoloji Derg 2014, 30:124-132)
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5IS OF THE INCIDENCE AND CHARACTERISTICS OF THE CASES
MIONARY THROMBOEMBOLISM, DIAGNOSED BY AUTOPSY FOR
A FIVE YEAR PERIOD

I', Dekov D2, Ivanov I?, Gatsev O*, Popovska §3, Ivanov Y', Karcheva M*®

wding author: Ivan Nedkov Ivanov M.D., Ph.D.
aiversity Hospital, 8a Georgi Kochev str, 5800 Plevcn,“&ugaria
34 886 384

sledenzalesGi gmail.com

T

on:The actual causes and discases related to formation of thromboemboli
snary thromboembolism are different and some of them may be
ated as potential risk factors.

1im of this retrospective study was to evaluate the incidence of pulmonary
ibolism diagnosed by autopsy. We also tried to find out the relation of age,
the underlying cause of death from pulmonary thromboembolism.

A total of 1649 autopsies, performed during a five year period (2008-2012)
artment of Pathology at University Hospital Pleven were systematically
The autopsy dc ion was pectively studied and the retrieved
atistically analyzed.

ulmonary thromboembolism was found in 143 (8,62%) of the autopsies.
: 95 (66,43%). They were found to die from pulmonary thromboembolism
atly younger age- median age was 67 (3-91 years) compared to females-
: 74 (34-91 years) (K-W=11,4323; p=0,0007). Chronic pulmonary diseases
wderlying cause of death in 51 (35,66%) of the patients. Conditions related
rgery were the underlying cause of death in 32 (22,38%) of the cases,
y cardio-vascular diseases- in 21 (14,69%), diseases of the central nervous
19 (13,29%), malignant tumors- in 11(7,69%) and the remaining 9 (6,29%)
sther underlying cause of death. Conclusion: Male individuals older than
at suffer from severe chronic respiratory diseases might be at greater risk of
thromboembolism with fatal outcome.

logy and Phthisiatry, University Hospital, Pleven, Bulgaria
it of General and Forensic medicine, University Hospital, Pleven, Bulgaria
wof Pathology, University Hospital, Pleven, Bulgaria
niversity-Pleven, Bulgaria
1t of Epidemiology, Medical University-Pleven, Bulgaria
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BREAST DENSITY EVALUATION: A COMPARISON
BETWEEN ASSESSMENT BY A RADIOLOGIST AND
THE COMPUTER-ASSISTED THRESHOLD TECHNIQUE

George Baytchev*!, lvan Ivanov', Ivan Inkov*, Emilia Zlateva't, Zdravko Kamenov** and George Dimitrov**
*Department Of Thoracic Surgery, Military Medical Academy, Sofia, Bulgaria, *Department Of Medicodiagnostic Research, Medical University of Pleven,
Bulgaria, **Medical University of Sofia, Bulgaria, tDepartment Of Radiology, Hospital “Avis Medica”, Pleven, Bulgaria

ABSTRACT

Traditionally, mammographic density (MD) of the breast has been assessed by a radiologist visually. This subjective
evaluation requires significant experience to distinguish the relative proportions of the fibrous connective tissue and
adipose tissue in the mammary gland correctly.

The aim of this study is to compare the capabilities of the different methods (visual and computer-assisted) for assessing
mammographic density.

Our sample in this study consists of 66 patients with digital mammography. The mammographic density has been
evaluated using the four-grade scale of the American College of Radiology (ACR); visually, visually using an analog
scale and semi-automated using UTHSCSA Image Tool 3.0, Image ] and Adobe Photoshop CS6 software.

The average mammographic density calculated using the different methods is as follows: 34.8% (from 10% to 70%); 32.1%
(from 10% to 60%); 23% (from 0% to 70.9%); 22.7% (from 2.5% to 78.1%) and 22.5% (from 1.5% to 72.4%).

There is a strong correlation between the results obtained visually and those calculated using a computer-assisted
measurement (p< 0.0001). A strong correlation was found also between the results acquired using the different semi-
automated programs (p< 0.0001).

Precise measurement of mammographic density is of great importance for the mammographic screening and evaluation
of breast cancer risk. The semi-automated methods, used for this purpose are objective, accessible and reproducible tools
and have some advantages over the subjective visual assessment.

KEYWORDS: mammography, breast density measurement
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Abstract

Khirurgiia (Sofiia). 2009;(6):27-30.
[Is the Gail model for breast cancer risk assessment valid for the Bulgarian
women?].

[Article in Bulgarian]
Baitchev G, Christova P, lvanov |.

Abstract
INTRODUCTION: The quantitave assessment of the breast cancer risk is a fundamental for the

process of preventation and early diagnosis.

AIMS: The aim of present study is to determinate the validity of the Gail model used in USA for the
Bulgarian population, and to assess the relative influence of each risk factor over the common
breast cancer risk.

MATERIALS AND METHODS: The object of our study were 315 women with histologically proved
breast cancer. Retrospectively breast cancer rick was assessed for all patients by using Gail model.
The following data were used: family history, previous benign biopsies, proved atypia, age of
menarche, age of first birth and patient's age at the moment of detecting the breast cancer.

RESULTS: In 186 (59%) patients no high risk is present after Gail model assessment and in the
others 129 (41%) patients high risk for development of breast cancer is detected (> 1.7% for 5
years). Statistical reliability for the influence of each factor was found except for the previous benign

biopsies.
CONCLUSION: The results give us a reason to recommend Gail model as routine method for breas
cancer risk assessment for the Bulgarian population for patients between 35 and 70 years old.

PMID: 20506776 [PubMed - indexed for MEDLINE]

Lubomirova D. et al. Liver damage from heroin misuse, combined with hev infection:...

Original Article

LIVER DAMAGE FROM HEROIN MISUSE, COM
BINED WIT
INFECTION: CLINICAL AND MORPHOLO,GICAL CHAN GESH Hev

Dessislava Lubomirova
Pavlova,

Reni Ivanova',

Ivan N. Ivanov',

Ivanka P. Marinova,
Angelika S. Velkova®,
Elena S. Markova’,

Pavlina Iordanova Laleva®,
Ivan A. Lalev*,

Margarita D. Vlachova *

Clinic of Gastroenterology and
Hepatology,

University Hospital, Pleven
’Department of Clinical Pathology,
University Hospital, Pleven
*‘Department of Social and
Preventive Medicine,

Summary

The aim of the study was to assess more data on the
severity of liver damage in heroin addicts (HA) with
proved hepatitis C viral (HCV) infection. The study
mcludf:d 20 patients with chronic viral hepatitis C (CHC)
of w.hlch' ten had a documented history of intmvenous’
heroin misuse. The two groups of patients were compared
according to biochemical changes, characterising the liver
damage (serum levels of ASAT, ALAT, GGT, APH and
.total bilirqbin), serum level of HCV RNA, ultrasound
Images visualizing grades of steatosis, histological
changes assessed by METAVIR and histochemical
changes, evaluated using PAS, Gomori and Van éicson
reactlons._Our study confirmed the presence of liver
f‘lamages in both groups but the role of heroin as an
independent damaging factor could not be elicited.

Key words: heroin abuse, chronic hepatitis C, liver
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DOUBLE ANTIBODY COCKTAIL (D2-40/P63) PROTOCOL FOR
IDENTIFICATION OF LYMPHATIC VASCULAR INVASION IN BREAST
TISSUES: ADVANTAGES OF THE PROTOCOL

Ivan N. Ivanov,
Savelina L. Popovska,
Tatyana M. Betova,
Tereza B. Dineva,
Milen P. Karaivanov,
Zlatina I. Ivanova'

Department of General and Clinical
Pathology

Medical University — Pleven
‘Student, Faculty of Medicine,
Medical University — Pleven

Summary

Recently it was found out that D2-40/p63 double
immunostaining of defined lymph vessel invasion has
additional prognostic value in some node-negative breast
carcinomas. The aim of this study was to test the
efficiency of our modification of D2-40/ p63 double
antibody cocktail, used with single detection kit protocol
to identify lymphatic vascular invasion (LVI) in breast
tissues. Formalin-fixed, paraffin-embedded tissues from
130 breast cancer patients were examined.
Immunostaining for a-SMA, collagen IV, p63 and D2-40
was performed in accordance with protocols provided by
the manufacturer (DAKO). An additional
immunostaining with D2-40/p63 was performed
according to a protocol modified in our laboratory. Using
D2-40 staining only, two cases of extensive lobular
cancerization by ductal carcinoma in-situ (DCIS) and two
cases of solid low-grade DCIS were misdiagnosed as
lymphatic vascular invasion. In cases with in-situ
carcinomas /extensive intraductal and/or lobular tumor
growth, the D2-40 / p63 cocktail proved useful in
identifying true LVI. The strength of inter-method
agreement between evaluation of LVI on D2-40-stained
slides and D2-40/ p63 stained slides in breast carcinomas
was very good (k=0.90). The suggested single detection
kit, double antibody cocktail (D2-40/ p63) staining
protocol enabled effective interpretation of the nature of
tumour cell harbouring D2-40 positive structures in all the
cases we studied.

Key words: D2-40/p63, breast cancer, ductal/ lobular

carcinoma in-situ, lymphatic vascular invasion
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STUDY OF THE CARRIER STATE FOR FIVE BRCA1/BRCA2 DELETERIOUS
MUTATIONS IN BULGARIAN WOMEN WITH BREAST CANCER

Katia S. Kovacheva,
Zornica B. Kamburova,
Savelina L. Popovska’,
Ivan N. Ivanov’,

Maria N. Simeonova,
Petia N. Angelova

Section of Medical Genetics,
Medical University — Pleven
'Department of Pathology,
Medical University — Pleven,
Bulgaria

Summary

Genetic testing for BRCA1/2 mutation is a well
recognized medical management tool. Identification of
healthy carriers of such mutations allows effective risk
reduction procedures to be performed. There is no data
reported on the founder mutations in the Bulgarian
population. To evaluate the contribution of genetic factors
to breast cancer (BC), we investigated the carrier state of
Bulgarian women with BC for five common (according to
BIC database) deleterious BRCA1/2 mutations. The list
of patients diagnosed with BC between January 2011 and
April 2012 was obtained from the Cancer Registry of
University Hospital, Pleven. Eighty-two women with BC
were interviewed and a pedigree was constructed of each
of them. The patients were classified into seven
categories, according to personal, disease and family
history. Based on the preliminary prepared selection
criteria and the personal family history, we defined a
target group of 33 Bulgarian women with BC. They were
screened for five deleterious mutations: 5382insC in
BRCAI and 6174delT, 6079deld, 8138delS, 5946delCT
in BRCA2, by DNA sequencing. The genetic analysis
detected none of the tested mutations. Two polymorphic
variants were found in BRCA2 gene: c.5744C>T
(rs4987117, SNP database) in exonl1E in one patient and
¢.7806-14T>C (rs9534262, SNP database) in exonl7 in
22 patients. In conclusion, without basic information on
the founder mutations in the population, the genetic
screening for the specific mutations in a small group of
tested patients is ineffective.

Key words: BRCAI. BRCA2, Breast cancer,
Bulgarian population, polymorphism
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THREE-DIMENSIONAL RECONSTRUCTION OF ARTERIAL-LYMPHATIC
VASCULAR COMPLEX (VESSEL WITHIN THE VESSEL) IN BREAST

TISSUE

Ivan N. Ivanov,
Savelina L. Popovska,
Emilian A. Ivanov’,
Sergey D. Iliev’,
Pencho T. Tonchev*

Department of Pathology,

Medical University — Pleven
'Department of Anatomy, Histology
and Cytology and Biology.

Medical University — Pleven
*Department of Propaedeutics of
Surgical Diseases,

University Hospital — Pleven

Summary

The phenomenon “vessels within vessels” was initially
described by Merchant S et al. as arteries found free-
floating inside the lumen of veins. We have described
another version of the “vessels within vessels”complex,
composed of arteries found inside the lumen of lymphatic
vessels. The purpose of the present study was to describe
the structure of the lympho-arterial vascular complex ina
breast tissue specimen from a male subject using three-
dimensional tissue reconstruction. A histological
specimen from a 64 year-old male subject diagnosed with
gynecomastia was used. The tissue sample was sectioned
in a multi-step manner. An overall of approximately
150pum thick tissue material was sampled. Immuno-
staining with anti-CD34 antibody and anti-podoplanin
antibody was performed. Three-dimensional
reconstruction of the vessel within the vessel structure
was performed with “Reconstruct” software When the
reconstruction of the breast parenchyma was revealed as
a 3D image, it became apparent that the arterial vessel
was situated inside the lymphatic vessel and could be
followed along the entire length of the vascular segment
studied. We have proved that these vascular complexes
are not artificial phenomenon and do exist. The function
of the vascular complexes is still uncertain, and is
probably related to lymph propulsions in the initial
collector vessels.

Key words: lymphatic-arterial vascular complex;
male breast; 3D tissue reconstruction
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POJISI HA IIATOJIOTOAHATOMUYHHUTE AYTOIICUM B CbBPEMEHHATA
TYMOPHA EITUIEMUOJIOTIASI ~AHAJIN3 HA 1649 CJIYYASI 3A 5 TOAUILIEH
NEPUHO/

HUBanos I/l.*, Jexos /I.**, UBanoBa 3Jl.m, Ionosceka C'.
* Omoenenue no Ilamonozoanamomus, **Omoenerue no Cvoebra meduyuna, *** Knunuxa no
Iyamonoeun u @musuampus - VMBAJT . J-p I'. Cmpancku “-Ilnesen, 5800, ep. ITnesen, Bvazapus,
oyn. I'. Kouee 8a., E-mail:drdekov@abv.bg

THE ROLE OF PATHOLOGOANATOMICAL AUTOPSIES IN CONTEMPORARY
TUMOR EPIDEMIOLOGY — AN ANALYSIS BASED ON 1649 CASES FOR A FIVE YEAR
PERIOD

Ivanov I', Dekov D", Ivanova Zlm, Popovska s
* Department of Pathology, ** Department of Forensic Medicine, *** Clinic of Pneumonology and
Phthisiatry - University Hospital “D-r G. Stranski” — Pleven, 5800, Pleven, Bulgaria, 8a G.
Kochev Str. E-mail:drdekov@abv.bg

ABSTRACT

The classification of neoplasms and the evaluation of their prognostic and predictive
factors is part of the daily routine of every pathologist. While there is increasing role of
biopsies, the number of performed autopsies is steadily decreasing. We expect that the overall
results from autopsies will be representative for the incidence of diseases in the whole
population. The aim of the following investigation was to study the incidence of malignant
tumors, based on 1649 pathologoanatomical autopsies and to analyze if the results are
representative for the Bulgarian population for the same period of time. A total of 1649 autopsy
reports, created over a period of five years (2008-2012) in University Hospital “D-r G. Stranski”
— Pleven, were retrospectively studied. The total number of malignant neoplasms diagnosed by
autopsy during the five year period was 193 (11,70%). Malignancies were found in 130
(67,36%) male patients and in 63 (32,64%) female patients. The three most common causes of
death from malignant tumors were: lung cancer and cancer of the trachea- 31 (23,85%);
followed by colorectal cancer- 24 (18,46%) and pancreatic cancer - 13 (10,00%). The most
common malignancies in female patients were leukemias- 10 (15, 87%), followed by colorectal
cancer - 8 cases (12,70%) and lung cancer and cancer of the trachea - 7 (11,11%). The
remaining causes of death from oncologic diseases comprise of 47,69% of male and 60,32%
female individuals. The evaluation of mortality rates by gender from malignant tumors based
solely on autopsy reports from the archives of University Hospital “D-r G. Stranski” — Pleven
demonstrated serious discrepancies when compared to the general population statistics. The
contemporary diagnostic methods allow early diagnosis and reduce the importance of autopsies
as a method of tumor epidemiology.

Key words: malignant neoplasms, mortality rates, pathologoanatomical autopsies



CEHTUHEAHA AUM®HA BUoncuA nePu EHGOMETPUAAEH KAPLIMHOM -
HALW OnnT

Vopdatos A.", H. Xunkosa', Y Lieemkos ', [l Cmpamesa’, I [opues', C. Tomos', U Usaros ?,
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! KnuHuka no ruHekonorus, MeguumHcku yHusepcureT - MNneseH
2 Katenpa no obLa v KnuHWYHa natonorus, MeauuuHeku YnusepeuteT - NneseH

Pestome

Uen. Lenma Ha npoyyeaHemo e da ce uacnedea b3MOXHOCMMa 3a 3eMeKyUsi Ha COHMUHeNeHuU NUMGHU
ebanu (Cl1B) npu eHOomempuaneH KapyuHoMm, uanonasaliku memoda Ha Altgassen et al.

MNauueHTU U MeToau. Ha 12 nayueHmu ¢ eHdomempuaneH KapuuHoMm 6e UHXeKmupaHo 4 M1 MemuneHoso
CUHbO Ha 8 Mecma cybcepoaHo. Cned 10 MuH be u3sbpweHa oueHka Ha UMEHUS cmamyc.

Peayntatu. Omueme ce 91.6 % ycnesaemocm kamo camo npu @0Ha nayueHmka He ce usyanuaupaxa
C/1B, a npu dpyea ce Hamepu CJIB camo eOHocmpa+Ho. He ce om4yemoxa cmpaHu4HU eghekmu.

3akniouenue. To3u Memod 3a demekyusi Ha Cl1B e MHozoobewasal, 6bp3 U SleceH 3a U3MbIIHeHUe, HO Ce
Hanaza u3ebpuieaHemo Ha doNbNHUMENHU u3cnedsaHus 3a 0a cmaHe Yacm om cmaHdapma 3a onepamueHo
nieyeHue Ha eHGoMempuUanHus KapUuuHoMm.

KniouoBu aymMu: eHoomMempuaneH KapuuHoM, CeHmMuHeneH nuMe@eH eb3en

SENTINEL LYMPH NODE BIOPSY IN ENDOMETRIAL CANCER - OUR EXPERIENCE
Jordanov A. ', N. Hinkova', Ch. Tzvetkov', D. Strateva’, G. Gorchev’, S. Tomov/, I. Ivanov ?,
S .Popovska ?

' Gynecologic Clinic, Medical University-Pleven
2 Department of General and Clinical Pathology, Medical University-Pleven

Abstract

Purpose. The objective of the study was to determine the feasibility of a method described for the first
time by Altgassen et al. of labeling sentinel lymph nodes in patients with endometrial cancer using blue dye.

Patients and methods. 4 ml/ of blue dye was administreted in 12 patients with endometrial cancer
subserosaly at eigth sites. After 10 min sentinel lymph nodes were harvested.

Results. Detection rate was 91.6 %., In only one patient there was no detection of sentinel lymph node
and in one patient the sentinel lymph node was marked only in one hemipelvis.

Conclusions. This method for detection of sentinel lymph nodes in patients with endometrial cancer is
promising, fast and easy to implement, but need to conduct additional studies to become part of the standard
for the surgical treatment of endometrial cancer

Key words: endometrial cancer, sentinel lymph node

C-KIT MUTATIONS IN GASTROINTESTINAL STROMAL TUMORS -
MORPHOLOGICAL, BIOLOGICAL AND GENETICAL ASPECTS
Betova T., Popovska S., Veselinova T., Dardanov D.*, Dimitrova A.**, Strashimirov D.*, Ivanov I
Department of General and Clinical Pathology MU-Pleven, Georgi Kochev 8A, Pleven 3800, Bulgaria
e-mail: betova @abv.bg
*Department of Surgical Oncology MU-Pleven
#*Department of General Biology and Pathophysiology MU-Pleven

Abstract. Gastrointestinal Stromal Tumors(GISTs) are defined as mesenchymal tumors and 937 of them showed
mutation in KIT gene. Our aim is to investigate the significance of C-KIT mutation for GISTs. bio- genetical
mehanizm and detected by immunohistochemistry. Three cases were observed in the stomach. per one of the small
bowel, rectum, colon and the rest were extragastrointestinal . Of these tumors five were classified as denign . threz as
malignant and one was diagnosed as borderline tumor.Immunohistochemical analysis showed C-KIT (CD117)
positivity in all cases. Indentification and expression of C-KIT mutation with immunohistochemical methed is
the gold standard for diagnosing GISTs.
Key words: Gastrointestinal Stromal Tumors, C-KIT, Immunohistochemical analysis



KIIMMEHT OXPUJICKH 1, IIJIEBEH 5800
Tes. 064 886 131; e-mail: jbcr@mu-pleven.bg

R e

@ MEJUIIUHCKH YHUBEPCUTET-ILIEBEH

JOURNAL OF BIOMEDICAL & CLINICAL RESEARCH

I'nasen pedaxmop: Iomownux pedaxmop:

npog. 0-p I'puzop I'opues, Omu ooy. 0-p I'anss Cmaepesa,om

3am. znasen pedakmop: Meouyuncku Yrnueepcumem

npog. 0-p Mapusi Cpeokosa, Om yn. ,,Kn. Oxpuocku’l
IIneser 5800

CJYXEBHA BEJIEXKKA 057/2016

Pejakuunnata konerns Ha Hay4HOTO METMLMHCKO crucanue Ha MY-Ilnesen
“Journal of Biomedical & Clinical Research” (JBCR) wm3nasa HacTosmara
cnyxebHa Oenexka Ha a-p ViBan MBaHOB B yBepeHME Ha TOBA, Y€ CTATHA
JBCR#248, cbc 3ariaBue: Statistical analysis of the forensic autopsies,
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KJIMHAYHO U MOP®OJIOTHYHO IMPOYUYBAHE HA
I[TPOMEHHUTE NPH IRRITABLE BOWEL SYNDROME

T.Berosa, U.Mapunosa*,C.lTonoscka, U.MBakHos, A.JluMuTpoBa,**
[M.Metkos*, T.[lenuicku***
Oruenenne no, Knnununa naronorua”-YMBAJI,
6yn.”I"Koues"Ne8A, [Mnesen-5800, Buarapus
e-mail: betova @abv.bg
*lactpoenTeponoruuna knunuka-YMBAJI,6yn. I Koues” Ne8A nesen-5800,6bnrapus
**Karenpa ,, [Matonoruana gpusuonorus”-MV-lnesen,yn”Knument Oxpuncku”Nel Buarapus
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Pesome:

Irritable Bowel Syndrome (IBS), € 3a60nsBane, XxapakTepu3upaiwo ce che cnasbsM, kopemua 6oska, noaysa-
HE U METCOPHU3IBM, 3AMEK HITH AHAPHSA.

Lea. KanHuuno u MOPHOAOrHYHO Npoyssane Ha npoMeHnTe B 1e6210TO 4EPBO NpH MauxeHTH c irritable
bowel syndrome v CpaBisBAHETO MM ¢ IPOMIBONHA IPYNA 33 KOHTPONE

Marepuan H meToan: M3BLPIIEHO € PETPOCTIEKTHBHO [IPOYUBAHE HA ABE FPYNH NAUHEHTH OT OTAENEHHATA
no [acrpoenteponorus u Kaunnuna natonorus va YMBAJI-[nesew. [npsata rpyna ca 20 nauMesTa ¢ A4ario-
3a IBS,otrosapauma Ha PuMckute KpuTepuu 11, u ca noapasiacieHu B cy6rpynu cbo6pa3Ho BOACWIHA CHMITOM-
¢ auapus.cue 3anck,¢ Gonku,noaysane u mercopusum. Bropara rpyna e kontpoanara rpyna skaousawa 10
4yTOMNCHPAHH 1AUMEHTA. [ PYNUTE Ca HICIEABAHH PYTHHHO XHCTONOMHYHO H XHCTOXMMHYHO. U3BbpmBaHa € OLEH-
K2 Ha XPOHWYHHA BBLINANHTCAHHA HHPHATPAT, KOHTO € OUCHABAH MOJIyKO/IMYECTBEHO HA cTeneHu ot 0-d4cT,a
MACTOUMTHTE Ca OUCHABAHM KOTHYECTBEHO, KATO 34 yBeAHUeH OpOH kneTku ce cuuta Haa 20/HPF,

Pesyararu: [Ipn MOPGONOrHYHOTO HICACABAHE CC OTHHTA YBEAHUYCH GPOH NHMBOUNTH, NIAIMATHYHK KICT-
KH, MACTOUMTH ¥ CAHHHYHH CO3UHODUIHH ICBKOUNTH, MPEAHMHO MPH NAUHEHTH C AHAPHEH CHHAPOM H a6A0MH-
HanHa Goska, a npH cybrpynata che BOJENI CHMNTOM 3aMEK € YCTAHOBEHO 10-MaNbK OpoH HH(IaMAaTOPHH
KJIETKH H MaCTOUHTH.B KOHTPONIHATA rpyna CaMo y €AHH NAUHCHT € YCTAHOBEHA BTOPA CTENEH HA Bb3NANTHTENHHS
HHHATPAT,a MACTOUHTHTE Ca B HOPMA.

Hisoa :Kannnyno anaruosara e noayuHena Ha PUMCKHTE KPHTCPHH,a MOPPONOrHUHKS CYGCTPAT € XPOHHY-
HOTO l‘lCCﬂCllMle‘lH() BbIMNANCHHE,

Kuaiouosu aymu: Irritable bowel syndrome,PUMCKH KPHTEPHH,XHCTONOMHA, MACTOLUHTH



IRRITABLE BOWEL SYNDROME-ITATO®H3HOJIOI U5,
HUMYHOXUCTOXUMHUYHA JUATHO3A U MEHHTKMBHT

T.Betosa, M.Mapunosa* C.llonoscka, U.Heakos, A.llumutposa,**Il.MeTkoB*,
T.[lenuickn***
Otanenenune no, Knuuuuxa natonorus”-YMBAJL6yn."I".Koues"Ne8A, l1nesex-5800,bvarapus
e-mail: betova @abv.bg
*IacTpOEHTEPONOTHYHA kauHMKka-YMBAJL 6yn."[.Koues"Ne8A lNnesen-5800.bvarapua
**Kareapa ,, [latonoru4yxa duznonorus”-MVY-Thieseu,yn"KanMeHTt Oxpuacku”Nel Bwvarapus
***OHKONOrHUYEH ueHpr-VMBA]l,Gyn.“I“Koqes“NeSA,ﬂncaewS800,Eb.1rapmi

Pejwome:

Irritable bowel syndrome (IBS) ¢ QyHKUMOHANHO-4PEBHO 3a60/NABaHE B YMATO OCHOBA NEXH
XPOHHYHOTO BBINaneHne [TOCTABMXME CH 33 UeA 1 MPOYHHM XHCTONOrHNUHATA anTepauns Ha aebe-
NOYPEBHATA MYKO3a NpPH MAUHCHTH C IBS upes npuaarauero Ha HXX meron 3a BepuHuUMpAHE HA
MACTOUWTH, XPONMUYEH BHINANMTCACH HHGUATPAT,CHTEPOXPOMAGUHHN KNCTKH, CHTEPUUNH HEePBHU
OKOHYAHMA W TEXHMTC NATOQHIMONOrHMUIM KOpLhaunm

Martepuan u meroau: M3IRbpweno e perpoCNEKTUBHO MPOYYBAHE HA 30 6p.NANMEHTH PA3ALICHH B
1Be rpynH KakTo cieasa - 20 NaUHEHTA ¢ AHArHosa IBS u kourponna rpyna ot 10 ayToncHpaHd nauu-
eHta, [pynuTe ca U3CACABAHH UMYHOXHCTOXHMHUYHO, C AHTHTEA nacodenn cpeuwy CD 117 anTurena 3a
pepudukauus Ha mactountd, CD 3 3a aumpouuty, CHHANTOQHIUH 33 EHTCPOXPOMADHHHH KICTKH H
HEBPOH-CMIEUHDHUHA CHONA3A 33 OKOHYAHHE HA CHTCPHUHMTE HEPBH N0 nporokon Ha pupmara DAKO

PesyataTh: OT MMyHOXHCTOXHMHHYHOTO H3C/NCABAHE CE YCTAHOBH - yBEIHYCH 6po#t CD3 no3uTHBHH
aumpount # CD1I7 no3uTusHy MacTOUHTH. KOHCTATHPAHUTE MPOMEHH Ca NPEAHMHO NpH MALHKCHTH C
auapueH cHHapoMm # abGaomuuanua 6o.ka, a PH NAUMEHTH ChC 3afick ¢ YCTaHOBEHO MOo-Manbk Gpok
HHAGMATOPHH KACTKH H MACTOUMTH. TMO3HTHBHO OUBCTABAHE HA FAHINAWAHK KNETKH 33 HECBPOH-CNCUM-
puuHa eHOoNala, KAKTO W YBENHUEHUAT Gpo# eHTCPOXPOMAGHHHHM KACTKH € yCTAHOBEHO B MATbK 6poit
MAUKECHTH OT IBETE [PYIH.

Hason: lNpunaranero na UXX MeTON AaBd BBIMONKHOCT 34 TOHHA BepUPUKAUNA HA XPOHHUHUA
BHINANUTENEH MHPHITPAT W XBBLPAA SCHOTA BBPXY NATOPHIMONOTHUHATE MEXAHHIMU HE 1BS.

Knwuoau aymu: Irritable bowel syndrome UMYyHOXHCTOXUMHA, NaTOPUIKONOTHA, MCHHIKMBHT

THA KOH®EPEHIIHA 8-9 OKTOMBPH 2010, II/IEBEH 15

EHU ENUTEJTHA TYMOPH HA KJIETTAUUTE

3 . ﬁopuauos, U. UBanos, C. Ilonoscka, T. Mukosa*
Ortaenenue no KnuHW4Ha natonorus
* Knunuka no Oynu 6Gonectu
v YMBAI"A-p ICrpaHcku’-MNnesex
3 Byn."T.Koues"Ne 8A e-mail:betova@abv.bg

ind th.e occurrence, type and subtype of the benign eyelid tumors and the
gical intervention.

hnique was used.

iThe benign eyelid tumors were 24%. 25% of them belong to the squa-
19,5% to seborrheic keratosis, 22,3% to naevus and haemangioma
stoma and fibropapilloma, 5,5% to xanthelasma and 2,7% tc;

tions among the benign eyelid tumors are due to the histological structure

brds: eyelid, benign tumors, adnexal tumors
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COLMANHA MEAULIMHA

CTATUCTUYECKWA AHANTA3 HA MATONOTOAHATOMUYHUTE
AYTONCHN OT YMBAN-NNEBEH 3A NEPWUOAA 2008-2012 TOANHU
(MPEABAPUTENHO CbOBLLEHUE)

. UsaHos, [1. flekos¥*, C. NMNonoBcka
Key words: pathologoanatomic autopsy,

autopsy rates, statistical
analyses

Statistical analyses of the results
from pathologoanatomic
autopsy performed in the
Department of Pathology

(University Hospital Pleven)
during the period 2008-
2012. (A preliminary report)

I Ivanov, D. Dekov, S. Popovska

The present study is an analysis
of the causes of death and the au-
topsy rates among patients treated
at the University Hospital “D-r G.
Stranski” - Pleven. Protocols of all
performed autopsies (n=1649) during
the period 2008- 2012 were studied.
A detailed information on the most
important death related characteristics
of studied population are presented.
These included: number of performed
autopsies, the causes of death by rate,
autopsies rates by gender, age, duration
of hospitalization, data concerning the
departiment at which the patient died.
The concurrence rate between clinical
and pathologic diagnoses is analyzed.
We found that there was a tendency
toward decrease of the number of
autopsies per year over the studied
5 year period. In nearly 1/4 of the
cases there was disagreement in
clinical and pathologic diagnoses.
In conclusion, we believe that the
clinicopathological conferences are a
necessity, that may improve and optimize
the diagnostic and treatment protocols.

Kameodpa O6wa u cvdebna meduyuma,

THT Ha ChbBIAZICHME MEXXAY KIMHUYHA U TIa-
Meoduyuncku ynusepcumem - Ilnesen

TO/NOTOAHATOMMYHA JUATHO34A, KaKTO M IpY-
' OpusHauu.

M3BECTUA HA CbIO3A HA YYEHWUTE - BAPHA 1'2013 / TOM XVl
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PROCEEDINGS

A STUDY OF THE FREQUENCY AND LOCALIZATION OF
THE GASTROENTEROPANCREATIC NEUROENDOCRINE
TUMORS DIAGNOSED AND OPERATED AT THE
UNIVERSITY HOSPITAL - PLEVEN IN 2014

P. Vladova, S. Iliev, S. Popovska!, I. Ivanov'

Department of coloproctology and purulent-septic surgery
'Department of pathology, University hospital - Pleven
Medical University - Pleven

ABSTRACT

Objective: Over 90% of neuroendocrine tumors (NETs) in Bulgaria were reported to arise in the gastrointes-
tinal tract. Our objective was to study the incidence and localization of the gastroenteropancreatic NETs, di-
agnosed for one year.

Methods: The present retrospective study explores the incidence and localization of the gastroenteropan-
creatic NETs, diagnosed and operated for one year period (during 2014) in UMHAT “Dr. Georgi Stranski”,
Pleven.

Results: Seven cases of gastroenteropancreatic NETs were diagnosed and treated for the studied period.
Most common primary sites were: pancreas in 4 (57.14 %) cases and 2 in colon (28.57 %) cases. According to
the morphological criteria, 2 (28.57 %) were well differentiated NETs, 3 (42.86 %) were moderately differen-
tiated, and 2 (28.57 %) were poorly differentiated NETs. One of them was mixed adenoneuroendocrine carci-
noma. All cases demonstrated immunoexpression of Chromogranin A and Synaptophysin in addition to the
distinct neuroendocrine morphology. Distant site metastases were observed in 5 (71.43 %) cases.

Conclusion: According to our results, most of the gastroenteropancreatic NETs were well and moderately
differentiated and located in pancreas. A considerable number of patients had distant metastasis at the time
of diagnosis. The expression of Chromogranin A and Synaptophysin supported the morphological diagno-
sis of gastroenteropancreatic NET,

Keywords: gastroenteropancreatic NETs, incidence, localization
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i HISTOMORI’HOLOGICAL SCREENING FOR BREAST
§ CANCER PATIENTS SUITABLE FOR GENETIC TESTING FOR
¢ BRACA1

Ivanov. IN. * Popovska, S.I. * Kovacheyaq, K.S. ** Kamburova, Z.B.¥*
1 *Department of Pathology Medical University Pleven,Bulgariq
**Section of Medical Genetics Medical Universizy Pleven, Bulgaria
Correspondence: poslez_lenzalez@gmail. com

increased risk of development of contralateral BC or
primary locations (ovary, stomach and pancreas),
IMS/OBJECTIVES
LAim of the following investigation was to study the population of Bulgarian
IBC patients who are potential carriers of BRACA 1 mutation using the methods
fof histopathology.
METHODS
0 hundred and Sixty two cases of invasive BC were studied ina retrospective
dy. According to the morphological criteria ag potential BRCA | mutation
iers were considered, patients whose tumors were high histological grade,
growing in a solid growth pattern, with foci of necrosis and lymphocytic
infiltrates (mainly invasive ducta] and medullary carcinomas). Additionally the
“ munohistochemica| profile of BC of potential BRCA 1 mutation carriers
uld be either triple negative phenotype (ER, PgR and HER? - negative) or
al-like (ER, PgR and HER? - negative, CK5/6, CK 14 or EGFR positive),
he frequency of potential BRACAT mutatjon Wwas calculated,

SULTS
According to the stated morphological and immunohistochemical criteria,
'tential BRACAI mutation might be expected in 17 (6.49 %) of cases ina
Indom population of Bulgarian BC patients.
NCLUSION

% of BC patients in Bulgaria may benefit from genetic
Sting for BRACA | mutation, Pathology reports might be used as injtia]
Ereening questionnaire for genetic BRACA | testing,

4 YWORNDK- RDAAA 1




and the high-grade tumors (3’ =1 1,97; p<0,001)
were significantly related to loss of BRCA1
immunopositivity. Stromal reaction ( ¥ =0,05;
P=0,821) and family history (X' =0,00; p=1,00)
were not associated with immunostaining for
BRCAL. The presence of immunopositivity for
p53 was significantly associated with loss of
BRCAI immunostaining (y* =10,70; p=0,001).
High grade serous papillary ovarian carcinomas
with more than 6% of tumor necrosis and p53
immunopositivity are most likely with BRCA 1
mutation. These criteria might be used as a cost
effective approach for selection of cases for
BRCAI mutation testing and treatment with
platina based chemotherapy.

Key words: BRCA | mutations, ovarian
cancer

INVESTIGATION OF TRIPLE-
NEGATIVE BREAST CAN CERS-
MORPHOLOGICAL AND
IMMUNOPHENOTYPIC
CHARACTERISTICS

Savelina L. Popovska, Tereza B.
Dineva , Ivan N. Ivanov, Tatiana N.
Betova, P, Damyanova, K. Petrov,
R. Bonchev

Department of Pathology, Medical
University - Pleven

Corresponding Author:
Savelina L. Popovska
e-mail: sapopovska@abv.bg

Summary

Introduction: Breast cancer represents a variety
of subgroups with unique biological and clinical
characteristics. Basal-like variant of triple
negative breast cancers (TNBCs) are aggressive
cancers that affect young women, Expression of
cytokeratins 5 and 17 identifies a group of breast
carcinomas with poor clinical outcome.

Aim of the study: To examine the morphology
and IHC characteristics of TNBCs and to identify
the basal -like subtype of breast cancers.
Materials and methods: Retrospectively we have
selected tumors based on the absence of [HC
staining for ER, PgR and Her-2 (triple negative

nhanatiea

J Biomed Clin Res Volume 7, Number 1, Supplanm't’”zv%

aidp-cadherin were used as marker.
oft mminal differentiation,

esults- T7TNBCs using the five-marke,
method for identification of basal —like cancer:
80.55% were found positive. Positive for bott

Riar ,mmﬁ.SZ% of tumors. Positive

for 'BGFR ‘and negative for Cks - 20.69%.
According 1o the type of immunostaining TNBCs
classified into 2 categories-pure basal
(40%) and baso-tuminal (60%).
Conclusions: There is an evidence that the group
of TNBCs is heterogeneous and does not
comprise a ‘single entity'. Triple negativity'
should not be used as a surrogate marker for
basal-like cancers,
Key words: triple negative breast cancer,
basal-like breast cancer,
immunohistochemishy

R T

| RING STUDY TO EVALUATE THE

' ACCURACY, RELEVANCE AND THE
CORRELATION BETWEEN
IMMUNOHISTOCHEMISTRY AND
IN SITU HYBRIDIZATION IN
DETERMINING THE HER 2 STATUS
N WOMEN WITH BREAST CAN CER

Tereza B. Dineva, Savelina L.
Popovska, Ivan N. Tvanov
 Opovska

Department of Pathology,
Medical University-Pleven

Corresponding Author:
Tereza B. Dineva
e-mail: sapopovska@abv.bg

Summary

Introduction: The status of HER2 in breast cancer
is predictive factor for the effect of targeted
therapy. Presently there are two widely used
methods for HER2 status testing
immunohistochemistry (ICH) and in situ
hybridization analysis.” The correlation of the
overall result (positive/negative) between IHC
and in situ hybridization technique is of great
importance for the clinical practice.

Aim: The aim of this study was to evaluate the

correlation between the immunohistochemisrry
TOWIN an A2 220 8 v sae



was performed in accordance to standard
laboratory protocols. HER2 status accessed by
IHC and ISH was evaluated in accordance to
recommendations of updated guide-lines.

. Results: During the evaluation of the studied
¢ specimen we found out that over- and under
fixation were associated with certain IHC and
. ISH staining artefacts, The use of fixatives
¢ different from 10% neutral buffered formalin
also caused staining artefacts and interpretation
problems. A total of 27% of discrepancies
between IHC and ISH methods was found.
Discussion: The accuracy of all used methods
was found to depend on the used tissue
processing protocols. Pre-analytical, analytical
and post-analytical stages, as well as the
experience of technologist are of great
importance for HER2 testing. Internal and
external quality assurance evaluation can
improve the diagnostic process and guarantee
consistent tests results,

Key words: HER?2, IHC, ISH, discrepancy

ASSOCIATION OF SNPS IN C Q
GENE CLUSTER WITH SOM OF
IMMUNOLOGICAL PARAMETERS
OF LUPUS NEPHRITIS

Maria A. Radanova, Vasil V., Vasilev',
Boriana P. Deliyska’, Valentin C.
Ikonomov*, Diana G. Ivanova

Department of Biochemistry, Molecular
Medicine and Nutrigenomics, Medical
University - Varna, Varna, Bulgaria

‘Clinics of Nephrology, University Hospital
- “Tzaritza Ioanna - ISUL”, Medical
University - Sofia, Sofia, Bulgaria

“Clinics of Nephrology, Dialysis and
Transplantation, University Hospital - “St,
Marina”, Medical University - Varna,
Varna, Bulgaria

Corresponding Author:
Maria A. Radanova
e-mail: m_radanova@abv.bg

Summary

Introduction: Systemic lupus  erythematosus
(SLE) is a systemic autoimmune disease and one
of its most severe manifestations is lupus
nephritis (LN). Hereditary Clq deficiency is
strongly related to SLE. But we found that single

——— Abstracts from Jubilee Scientific Conference “40 years Medical University — Pleven”, 30 Oct - 1 Nov, 2014

nucleotide polymorphism (SNP) of the C1q gene
cluster - rs172378 is associated with
susceptibility to LN in Bulgarian population. In
present study we investigated whether the
carriage of a particular genotype or allele of five
different SNPs in Clq gene cluster affects the
activity of lupus nephritis. Materials and
Methods: Thirty eight patients with LN and 185
healthy controls, all from Bulgaria, were
genotyped for five Clq SNPs, 15172378,
1587585, 15292001, rs294179 and 15631090 by
quantitative real-time PCR methods. We also
determined serum levels of Clq, C4, C3, anti-
Clq autoantibodies, IgG-, IgM-containing
circulating immune complexes (CICs) and
hemolitic activity of Clq in relation to the SNPs
genotypes.Results: We found that TT genotype of
1s587585, rs631090 and rs294179 presents a risk
factor in patients for having high levels of anti-
Clq antibodies (p=0.004), high levels of IgG
CICs (p<0.0001) and lower levels of C4
(p=0.028) respectively. The GG rs172378
genotype was bound with low hemolytic activity
of Clq (p=0.005) and high levels of IgG CICs
(p=0.042). We also found that haplotypes
ATGCT, ACATT and GTGCT were associated in
patients with higher IgM CICs (p=0.023), higher
IgG CICs (p=0.001) and lower Clq (p=0.019)
levels respectively. Conclusion: These results
showed that the SNPs analysis for rs172378,
rs587585, 15294179 and rs631090 could be used
for evaluation of disease activity,

Keywords: complement; Clgq; lupus nephritis;
SNP

MODULATION OF INSULIN
SECRETION AND INSULIN
SIGNALING BY SELENIUM

Boryana K. Ruseva, Ivelina I.
Himcheva

Department of Physiology, Medical
University - Pleven, Bulgaria

Corresponding Author:
Boryana K. Ruseva
e-mail: ruseva.bk@mail.bg

Summary

The aim of this study was to present the current
knowledge on the role of selenium (Se) in the
synthesis and insulin signaling.

Selenium is an exogenous antioxidant, which
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AHanus Ha nayuMeHTu, NoYnUHanm
¢ XOBB - 6pou xocnutanusauuu,
CMBPTHOCT M ponsiTa Ha
AWCNAaHCepPHOTO Ha6mo.qeuue

Msanoea 3n., Nekos [1.%, UBaHos U.} nonoacxa C.3, Kiouykos H.},
KpauyHos W.}, iKes H.}, Thoroscka l'l !, Nasnos N.}, saros A.!

IKnuHuka no MNuesmonorus u dtusmatpus, YMBAN ,O-p .
CrpaHcku”, NneseH, Bvarapus; 201aeneHue no CopebHa meanumna
v peontonorua, YMBA/ , Ai-p I. Ctparcku”, MneseH, Bvarapus;
30taenenme no Knunuuxa natonorus, YMBAN ,[1-p I. CrpaHcku”,
MneseH, Bvuarapua

Uen: Ja ce aHanuaupaT nauveHTuTte, noyumHanu c
okoH4aTtenHa guarHosa XOBB, kato ce cpaBHu GposT
Ha XOCnUTanu3aLunTe, CMbPTHOCTTa U 3HAYEHUETO Ha
[AMCNaHCcepHOTO HabniogeHwe oT cneunanucr.

Martepuanu un metoau: PeTpocnekTMBHO ca Npoy4eHu
79 naumeHTH, NoYUHanNM ¢ okoH4YaTenHa auarHoza XObb
8 KnuHukara no MHeBmonorus n ptuanatpus - MneseH,
3a nepuona 2008-2012: faHHuTe ca cubpaxu oT apxusa
Ha OTaeneHVeTo No KNUMHUYHA naTonorus. AHanuavpa
ce YectoTata Ha ymupauus n Gpos xocnuranusaumu
cpea avcnadcepHo npocneaasanute (AM) nauveHTn u
HosooTkpuTute (HO) cnyvaw.

PesynTtartu: [MaumeHTUTe, NOYMHANU NO Bpeme Ha nbp-
gaTta cu xocnutanuaauus ca 53 (67%), kato camo 5
(6.3%) ca AN u 48 (60.8%) ca HO. MounHanute nauu-
EHTW C noBeye OT efHa xocnuTanuaaums ca 26 (33%),
kato ot Tax 9 (11.4%) ca AN, a 17 (21.5%) ca HO. MNa-
LUMeHTUTe ca pasnpefeneHu B rpynure ctaTucTUHecku
aHa4uMo ¥? = 5.96, p < 0.05. C GonHu4eH npecTon no-
Manko ot 24 yaca ca 18 (22.8%) ot xocnuranuaupaHute
3a 1 MbT 1 camo 2 (2.5%) oT naumeHTUTe € noseye ot 1
XOCnuUTanu3auus.

3aknioveHue: oBeveTo OT NoyuHanuTe nauuveHTu C
HoBooTkpuT XOBE ca B HanpeaHana dopma Ha 3abons-
BaHETO NO BpeMe Ha NbpBaTa UM xocnutanuaaums. Cko-
po cnep NOCTbNBAHETO UM Ce OTYUTA NeTaneH WU3XoA.
[vcnaxcepHoTo NpocneasisaHe Ha nauneHtute ¢ XObb
OT creuuanucT nogobpsea TaxHaTa NPeXUBAEMOCT.

CECUA 3.1.
SESSION 3.1.

Analysis of patients died
with COPD - number of
hospitalizations, mortality and
the role of d|spensary follow-up

Ivanova ZI.}, Dekov D‘ Ivanov |.?, Popovska S.} Kyuchukov N.%, -
Krachunov 1.1, Yanev N.1, Glogovska R1, Pavlov P.1, lvanov Y1

IClinic of Pneumonology and Phthisiatry, University Hospital,
Pleven, Bulgaria; 2Department of General and Forensic medicine,
University Hospital, Pleven, Bulgaria; *Department of Pathology,

University Hospital, Pleven, Bulgaria

Aim: To analyze the patients who died with COPD as
final diagnosis, by comparing the number of hospitaliza-
tions, mortality rate and the impact of the follow-up by a
specialist.

Material and methods: Seventy-nine patients who died
with final diagnose COPD in Clinic of Pneumonology at
University hospital - Pleven for the period 2008-2012
were retrospective studied. Data was retrieved from the
archives of the Department of Pathology at the Univer-
sity hospital - Pleven. Mortality rate and the number of
hospitalizations among patients followed up (FU) and
newly diagnosed (ND) were analyzed.

Results: Patients, who died during their first hospitaliza-
tion were 53 (67%), as just 5 (6.3%) of them were FU
and 48 (60.8%) were ND. Patients, who died after more
than one hospitalization were 26 (33%), as 9 (11.4%) of
them were FU and 17 (21.5%) were ND. The distribu-
tion of the patients in the different groups was statisti-
cally significant ?= 5.96, p < 0.05. Hospitalization stay
less than 24 hours was observed in 18 (22.8%) patients,
hospitalized for first time, while in the group with >1 hos-
pitalization they were only 2 (2.5%).

Conclusion: Most of the ND patients, who died, were
found to be in an advanced stage of the disease at the
time of their first hospitalization. They died soon after
they were admitted to hospital. The follow-up of COPD
patients by a specialist seems to improve survival.

S.mu1 knanec Ha BvneapcKkomo dpyXecmeo no 6eno0poGHu Gonecmu - 5-8 oHu 2014 2. / 5™ kongress of the Buigarian Respiratory Society - 5-8 June 2014



. body weight, length and measured body fat,
. increased blood glucose, total cholesterol and

| triglycerides in the Fructose group compared to

. the controls.

. Key words: high-fructose diet, obesity, body

. weight, blood glucose, blood triglycerides

( RESEARCH ON EGFR STATUS IN
) PATIENTS WITH NON-SMALL CELL
{ LUNG CARCINOMA

| Savelina L. Popovska, Tereza B.
. Dineva, Ivana Br., Boneva, Ivan N.
vanov

Department of Pathology,
' Medical University — Pleven

Corresponding Author
Savelina L. Popovska
¢ e-mail: sapopovska@abv.bg

. Sammary

| Introduction: EGFR (epidermal growth factor
© receptor) is a member of superfamily of tyrosine
. kinase receptors, which play a role of oncogenes
i in many cancers. Mutations in EGFR
¥ continuously maintained activated EGFR
i signaling pathway, leading to uncontrolled
¢ growth of the tumor cells, and inhibition of
. apoptosis. Mutations in EGFR have been
. observed predominantly in adenocarcinoma
| (AC) type of non-small cell lung cancer
(NSCLC). EGFR mutant gene is a potent target
. for molecular therapy with tyrosine kinase
" inhibitors (TKIs). Aim: To determine EGFR
. mutational status of selected tumors of patients
I with NScLcC, using qRT PCR
| techniques Materials and methods: One hundred
. forty nine patients (41 women and 108 men) with
i NSCLC were studied for EGFR status in the
- period of July 2013 - May 2014. Results: The
morphology of all 149 cases included 77 (51.7%)
ACs, 35 (23.5%) squamous cell carcinoma
(SCC), 2 NSCLC- NOS, (1.3%) 1
adenosquamous and 34 (22.8 %) were other
types. Patients carrying activating mutations in
the TK domain of EGFR were twelve (8.1%)
foundin 8 ACs,2 SCCs and 2 in NSCLC- NOS
type. The most frequent mutation is a deletion in
exon 19 (58.3%), followed by a mutation L858R

S7681 in exon 20 and G719X in exon 18 in male
patient were found.

in exon 21 (25%). In one case two mutations

——— Abstracts from Jubilee Scientific Conference “40 years Medical University - Pleven”, 30 Oct - 1 Nov, 2614

Conclusions: Evaluation of EGFR status is
important because TKIs are effective in patients
whose tumors harbor activating mutations in the
tyrosine kinase domain of the EGFR gene,

Key words: NSCLC, EGFR activating
mutations, qRT PCR

HISTOLOGICAL CRITERIA
PREDICTING THE POSSIBILITY OF
MUTATIONS IN BRCA1 GENE IN
OVARIAN CANCER

Savelina L. Popovska, Ivana Br.
Boneva, Ivan N. Ivanov, Svetlana Al.
Mateva, Angel D. Jordanov', Slavcho
Tomov', Katia S. Kovacheva®, Maria
N. Simeonova®, Zornitsa B.
Kamburova®

Department of Pathology, MU-Pleven
' Department of Oncogynecology,
MU-Pleven

*Department of Genetics, MU-Pleven

Corresponding Author:
Savelina L. Popovska
e-mail: sapopovska@abv.bg

Summary

One of the important genes related to ovarian
carcinoma is the BRCAI gene. Carriers of
BRCAI gene are at increased risk of
development carcinomas at other primary sites.
Since BRCA1 mutation in ovarian carcinomas is
found in less than 1/5- th of all the cases, genetic
testing of all carcinomas is not a cost-effective
approach.

The aim of the following investigation was to
study the application of several histological and
immunohistochemical criteria for selection of
BRCA1 mutated tumors for genetic testing,
Twenty-nine serous papillary carcinomas were
retrospectively studied. Characteristics including
tumor grade, presence of tumor necrosis, stromal
reaction of the tumor, family history and
immunohistochemistry expression of p53 protein
were evaluated and statistically analyzed.
BRCA1 status was evaluated using
immunohistochemistry.

Nineteen (65,52%) of the studied cases demon-
strated loss of immunopositivity for BRCA1. The
presence of tumor necrosis occupying more than
6% of histological specimen o’ =5,15; p=0,023)
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and the high-grade tumors O =11,97; p<0;001)
were sigm'ﬁcantly related to loss of BRCAY differentiation,
immunopositivity, Stromal reaction ( L =005 577 INBCs using the five-
p=0,821) and family history ( ¥*=0,00; p=1,00) 1 ification of basal -like
were not associated with immunostaining for found positive p ositive f¢
BRCALI. The presence of immunopositivity for €1e.65.52% of tumors. F
P53 was significantly associated with loss of Begative for Ck5 - 2,
BRCA] immunostaining (X'=10,70; p=0,00 1.
High grade serous papillary ovarian carcinomas

cadherin were ysed as]

e

is heterogeneous and doe
ction of cases for comprise - a 'single entity'. Triple neyga
BRCA] mutation testing and treatment with should not be used as a surrogate mark.

(T

platina based chemotherapy, basal-like cancers, .
Key words: Brca | mutations, ovarjan Key words: triple negative breast canc
cancer . basal-like breast cancer,
' immunohistochemjstry

INVESTIGATION OF TRIPLE.
NEGATIVE BREAST CAN CERS- RING STUDY TO EVALUATE THE
MORPHOLOGICAL AND ACCURACY, RELEVANCE AND TE
IMMUNOPHENOTYPIC CORRELATION BETWEEN
CHARACTERISTICS IMM UNOHISTOCHEMISTRY ANL

. IN SITU HYBRIDIZATION IN
Savelina L, Popovska, Tereza B, DETERMINING THE HER 2 STATT
Dineva, Ivan N. Ivanov, Tatiana N, IN WOMEN WITH BREAST CANC}
Betova, P, Damyanova, K. Petrov,
R. Bonchey

Tereza B, Dineva; Savelina L.

Popovska, Ivan N. Ivanov
Department of Pathology, Medical P
University - Pleyen

Department of Pathology,

: A ity-Pl

‘ Correspon ding Authior: Medical University-Pleven
Savelina L, Popovska : ;
e-mail; Sapopovska@abv.hg eaiiond 9nding Author:

Tereza B. Dineva

e-mail: sapopovska@abv.bg
Summary

Introduction; Breast cancer represents a variety

of subgroups with unique biological and clinical
| characteristics, Basal-like variant of triple

Summary

Introduction: The status of HER2 in breast canc
is predictive factor for the effect of target
therapy. Presently there are two widely use

: : methods for HER? Status testin
Cytokeratins 5 and 17 identifies a group of breast immunohistochemistry (ICH) and in sjf
carcinomas with poor clinical outcome, hybridization analysis.” The correlation of th
Aim of the study: To examine the morphology overall result (positive/negative) between IH:
and [HC characteristics of TNBC and to identify and in situ hybridization technique is of gre;
the basal ~like subtype of breast cancers, importance for the clinical nrantin.

Materials and methods: Retrospectively we have

galantad .
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SU 17. UPPER URINARY TRACT CONGESTION DURING PREGNANCY - SYNDROME
OF THE OVARIAN VEIN? CAUSES, DIAGNOSIS AND MANAGEMENT

Angel Shopov, D. Delkov
Department of Urology, Medical University - Plovdiv, Bulgaria

Aim: To find the causes for congestion in the upper urinary tract during pregnancy. MATERIAL
AND METHODS: Between 2007 and 2011, we diagnosed 66 cases with upper urinary tract conges-
tion during pregnancy. In 61 patients (92%) it was right-sided, in 2 (3%) — left-sided and 3 pa-
tients (5%) had the stagnation bilaterally. The clinical symptoms were pain in the relevant waist
area, fever and high temperature. The diagnose was confirmed by ultrasound study; in addition
to drainage failures in the upper urinary tract, we investigated the ovarian vein split status and
the position of uterus. The treatment was drainage of the relevant kidney by implanting ureteral
stent, which was removed in the puerperium. Concrusion: We ihink that apart from enlarged
uterus, the main cause for the upper urinary tract stagnation during pregnancy, predominantly in
the right side, is the ovarian vein syndrome. In these cases the syndrome is temporary. It occurs
mainly during the last trimester of pregnancy and disappears after the puerperium.

Key words: stagnation, pregnancy, ovarian vein

SU 18. SURGICAL MANAGEMENT OF HIGH-RISK LESIONS OF THE MAMMARY
GLAND

G. Baitchev!, I. Inkov!, I. IvanovZ, N. Kyuchukov!, A. Goncharov!,
!Clinic of Thoracic Surgery, Military Medical Academy, Sofia, Bulgaria, *Department of Medical
Diagnosiic Research, Medical University - Pleven, Bulgaria

The management of premalignant breast lesions has become a significant clinical problem for the
past 20 years, particulary due to their increased detectability.

The aim of this study is to analyze the frequency, morphology and management of such cases.
The subjects in this prospective study are 105 female patients, who were operated at the Thoracic
Surgery Clinic of the Military Medical Academy in Sofia, Bulgaria between 2010 and 2014.

Of all diagnosed cases, 69 had ductal intraepithelial neoplasia (DIN) of which 38 were with
atypical ductal hyperplasia and 31 - with intraductal carcinoma; 27 had lobular intraepithelial
neoplasia (LIN), 16 patients of these had atypical lobular hyperplasia and 11 were with lobular
carcinoma in situ. Finally 9 cases were diagnosed with papillary lesions of which 7 were with
atypical papilloma and 2 were with papillary carcinoma in situ.

The purpose of the clinical examination, excluding cases of papillary lesions presenting with
nipple discharge, is limited. Of all cases with DIN, 39.1% were pre-operatively mamographically
diagnosed with microcalcifications. The cases with LIN were most often detected following a
biopsy.

The main dilemma facing surgeons is the balance between the risks of a high-volume resection,
leading in some cases to unnecessary cosmetic defects and a minimal excisional biopsy associ-
ated with an increased risk of recurrence or a consequent neoplasia.

Additional knowledge of predictive and prognostic factors as well as the development of genetic
techniques will give an answer to these questions.

Key words: premalignant breast lesions

Folia Medica 2015; 57; Suppl. 1
120 © 2015 Medical University, Plovdiv, Bulgaria
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CBHIJIACHO JIAHHMTE OT ayTONCHOHHH CilyHan € W3BBH [IBPBATE TPU
Haii-yecT HeoruiasMu. Toa BEPOATHO C€ abku Ha (akra, He
[lAlMeHTHTE C pak Ha rbpiata ca Hai-4ecTo AMArHOCTHHHO
YTOUHEHH, KIMHHUHO NpOC/EAdBati ¥ He 3armparT B GONHMYHA
3ape/IeHMs, WM aKO 3aTMHart, TO GIM3KMTE OTKA3BAT ayTOTICHA.

-9

KTYAJIHY ITPEIIOP KU HA ASCO/CAP 2013 ¥ UK 2015
3A TECTBAHE HA HER2 [IPY KAPLIMHOM HA I'bPJIA
ABTOP ¥ KOJICKTHB! C. Tlonoecka, T. Jluxesa, . UBaHOB
Kameopa ,, Ilamonoanamomus " Meduyuncku Ynugepcumem-
IInesen

TounaTta AMATHOCTHKA € KIIOHOR daxTop 32 MPHIOKEHHE
Ha NEepCOHANM3MpaHy Tepanuu 3a jleyeHrie Ha KaplMHOMa Ha
rbpaata. Ta e BaxHa 4acT OT npoueca Ha pasBHTHE HA Teparnuara,
KATO Pe3ylTAaTT OF JIEYCHHETO 3aBMCH OT HAJIEXAHOCTTa Ha
JINarHOCTHYHHTE TECTOBC.

WnrerpupaneTo  Ha NepCoHANN3NPAHATA  MEAMLIAHA B
pasfMuHM  TepaneBTHHHU obmacT M jo0paTa JMarHOCTHHA
TpaKTHKA Hallarat npuiarase Ha MYJITHMCLIMTUTHHAPEH TI0AX0A,
Marpak/iaHe Ha aKTHBHA MO3HLMA ¥ KOMyHMKalus OT CTpaHa Ha
[ATONO3H, OHKONIO3H, XHMPYp3H, AT Ha 3pPABHH TPHIKH.
perynaTophy Oprau 1 naeHTH.

Pasmieskiar ce OOHOBEHWTE KIMHHUHM npenopbkH 32
recrpase Ha HER2 mpu xapuuHOM Ha rbpaa Ha AMEPHKAHCKA
ACOLMALLAA TIO KJIMHHYHA OHKO/IOTHA H Konex Ha aMEepUKaHCKHTE
natonosu - ASCO/CAP ot 2013 r., ¥ NpenopbLKATE B UK 3a HER 2
TecTBAHETO, Kacaellld MeTOJ0/IOrHA, ANropuTHM M MHTEPNpeTalis
wa Tectane Ha HERZ 1 HeOOXOAMMOCTTA OT PETECTBAHE.

O6cmKaar ce GakTopH OT npe/-aHaIuTH4Ha, aHAIMTHYHA
u  nocr-apanuTMuHata  (asa, OKasBalld BAMAHME  BBPXY
nscnenpanmsta na HER2 ¢ MMYHO-XMCTOXMMHYHHY H HH-CHTY
XHOPHAN3ALMOHHH METOLMKH.

Jluckytupar ce  OCHOBHHM npobnemn B HER 2
JMArHOCTMKATa B CTpanara, Karo ce mpejjarar HacOKH 32
nonobpsiBaHe  Ha  TO4HOCTTA M BLINPOM3BOJAMMOCTTA  HA
pesynTarute, 3a MOCTHraHe Ha TIO-BMCOKA TepameBTH4HA
e(peKTMBHOCT M OTITMMH3HpAHE Ha CHOTHOLIEHUETO TOJ3a-PUCK 34
BCHUKM TIALMEHTH C KapLMHOM Ha Fbp/ad.

KJ1I0UOBH [YMH: KapLMHOM Ha [bpAa, HER 2, ASCO/CAP
NPEnopbku

20




I1-7
TYMOPHU HA E30¢AFOFACTPAJIHATA BPB3KA
ABTOD W konekTur: H. Cupbanosa, M. Joukora, M. JInnuce, M.
Kamenoga

VMBAJICM ,,H. 1. TTupozos ™, Coghus

Esodaroractpuunara BPB3Ka € 30Ha, KOATO CBBP3Ba jBe
AHATOMUMHH  CTPYKTYpM ¢ pasnmuen XHCTONOrMYeH  CcTpoes.
Crmectsypar TCPMHUHOJIOTHYHH  pa3nnums B CTaHOBMIATA Ha
WHO, UICC u JGCA karo 3aTPYIHEHUETO WiIBA OT TOBa, e Tesy
TYMODH He ce orpaHuyapar g T.Hap. Z-nuHus, a TIPOTIarupar Kum

A[ICHOKAPLIMHOMHTE  KLM  KOATO ce npuabpkaMe M Hue e
npeiioxkena ot Stein, Feith, Siwert, kouro BKJTIOYBAT
MIPOCTPAHCTBOTO pasnosnoxeHo Ha 5 cum TIPOKCHMANHO W AUCTANTHO
OT Z-NIMHUSATA M T} pas3zienar Ha 3 tumna.

Hacrosero MpoyyBane e M3BLPIICHO  BBpXY
CHJIOCKOIICKH M pe3eKiHoHen Matepuan 3a NIepHoa oT 5 ropuum.
Xucronornuno ce YCTaHOBsBaT aZleHOKapUHHOMH,
TIOCKOKJIETHYHH KapuuHoMM,  enuHuynyu A/IEHOCKBAMO3HH
KapLUHHOMH M Npyry HeenuTeHy TYMOPH.

Ipencrasame  ananuz Ha  nonyvewure pmammm ¢
pasnpenenenue o XHCTOJIOTMYHATE  BuiOBe, cremen Ha
audepeHumanms, non u BL3pacT.  JleMoHcTpHpame Pa3IHYHK
HAYMHM Ha MeTacTasMpane NpH - aZIeHOCKBAMO3HHTe KapLHHOMU
ChC CTAHIAPTHH XUCTOXUMHYHY 1 MMYHOXHCTOXHMHYHH MeTosH,

I1-8

CJIIYUAH HA EKCTPAILIEBPAJIEH COJIMTAPEH
®UBPO3EH TYMOP HA CTOMAXA

ABTOD ¥ konektug: T. Beropa, 1. ﬁopnauoa, T. Becenunoga, C.
IToroscka, K. Ietpog, Y. Bonega, T1. Jamstosa, Y. HBasos, J1.
Humurpop*

Omoenene no Knunmuna Hamonozus, YMEBAJT-ITnesen

Knunuxa no Onxonozuuna xupypeus, YMBAJI-ITnegen*

Conurapuusr ®ubposen Tymop e panbk ME3eHXUMeH
TYMOD, ONIHCaH 3a MbpBM BT B nnespata ot Klemperer u Rabin
npes 1931r.C €KCTpanieBpanta Jjokanusamus Heorlazmara ce
cpewa B 0,6% or Bcuuky MEKOTbKaHHM TyMOpH, a ¢ Npou3xon or
CTOMAX ca M3KITIOUHTENHO pejky ciyuam.

33




Tlpeacrapsame nauuedt Ha 41r.che Conutapen GnbposeH
TyMOp JIOKa/M3MpaH B AHTPAITHATA 4aCT Ha CTOMAaxa JKsmnnuHo e
nposipen ¢ GONKM B €NWracTpuyma, KbpBilla A3pa Ha cTOMAaxa,
venena u enpockoricka kapruna Ha T'MCT, kapuuHOM Wi
suMoM. XHUCTONOrHUHUAT OTTOBOP Ha eHjockonckara Groncus
e ¢ HACOUEHOCT KbM  Me3eHXMMHA Heomjasua 3a HHATO
xucTorenesa e npembpuyano VXX mscneisane Ha ONepaTHBEH
matepuai. Cjiefi M3BLPUIBAHETO Ha TapuMaina pesekumi Ha
cromaxa — Bilrot II, e HamepeH Tymop cbc CyGMyKkosHa
nokanu3auua B aHTpymMa.MakpoCKONCKH HOBOOpa3yBaHHETO ¢
conutapho ¢ p-pu 30/25 MM, 106pe OTrpaHKu€eHO, TUIBTHO, rijaaka
cpesHa TIOBBPXHOCT, C IKbITEHWKAB UBAT. [Ip pyTHHHOTO
XMCTOJIOFMHHO M3C/IEBAHE €€ YCTAHOBM TyMOpP CBCTaBEH OT
watouenn (u6pobracTononobHK  KIETKH, CHOMHETA KOJIareH,
pa3KJIOHEHH MaJIkH KPBBOHOCHH CB/I0BE, ymepeHa
TIEPHBACKYJIAPHA CIUIEPO3a ChC COMM/EH H cTopnopMeH CTPOEXK.
MXX wu3cnessaHe TOKa3a CHIIHA eKCTIpecHs 3a Vimentin, CD34,
CD99, SMA, bcl-2, nponudeparnsen mapkep K167 -3,82% #n
HeraTHBHa peakius 3a CKAE1/AE3, C-kit, $100, CD68, Desmin,
EMA, pS53.Ha Gasa mopdonorus UXX npodun ce nocrasu
nmarnosata 6enurien Conurapen ®uGposen Tymop.

ChyuasT e WIIOCTpalus 3a HeoOMuaiiHa jokanusalmsi Ha
TOSH TyMOp M AM(EPEHLMANHO JAarHOCTHYHWTE ACTIEKTH Ha
W3TOYEHOKIETLYHUTE HEOTJIa3MH B TO3W PErHOH.

11-9

PSIJIBK CJIYUAH HA TAMHYEH KAPIIMHOM IIPH
TPUIOAUIIHO JIETE

Aetop u xonexrug: E. Iopssosa', /I Cepresa', 1. Credanosa’ ,
B. Benopexnos’

Kameopa ,, Obwa u kiunuuna namonozus u Cvoebna meouyuna ™
'Omoenenue no Knunuuna namonozus

’Knunuxa u cexyus no [emcka xupypeus

MY u YMBAJI *Ceemu Ieopeu” - I11060us

THMHUHUAT KapLMHOM € YaCT OT CNHTEHHTE TyMOpH Ha
TMMyCa, KbM KOMTO CE YHC/AT Olle TUMOMMTE U THMMYHHTE
HEBPOEHAOKPHUHHH EIUTE/IHH TYMOPH. B 90% ot cnyvaute Te ce
pasnonarar B Npe/HHs MEHaCTUHYM H Ca Hall-4eCTUTE TYMOpPH B
cpuara obnacr(1,2). Tlo enuaeMMoIOrnyHu JaHHH TasH rpyna
TYMOPH He € IPOMEHHIA 4eCTOTa CH 1pe3 nocneauute 30 rofAnty,
HAGIONABAT CE PAJIKO U NPEAMMHO Yy BB3PACTHH, C IMKOBA 4ecToTa
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METaCTaTHYHHTE MO3BYHK TYMOPH OT  mbpBUueH Genonpoben
kapuvHom /Haueg C, y ©b7p.2004,2005/.  Crnex 2003 r. OposiT Ha
C/lyHMauTe ¢ MbpBHYCH TyMOp B Genug Apob n MeTacTasm B Mozbka
C€ NOBMILABA 3HAYHTENTHO KaKTO 3a MBIKETE, TaKa U 3a >keHHTe KaTo
Tpes mepyona 2009-2010 pocrura 16 - 32 MBXEeTe M 1] - 33
KeHute. Taka Bb3HMKHA Mpesita Hpe3 u3crie/Bane ekcnpecusTa Ha
TTF1, p63, cytokeratin 7, synaptophysin, Ki67 u CD31 na ce
NPELEHN  cpaBHUTENHO: |, nponiepaTHBHaTa  akTHBHOCT Ha
MOSLYHATE MeTacTasu M  cnoTBeTHHTe UM NbPBUYHM  He-
ApeSHOKIETEY HU Genoppobuu KapuuHOMH; 2. 6pos  ma
HHTPaTyMOpHMTE CBIOBEe  /aBaHcHpane Ha  Gonecrra,
NpexussemMoct/; 3. wanuume na /MBEPreHTHa auepeHnmanms g
MO3bYHHTE MeTacTasm; 4, ApyrH  GMONOrMYHM  mokasatenn

HM3CNENBAHUTE TyMOPH, HO M fa CTHUMYIHPAT HaMMpaHe Ha mo-
nobpa seye6ra KOHCTenauus.

I-12
MO3BbYHHU METACTA3U OT BEJIOJIPOBEH
KAPIIMHOM - MOP®OJIOTHYHO IIPOYYBAHE 3A 3
TOUIIEH HEPHO]

ABTOD u KoslekTHB: ", ﬁopuanos, C. Ilonogcka, T. Beroga, U,
Hsanos, T, Becenmnoga, IT. JaMsnosa

Omoenenue no Knunuuna Ilamonozus, YMBA-ITnesen

benoapo6uusr KapuuHoM  yecto  pgapa MO3bUHK
METacTasm, KOMTO ca ofekT Ha OnepaTHBHa Hameca M GHoncHyna
AHarHosa .

LEJ:  Perpocnexrusen aHaIKM3  Ha Guoncnunm
XHCTOJIOTHYHH HAXOHKH 3a nepnona 2012 -2014 r.

HMYHOXHCTOXUMHYHY Mapkepu: CK 7, CK 20, TTF 1, p63, CEA.
; PE3VIITATH: Io non NalMeHTuTe ca 33 Mwxke y 6
Brapacrosust quanaszon e Mexay 41 u 88r.
710 O ce kacae 32 MetacTasu or 19 A/ICHOKapLUHOMa, 9
HUMPaHH 1peGHOKIeThYHN, 3 CKBAMO3HH KapuMHOMa.
e 8ca ¢ koM6MHMpana xucTonornyua Haxoxka. B 3 or
| eaysamTe naumenTHTE Cca Peonepypany 3a noBTOpHN MetacTazy.
HUCKYCHS: /i1 npobnemu ca rnasuo B TPH HACOKH.
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Ilpu MeTactasu or
KapuvHomu €  BaXHa
HeKepaTuuuzy

CONMUAHN  uny

A mexny alIEHOKapLUWHOM y
Palll ckBamO3eH KapLuHOM,

ITpu CHIYPHA  ajieHOKapLHHOMHa MeTacrasa

AOKa3BaHeTo Ha 6eno,up06ua'ra reHesa,

KO€TO cTaBa ¢ HMyHOXHCTOXHMH‘leH naxen.

MMYHOXHCTOXMMMy}0,
3AKJIIOYEHUE:

II-13

FACTPUHOM B HAPAHAHKPEATH‘IEH JUM®EH
BB3EJL. KIIMHUYEH CIYYAR

ABTOD M KoJlekTHE: M. Kuranoga', il Hoxenkos!, I7.
Ihepnononcxnz, P. Majpkog?

! Kamedpa no Obwa u knunuyna namonozus

? Kameopa no Xupypeuvecku 6onecmy
Meouyuncky ynusepcumem ~ Bapyq

Factpunomure ca yep
80% or ciyyamre cq J10K:
TPHEIBIHKK”. Haii-yecto ce

POCHAOKPUHHM TymMoph, KouTo B Haj
AH3HPAHH B T.Hap. »laCTpHHOMEH
OTKPHMBAT B CTeHata Ha lyoneHyma

TPOKHHETHK,  npenophyaso H3C/eaBaHe Ha  racrpun, Cren
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-16
MMYHOXHUCTOXAMMYHO X UH CUTY
XUBPUIN3ALIMOHHO NIPOYYBAHE HA HER 2
CTATYCA ITPH CTOMAIIEH KAPIMTHOM -
PE3YJITATH OT EJIMH IIEHTHP 3A MEPHOJ OT EJTHA
TOJUHA

Astop u konekTne: C. ITonoecka, T. Jlnnesa, Y. Batos, 'L
Beroga, . ﬁopnanox

Kameopa ,, ITamonozoanamomus " Meouyuncku Yrusepcumem-
IInesen

[osutueen HER2 cratyc ce HabmonaBa B MEKIY 6% w
30% OT Cily4anTe Ha KapUMHOM Ha CTOMaXa, KaTo HalHiHeTo My €
CBBP3AHO C 10- HEGNarompHsTHa MpOrHosa. HER2 cratychT € H
[O3MTHBEH TIpeAMKTHBEH (DAKTOP 3a NPHLUC/IHA Tepanus Ha TOBA
3abonsBaHe.

Llen Ha NpOYYBAHETO € Jia Ce ONpeie/iv tounnaT HER 2
CTATYC M IPOLIEHTA Ha TIO3UTHBHOCT NPH 80 nalMeHTH ¢ aBaHCHpall
KApIMHOM Ha CTOMaXa, Ha MaTepHald OT CHIOCKONCKA Guonus
WIN Cllel] HATIpaBeHa PE3eKLMs Ha CToMaxa.
Meroan Ha usciensane: Cnell BepuduLMpaHe Ha kapuuHoma Ha
H&E e mpoBeieH0 WMyHOXHCTOXHMHUYHO (UXX) maciiensane ¢
antu-HER2/neu (4BS) awrursano, Ventana. WMyHOOLBETABAHE,
onpeaeeHo kato 2+ i 3+ e Noc/eBato oT ABYLBETHA cpebbpHa
un cuty xuGpummsaums (SISH) ¢ UltraView Red ISH DIG
Detection 1 ultraView SISH DNP Detection, Ventana KuT.

Pesynraru: Pasnuka B HER2 ekcrpecusiTa ce HaOnio1aBa B
3ABMCHMOCT OT XMCTONOTMYHMS BADHAHT M JIOKQIM3ALWMATA HA
tymopa. Karto ugno HER2 rena e amrumduimpan npyu 8 (10%) ot
wscnenBaHMTE  cyuad. Ammiudukanus  Ha HER2 reHa ce
ycTaHOBH nIpu 3 OT 14-T€ KapuuHOMa MHTECTHHANEH TUTI, NIPH 2 OT
KApUMHOMHUTE OT CMECEH THIl (2/8), npu enmH ciyuai Ha
TyGynapeH KapuMHOM Ha CTOMaxa (1/1) w npu 2 or l5-te
KaplMHOMa Ha CTOMaxa MpH KOWTO THIIBT € NIOCOYEH KaTo
,HeorpeaeneH'. )

Ilpu chHMOCTABSAHETO HA HER 2 craryca, oueHeH Ha Gasa
UXX ¢ TO3M, YCTAHOBEH CbC SISH ce ycraHOBM, 4ue
ammunbukauus ce Habno1aBa npu 2 ot 27 ciydau ¢ pesyarar oT
MXX, MHTEpnpeTHpal Kato .2+ M npH 6 or 7 ciyuan ¢ XX,
MHTeprpeTHpaHa Kato ,,3+.

Wssonu: CobrnacHo HACTOSALINTE pesyJITaTH
ammndukanns na HER2 rena npy kapU#HOMHTE Ha cTOMaxa ce
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HabJ10aBa OTHOCHTENHO PsJIKO, HO B TPAHHLMTE HA 0COYBAHUTE
B JIATEpaTypata W TO NPEAMMHO NPH MHTECTHHATHHMSA cy6Tun THn
Ha ctomaxa. AMmndukaums na HER2 uecro kopenmpa ¢ UXX
PE3yJITaT, MHTepNpeTHpaH Kato ,,3+“ 1 no psako 2+,

Kniouoru aymm: KapuuHoMm Ha ctomaxa, HER2,UX X, SISH

IHOCTEPHU

II-1

HEBPOEHJOKPUHEH KAPIIMHOM HA MJIEYHA
KJIE3A - KIMHUYEH CJIVYAN

ABTOp ¥ Konektup: JI. Manunosa, 'C. Buuesa, 1. Benunos, °C.
Henkon

Kameopa no obwa u xaunuuna namonozus, cvoebua meduyuna u
Oeonmonozus, MY-Bapua

'Omoenenue no namonoeus, CbA/103 ,0-p M. Mapros™ — 2p.
Bapna

‘Omoenenue no xupypeus, CbAJTIO3 ,,0-p M. Mapxos** — 2p. Bapna

Heepoennokpunnure KapIIMHOMM Ha MJieyHa >Je3a ca
H3KJIOYATEIHO PEIIKH TYMOPH — MaJIKO Ca M ONMCAHHTE cllyyau B
Jmrepatypara. ITbpeuar onncan ciyuaii e or 1963 roJMHa, HO
KPHTEPHH 32 IMArHO3aTa HEBPOCHIOKPHHEH KAPLUMHOM Ha MJIEYHa
JKiesa ce nossasar easa npes 2003 roguua, korato C30 onpenens,
He JOMarHosata ce rnocTaBs npu node 50 % €KNpecHs Ha
HEBPOCHAOKPHHHM MAapKepH OT TYMOPHHTE KJeTKH. OCHOBHO
TIPaBHIIO B IMArHOCTHYHKSA NPOLEC € fa GBAT H3KIIOUEHH BCHUKM
TTbPBH'HH HEBPOCHIOKPHHHM KapLUMHOMM C Apyra JloKanu3auus
(651 1po6, ractpounTecTHHANEH TPaKT).

Ipencrasame By cayyaii va 42 ronuuna JKEHa, onepupaHa
N0 TIOBOA JIMTIOM B JiACHa akcHiapHa o6nact. Ilo BpeMe Ha
ONEpalMATa OCBEH JIHTIOMA Ca OTCTpaHeHH M 3 IuMbHH Bb3ena,
KOHMTO ca GuIN ¢ yBenuyenn Pa3sMepH u npoMeHeHa MOP(OIOTHs.,
XHCTONOrMYHOTO  M3cnenBane Ha IuMHATE BLITM  MOKa3Ba
METACTa3u OT HEBPOCHAOKPHHEH KAPLMHOM C HESCHO TbPBUYHO
ornume. Cnesl NpoBexaaHe HAa JONbIHUTENHM M3C/IeIBAHUSA U
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lesions in the mucosa of the rectum under a clinical suspicion of
amyloidal deposits.

Method: The biopsies were routinely formalin fixed, paraffin embedded
and stained with hematoxyllin eosin. Additional immunohistochemical
analysis was performed using the following antibodies: Cytokeratin 7,
Cytokeratin 20, E-cadherin, Gross cystic disease fluid protein 15, Estro-
gen receptor.

Results: Neoplastic cells were observed in the mucosa infiltrating in a
discohesive manner sparing the epithelial lining. Typically some of the
cells showed a signet ring appearance. The initial assumption was that it
was a case of metestatic diffuse gastric carcinoma. The clinician found out
that the patient had similar findings 5 years ago in the stomach and there
was a suspicion of primary metastatic breast cancer but a primary lesion
was never found. However the patient received antiestrogen therapy and
the deposits receded. The tumor cells were positive for CK7, ER and
GCDFP-15. Additional imaging techniques failed to present a primary
lesion.

Concl Minute ic deposits with discohesive growth in the
gastrointestinal tract should exclude a primary breast lobular carcinoma
since primary breast cancer can easily be overlooked

Estrogen receptor positivity of tumor cells in rectal mucosa:
)

PS-17-017

Paget disease of the nipple: Co-expression of E- and P-cadherin
M. Lacerda’, A. S. Ribeiro, J. Paredes, F. Schmitt
Coimbra, Portugal

Objective: Paget disease of the.nipple (PD): a model to study the co-
expression of E- and P-cadherin as a putative mechanism of migration of
the malignant cells to the epidermis.

Method: 45 cases of PD and DCIS and 26 biopsies of PD. P- and E-
cadherins immunostaining using the streptavidin-bi tin-peroxidase meth-
od. The P- and E-cadherin results were based on a semi quantitative
evaluation. Paget cells (PC) and DCIS cells with membranous staining
in at least 10 % of the neoplastic cells were score | as positive.

Results: Our series show in all the cases, in the epidermis, singly or
closely packed clusters of PC. P and E cadherins were co-expressed in PC
in all the cases except 2. PC closely packed: P-cadherin membrane
expression is weaker among the neoplastic cells than with the surround-
ing cells; E-cadherin expression was homogenous. E-cadherin is
expressed both in DCIS and in the PC. P-cadherin was expressed in DCIS
and PC in all the cases except 2

Conclusion: Motility is the most common accept pathogenic mechanism

in PC. Our findings reinforce the recently described role of P-cadherin in
' smmt 2E T nndhacia Ginntinn (T Dathal 270 05418 IN13)

PS-17-018
Blood vessels inside lymphatic vessels in the human breast: An
unr ized morphologi and functionally significant structure

or an a:(mcial phenomenon?
S. Popovska”, 1. Ivanov
University Hospital Pleven, Head of Pathology, Bulgaria

Objective: Arteries situated in the lumen of veins are known to exist and
can be found in uterine tissue and rarely in breast tissues Recently, we
reported the presence of arteries inside lymphatic vessels. The aim of the
present work is to present the morphological appearance and main fea-
tures of a vascular complex composed of blood and lymphatic vessels that
can be found in breast.

Method: Ten benign biopsy tissue specimens from breast (five from male
and five from female patients) were analyzed. Immunostaining with D2-
40 and anti-CD34 was performed. A partial three-dimensional reconstruc-
tion of an arterial-lympho-vascular complex was made.

Results: The presence of arteries situated inside lymphatic vessels was
seen in all studied cases (sometimes after revising several tissue samples
per patient). The arterio-lympo-vascular complex described is not an
artificial phenomenon since it can be followed on series of tissue sections.
Conclusion: Arteries situated inside lymphatic vessels are an existing
morphological structure, which can be found in breast tissues from male
and female individuals. Their functional role is still unknown, but we
assume that it may support lymph propulsion inside the initial collecting
lymphatic vessels with an incomplete smooth-muscle layer.

PS-17-019
Additional immunohistochemical features in triple negative breast
cancer

. V. Barresi”, A. Ieni, R. Cardia, G. R. Ricciardi, V. Adamo, G. Tuccari
ATt

Policlinico G. Martino Pad D, Dip. Patologia Umana, Messina, Italy

Objective: To evaluate the immunohistochemical expression of androgen
receptors (AR), E-cadherin (E-CAD) and Ki-67 in 45 formalin-fixed
paraffin-embedded samples of triple negative breast cancer (TNBC).
Method: AR positivity was defined as >10 % positive neoplastic cells
with nuclear staining, while E-CAD was semi-quantitatively analyzed as
the percentage of cells showing membrane positivity, Ki-67 was scored
by counting the positively stained nuclei per 1,000 malignant cells,
Correlations between immunohistochemistry and clinico-pathological
characteristics of TNBC or overall survival of the patients were
investigated.
Results: Histological types were ductal (35; 77.7 %), lobular (7; 15.5 %),
medullary (3; 6.6 %). 29 cases (64.4 %) showed a G3 tumor. AR were
positive in 12/45 tumours (26.6 %). E-CAD was negative in 24/45
(53.3 %) cases. The Ki-67 index was > 25 % in 17/45 (37.7 %).

lusion: The abs of AR expression and high Ki-67 index display
a significanfcorrelation with the ductal histotype and high histological
grade (G3) (»<0.001) in TNBC. Moreover, the patients with negative AR
and E-CAD and high Ki-67 expression showed significantly (p<0.001)
worse overall survival than those with positive AR and E-CAD and low
Ki-67 expression.

PS-17-020
Nodular pseudoangiomatous stromal hyperplasia of the breast: A
case report
J. Pinto”, T. Amaro, M. Honavar
ULS Matosinhos, Dept. de Anatomia Patolégica, Rio Tinto, Portugal

Objective: Pseudoangiomatous stromal hyperplasia (PASH) is a benign
proliferating lesion of the mammary stroma that may rarely present as a
localized mass. A case of a large palpable nodular PASH is reported.
Method: A 22-year-old woman presented with a painless mass in her left
breast. She underwent ultrasonography and core-needle biopsy and sub-
seanent sureical excision of the mass.
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Familial and histopathological characteristics of
breast cancer in Bulgarian women

Kovacheva K', Kamburova Z', Popovska S?, Ivanov I?, Simeonova M',
Lalchev S°, Angelova P'

Aes-diews ereiys of Pleven By krans
UK L m,,r}-ﬁ/ Of Flieven. st

enetics, Medical University of Sofia, Bulgana

Breast cancer (BC) is the most common cancer in Bulgarian women with an average
lifetime risk of 7%. There are some specific features of the familial and histopathological
characteristics of BC among the different populations. The aim of this study was to
establish the main familial and histopathological characteristics of BC in Bulgarian
patients and to compare the data with the data concerning other populations. We
studied 82 women, diagnosed with BC, recorded in the Cancer Registry of University
hospital, Pleven, during the period from January 2011 to April 2012.The patients were
categorized into seven categories, according to familial, clinical and histological features
of BC: (1) with familial BC; (2) with no family history but with early-onset BC (< 50
years); (3) with no family history but with bilateral BC; (4) with no family history but with
both BC and ovarian cancer; (5) with no family history but with triple-negative BC
(TNBC); (6) without family history of BC but with family history of other associated
cancers ( ovarian, pancreatic, gastric and prostatic cancers ); (7) without any of the
criteria mentioned above. In our study, the familial BC cases accounted for 15% of all
BC cases, early-onset BC - 23%, bilateral BC about 4% and TNBC -7.3%. The
established data were similar to the reported data for other European populations. The
collected information concerning the familial and histopathological characteristics of BC
in Bulgarian women is useful for the clinicians to improve patient care and care of the
closely related family members.

Key words: familial breast cancer, histopathological characteristics, Bulgarian women
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entify axillary lymph nodes
s after neoadjuvant

ion of lymph node identification are

Processing and adgj.

resent a simplified and

cost-cflective method for identification of'small and hard to fing axillary
lymph nodes.

Method: A Study was carrieq out on axillary dissection Specimens from
17 female patients, treateq with neoadjuvant chemolhempy, Afler class;.
cal Sampling, the remainder of the soft and adipose tissue was consecy-
tively Processed in ethano| and Xxylene, The fat-free soft tissues were
further sampled.

Results: There Was a significant difference in the number Of lymph nodes
identified percase when the classical method of sampling, which allowed
an average of 10,06 (SD+/~4.05) lymph nodes to be collected, wag
compared 1o g modified approgch that combineq the classica) method
with fat €Xtraction and additional sampling of the cleared sofy lissue,
resulting in an average of 15,47 (SD-F/'-3.73) lymph nodes harvested per
case (1=9.40, »<0.0001). In three cases (17.65 %), additiona| positive
nodes were found.

Conclusion: The described method for lymph node identification was
€asy to apply and cost-effective,

PS-15-047
Chondrohlastoma: review of fifty-five cages

B. Doganavsy il", M. Argin, B, Kececi, M. Sezak. 3. Pehlivanog]y,
G. Basdemir, F. Oztop

'Ege Um'vcrsiry Medical School, Dept. of Pulhology, Izmir, Turkey

Objective; Chondroblastoma is a rare chondroid neoplasm accounting

Method: we reviewed clinicopa(hological features of 55 cases evaluated
with 84 biopsies between 1973 and 2013 yeary ina single center.
Resuits: Fifty-four percent of the cages (n=30) were male and median
age at admission was 18 (range 560 Years-old). The mogt common siteg
were femur (32,7 %) tibia (18,2 %) and humenys (14.5 %), followed by
pelvic bones (10.9 %), feet (5.5 %), and fibula (3.6 %). Rare localizationg
as hands, patella, ulna, vertebrae and Scapula (1.8 %, each) were ajgq
noted. Hisrologica“y, a secondary aneurysmal bone €Yt was observed i,
14.5 % of the cases, as wel| ag giant cell tumor mimicking (5 4 %) and
chondmmyxoid fibroma-like areas (3.6 %). The latest recurrence wag
6 years after diagnosis, malignant transformation hag oceurred in only one
case (1.8 %). Rare localizationg were more ticqucnlly seen in skeletally
mature cases (p=0.028, chi~squarc)4

Conclusion; Ti he clinicopalholugical features of gy series were consjs.
tent with literatyre, Presence of secondary aneurysmal bone Cysts areas
and giant cel] rich morphology appears to be the major causes of diag-
nostic difficultjes especially in core-needle biopsies,

PS-15-048
Histologjca) findings in decomposition; Implications for conclusions
drawn at autopsy

R. De Menezes®, W, Heywood, K. Mills, N, J. Sebire, A. R. Bamber
———rcnezes

Objective: T, compare the histological findings of different organs in
early decomposirion, in order to inform their use as markers of time of
death,

Method: Three domestic piglets (Sus scrofa) were euthanized jn
emically-appmpﬁale conditions and stored in 3 lmnpcrature-controﬂed
environment g 7 °C. Serial samples of heary, lung, liver, kidney, spleen
and pancreas were taken according to 5 Standardized Protocol over
3 weeks, Tissue samples were fixed in formalin, processed, embedded,

others, There wgg Variation between the experimenta) Subjects despite
identical hand!ing, sampling and Processing, Apart from broad

@ Springer




kemia and shortly after induction therapy, died,

Conclusion: The present case suggests the importance of the morphologic
and karyotype follow-up of patients on TKI therapy even after achieving
CCR.

J12.07

Nested Methylation Specific PCR for MGMT promoter methylation
testin prediction of radiotherapy and alkylating agents based
chemotherapy of Ewing sarcoma tumor

N.Cucu'?, D Neduleu™, C. Arsene?, R, Talmaci®:, L. Burlibasa’, V. Tundew®, 5. Arghirescu”,
M. Puint’,

'Genetics Departiment, University of Bucharest, Bucuresti, Romania, *Epigenetics
Laboratory for Advanced Biomarkers, Bucurestt, Romania, *University of Medicine
&Pharmacy Vietor Bobes, Timisoara, R “He hol Molecul

gy Depar
Biology Laboratory, Fundeni Clinic- *Carol Davila* Medical and Pﬁ:rmacﬂmrnl
University, Bucuresti, Romania.
Introduction: MGMT (06-methyl-guanine-DNA methyltransferase) is a pro-
tein with a specific enzyme activity thatis involved in DNA repair. MGMT en-
zyme repairs DNA alkylation damage, introduced by classical chemotherapy,
and also the double strand braking points introduced during radiotherapy.
Epigenetic inactivation by promoter methylation of the MGMT gene is very
well established. This gene is epigenetically silenced in a variety of cancers,
especlally glioblastomas, colon cancer, non-small cell lung cancer, gastric
carcinoma, head and neck squamous cell carcinoma and also in Ewing sar-
coma tumors,
Materials and methods. Ewing sarcoma tumors (2 specimens) were collec-
" ted from diagnosed patients. Methylation specific (MS) PCR and Methylation
specific MLPA methods Were used for estimation of the MGMT transcription
state through its promoter methylation pattern. Neste MSPCR was used in-
stead of classical MSPCR in order to increase the sensibility and specificity
of the method.
Results: The nested MSPCR gave better and clear results as compared with
classical and MSMLPA methods. Certain specific conditions for optimization
are described, X
The Nested MSPCR method proved its efficiency in characterizing the me-
thylation pattern of MGMT gene. The clinical significance of this estimation
is linked with the repair capacity of the MGMT enzyme of the tumour dama-
ge introduced by classical (alkylating) chemotherapy and radiotherapy. The
resistance of Bwing sarcoma tumors was correlated with the MGMT activity
and nonmethylated state of its coding gene promoter.

J12.08 N
Diagnostic panel for testing of germline mutations associated with
breast and/or ovarian cancer in Russian population,

1.S. Ab ', C. A Dzhumakove’, A, S. Tyu) %, 8. M. Portnoy?, I.. N, Lyubchenko?,
T N. Nasedkina’; ;

'Engelhardt Instituce of Molecular Biology, Russian Academy of Sciences, Moscow,
Russian Federation, "N.N.Blokhin Russion Cancer Research Center, Russian Academy of
Medical Sciences, Muscow, Russtan Federation,

Genetically based breast and / or ovarian cancer is one of the most common
forms of family

malignant tumors. Germline mutations in breast cancer are found in 10%, in
ovarian cancer in 15% of cases. The routine biochip diagnostic for founder
mutations in Russian Federation (185delAG, 300°T> G, 4153delA, 4 158A> G,
5382insC in BRCAL, 6174delT in BRCA2, 1100delC in CHEK) is commonly
used. Additionally, the association of other mutations in NBS1, BLM, KRAS,
TPS3, PALB2 gene with the higher risk of BC/OC familial cancer has been
found in the Slavic population, Also, many researchers have described new
clinically relevant mutations in genes BRCA1, BRCA2, CHEK2. To optimize
the genetic testing an improved diagnostic panel has been blished, inclu-
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effecton

g of the mel.

in breast cancer stem cells
K. Nadir, H. Donmez, H. Acar:
Selguk University, Selgwklu Medical Faculty, The Department of Medical Genetics, Konya,
Turkey.

Introduction: Cancer is still one of the major health problems. Even though
there are significant developments on the anti-cancer treatment, but 5-year
survival rates were not significantly improved. In literature, it has been
discussed that the main failure of treatment was related to cancer stem cell
(CSC) behaviours due to many challenges in the targeted therapies. Mela-
tonin and like chemicals have been used for different diseases. Some studies
showed that melatonin is affective on cancer in different ways. However,
there is no data about the effect of melatonin on CSCs in the literature. In the
present study, we aimed to investigate the effect of melatonin on apoptosis
and differentiation in breast CSCs in vitro,

Materials and methods: After appropriate treatment time and dose (IC50)
were determined by using MTT, MCF7 breast cancer and HEK293 contro)
cells were treated with melatonin, The effects of melatonin on apoptosis,
number of CSCs and differentiation were evaluated by flow-cytometry with
Annexin-V, CD44+/CD24- markers and MTT, respectively. In order to con-
firm the FACS results, apoptotic pathway target BAX ve BCL-2 and CSC mar-
ker genes (SOX2, NANOG and 0CT4) were analysed by using qPCR. '
Results and lusion: Mel increases apop and differy ion
in the MCF7 CSCs, but it decreases both in control, This result indicates that
theeffect of melatonin needs to be studied on the other pathways in order to
clarify the therapeutic effect in vitro and in vivo experiments.

This study was supported by TUBITAK project # 1135478

Key words: Breast cancer, cancer stem cell, melatonin, apoptosis, differen-
tation

and diffe
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»Evaluation of BIOMED-2 Molecular Gene Rearr Protocols
for Clini hological Di is of Hodgkin Lymphoma®

s. ghorbian’, /, juhnnz;d", G. R Javadi', E. Sukhinia’;

‘Department of Biology, Science and Research Branch, Istamic Azad University, Tehran,
Iran, Tehran, Iran, Islamic Republic of, Department of Patholagy, Imam Khomeini
Hospital Complex, Medical Sciences / University of Tehran, Tehran, Iran, Tehran,

Iran, Islamic Republic of, *Department of Medical Genetics, School of Medicine, Tabriz
University of Medical Sciences, Tabriz, Iran, Tabriz, Iran, Islamic Republic of.

Analysis of molecular clonality was performed by applying BIOMED-2
protocols to evaluate immunoglobulin gene rearrangements patterns in
Hodgkin's Lymphoma (HL) cases). We implemented a standard protocol in
HL cases, which have been previously suggestion for clonality detection on
formalin fixed, paraffin-embedded (FFPE) tissue of non-Hodgkin lymphoma
(NHL) patients.

We investigated 50 consecutive FFPE specimens of HL cases, which consi-
sted of 43 cases of cHL and 7 cases of nodular lymphocyte-predominant--
Hodgkin's lymphoma (NLPHL), Positive €D30, CD20, CD15, CD3, LCA and
Facsin markers and 1GH, IGK, IGH D-f, and IGL monaclonality in cancerous
cells were eval: d using i h yping, BIOMED-2 protocols and
Heteroduplex analysis method,

Overall, our finding showed 94% (47/50) clear rearrangements in HL cases;
consisting of 74% (37/50) in IGH, 70% (35/50) in IGK, 42% (21/50) in IGH
D-J and 44% (22/50) in IGL. IGH clonality detection has related to positive
CD30, CD15 (P<0.005) as well as LCA and Facsin population cells (P<0.005).
In addition, the relationship between IGK clonality and D20, CD3-positive
population cells (P<0.005) were seen as statistically significant.

Analysis of clonal gene rearrangements in IGH and 1GK genes using BIO-
MED-2 protocols could be implemented as a valuable method for increasing

ding also the following mutations: 2073dela, 3819delGTAAA, 3875delGTCT
(BRCA1), 470T> C, IVS2 + 1G> A (CHEK2), R72P, IVS6 + 62G / A (TPS53),
rs61764370 (KRAS), 172_175delITTGT (PALB2), Q548X (BLM) and 657del5
(NBS1), Analysis of DNA samples of BC/OC patients in has shown the im-
portance of these genetic markers for the Russian population. In addition,
searching for new mutations BRCA1/BRCAZ in patients with familial form
of BC/OC cancer was performed using the 454 technology (Roche). BRCA1/
BRCA2 coding regions were amplified using the BRCA MASTR v2.1 Assay
(Multiplicom). Two rare pathogenic mutations (rs80357433, rs80357123)
wert found in patients with bilateral BC, ¢.4689C>G mutation (rs80357433)
forms a premature stop codon in the BRCA1 gene. The mutations were con-
firmed by Sanger sequencing. Further investigations using NGS may help in
searching of new pathogenic mutations in Russian population,

itivity (94%) and accuracy of Hl, similarly to NHL.

jza1

Clinicopathological and genetic characteristics of breast cancer in
Bulgarian women

Z. Kamburova', K. Kovuchewt’,m 1. Ivanav’, M. Simeonova’, D. Dimitrov',

I. Petrova', P. Angelova', T: Deliyski", R. Dodova?, D, Dacheva, A, Mitkova’, V. Mitev*, R,
Kaneva®;

'Medical University of Pleven, Pleven, Bulgaria, *Medical University Sofia, Sofia,

Bulgaria.

One in 14 women in Bulgaria will develop breast cancer (BC) during her
life (age 75). Despite the advantages in therapy worldwide, prophylactic
measurements are the only certain way of handle with this disorder. One
of the well-recognized management tool is genetic screening for the main
N suscantihility eenes (RRCAL and 2). There are more than 3000 distinct
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\mutations in both genes and alterations are two types - point mutations and
large genomic rearrangements (LGR).

Each population has specific clinical, histopathological and genetic charac-
teristics of BC. The aim of our study was to investigate them among Bulga-
rian women with BC.

The total number of patients included in the study {recorded in the Cancer
Registry of University Hospital, Pleven) was 176 women with BC, with ave-
rage age at diagnosis 57 years. On the basis of preliminary selected criteria,
80 women (with average age at diagnosis 50 years) were referred for gene-
tic testing of BRCAL and BRCA2.

All of them (100 %) were screened for deleterious point mutations - two in
BRCA1 (C61G, 5382insC) and three in BRCA2 (6079del4, 9326insA, 9908in-
sA) and 89% for LGR.

The results of our study were: 20 (11%) of women showed familial BC,
21(13%) of them - early onset BC, 20 (13%) had TN BC and only four of them
(2%) had bilateral BC. We found only one point mutation among selected
patients - 5382insC in BRCAL in 2, 5% and did not find LGR.

The established data were similar to the reported data for other European
populations.

j12.12

Detection of Immunoglobulin IGH Gene Rearrangements on Formalin-
Fixed, Paraffin Embedded Tissue in Lymphoid Malignancies

G. moharrami, £ Sakhinia;

Tabriz University Of Medical Science, Tabriz, Iran, Islainic Republic of.

Human lymphomas are aggressive malignant diseases, which can be cate-
gorized based on their B and T cell lineage. B-cell lymphomas form around
90% of the total lymphoma cases, whilst the remnants of malignancies arise
from the T cell branch. Lymphomas are mostly characterized as clonal proli-
ferations of specific tumor cells. The detection of li tl h s are
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The EGFR mutational status sereening in Romanian Jung
adenocarcinoma patients

P. APOSTOL!, . Jordache', R. Motoc', M. Gongi?, G. Cardos';

1personal Genetlcs, Medical Genetics Center,
BUCHAREST, Romania.

The personalized medicine (tyrosine-kinase inhibitors<TKI) represents an
alternative to the advanced lung cancer patient’s healthcare. Nowadays, the
screening of the EGFR gene (which codifies a protein-kinase), has become a
TKI-therapy selection tool. In non-small-cell lung carcinomas, the TKI-the-
rapy response depends, additionally, on hystopatological subtype, the most
suitable being adenocarcinoma (ADK).

‘The study aim was to analysis the EGFR mutational status in ADK patients
which makes them susceptible for EGFR TKI-therapy.

DNA was extracted from formalin-fixed paraffin embedded tumor tissues
(85 biopsies and 222 resections) from 307 Caucasians patients in different
ADK stage (185M:122F, enrolled from December 2013-February 2015).
EGFR mutations screening (exons 18-21) was performed by PCR reverse-
hybridization (n=144) and ARMS-PCR (n=163).

EGFR mutations were detected in 50 (16,29%) patients (35 with primary
and 15 with secondary tumors, mostly TTF-1 positive, tumor cell between
90% - 0,5%, sex distribution of 1M:1.39F, patients age 35-87 year old, ave-
rage age at screening time-61,17£10,15). The most frequent mutations,
which confer sensitivity to TKI therapy, were identified in exons 19 (62%)
and 21 (24%). Less frequent were detected mutations in exon 18 (G7195)
(6%), and the compound mutation p.E746,A75()del/p.L858R (2%). The re-
sistance mutation T790M (exon 20) was detected in 3 cases, in singlet (2%)
or doublet condition (4%). The mutation T790M/EGFR-sensitive denotes
acquired resistance post TKI-therapy (erlotinib), both high-stage ADK wo-
(nen having a progressive disease evolution.

Our results, in accordance with international data, showed that the EGFR

BUCHAREST, Romania, 20ncoFort Hospital,
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extensively investigated by their morphological features, immunohistoche-
mistry and flowcy netkic i henotyping, but In some cases remain
unknown. The RIOMED-2 protocols were used to determine the clonality of
1GH gene rearrangements in patients with lymphoma. PCR amplification was
performed on FEPE of 50 patients with B-cell lymphoma, which consisted of
11 cases with HLs, 25 cases of B-NHLs and 14 cases of B-LPD (lymphoproli-
ferative disorders) which were diagnosed as unclassifiable lymphoma. The
rate of positive clonality was detected in 96% (24/25) of B-NHLs, whereas
in 4% (1/25) of cases clonality was showed ina polyclonal pattern. InB-HLs,
829 (9/11) of cases showed clonality and 18% (2/11) of the cases showed
polyclonality. (The rate of positive clonality observed was 64.3% (9/14) of
cases with B-LPD and in 35,7% (5/14) of cases clonality was not detected in
any of immunoglobulin gene family (FR1, FR2 JFR3). In groups with DLBCL,
clonality was detected in 95% (19/20) of the cases) This makes no sense. In
patients diagnosed with FL and MALTSs, 100% of cases showed clonality for
complete IGH. Our study revealed that Euro Clonality BIOMED-2 protocols
could be considered as a valuable and reliable method for clonality detec-
ton, especially in IGH analysis.
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upregulation of stanniocalcin gene expression in colorectal cancer

s, rezapour’, E. sakhinia’, . Hashemzadeh', M. Nemati, R Dehghan’;

Tubriz university of medical science, Tabriz, Iran, Islamic Republic of, *Tubriz university,
Tabriz, Iran, Islomic Republic of.

Introduction: ldentification of the genes involved in the carcinogenesis of
the colorectal cancer could be useful for identifying of diagnosing biomar-
kers and improvement of treatment. Sranniocalcinl is a glycoprotein hor-
mone that is knowp to be involved in various biological function especially
calcium hemostasis.Its upregulation has been shown with various cancers
in several studies however its main role is not clear in cancer progression.
In this study we assessed the expression of STC1 gene in colorectal cancer
for the first time in lan.

Material and methods: Tumor tissues and adjacent tissues were obtai-
ned from 48 colorectal carcinoma patients who undergone partial or total
colectomy for CRC. The relative expresston of §TC1 was measured by using
quantitative RT-PCR. GAPDH was used as a housckeeping gene. The Relative
Expression Statistical Tool (REST) and SPSS software were applied for data
analysis.

Results: Relative mRNA levels of STC1 were significantly higher in tumor
tissues in comparison with margins (p value =0.025).

Conclusion: Our results showed that STC1 gene expression significantly
increases in tumor tissues and therefore, it may be helpful as a molecular
biomarker for early diagnosis of CRC.

ESHG 2015 | GLASG
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mi ) status detected by PCR-based method screening is a sensitive
and helpful tool for the clinical decision in the ADK anti-EGFR personalized
therapy.
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Discordance of HERZ status in primary breast carcinomas and distant
metastatic sites

G. C. COZARU', M. Aschie’, A. E Mitro", G. I. Balgdtescu', C. Brinzan', 1. Poinarean’;
1¢Constanga County Emergency Hospital, CONSTANTA, Romania, *Medicine Faculty of
LOvidius”™ University, CONSTANTA, Romania.

Background: Assessment of human epidermal growth factor receptor 2
(HER2) status in patients with breast carcinoma (BC) is commonly perfor-
med using neoplastic tissue from the primary tumor. There are few data re-
garding the HER-2 status in the corresponding distant metastases. Several
papers have shown that HER2 status may be different in metastatic lesions
when compared with the primary tumor, and this discrepancy is more fre-
quently found in distant metastases than in locoregional ones.

Methods: HER-2 status in 47 patients with a primary breast tumour (at
different time of therapy stages) and at Jeast one distant metastatic (bone,
brain, lung, liver, or other) lesion was analysed by immunohistochemistry
(IHC) and chromogenic in situ hybridization (CISH).
Results: The overall concordance rate for HERZ was
cases were concordantly HER2-negative in primary BC and distal metasta-
ses, nine cases were HER2-positive in both primary and metastatic tumors,
and 4 cases were discordantly HER2-positive in the primary BC and HERZ2-
negative in the metastases.

Conclusion: Simultaneous determination of HER2Z in BCand corresponding
distant metastases is not mandatory, but may influence the therapeutic ma-
nagement. Discordance in HERZ status may be found not only between pri-
mary BC and its metastases, but also between consecutive relapses of the
same tumor.

References:

1. leni A, at colab., Discordance rate of HERZ status in primary breast car-
cinomas versus synchronous axillary lymph node metastases: a multicenter
retrospective investigation, OncoTargets and Therapy 2014:7 1267-1272
2.Chan A, at. colab., A retrospective study investigating the rate of HER2 dis-
cordance between primary breast carcinoma and locoregional or metastatic
disease, BMC Cancer. 2012;12:555

91.48%. Thirty-four

J12.16

|vlypermethylation of KISS1 and EDNRB promoters as predictors of
disease progression in patients affected with sporadic colorectal
cancer

r. mousavt’, E. Sokhinia’, S. behrouzsharif', L. teimoori woolabF, . Hashemzadeh', M.
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PS-21-020

The infl of intra-abd
status of internal organs
D. Malxushko', M. Tussupbekova, Y. Turgunov, A. Nurbekov, A.
Alibekov

“Karaganda State Medical University, Dept. of Surgical Disease,
Kazakhstan

1 hypertension on the morphological

Objective: It is known that an increase of intra-abdominal pressure has a
negative effect on the function of the gastrointestinal tract, respiratory,
cardiovascular and urinary systems.

Method: It was an experimental research: male rats of the same age,
weight, diet (7 = 100). Among them: a control group (» = 10) - intact
animals without affecting; comparison group (n = 90) - animals,
which was artificially created by intra-abdominal hypertension of dif-
ferent degrees (15, 25, 35 mm Hg) and different exposure times (3, 12,
24 h). The method of creation of intra-abdominal hypertension -
pneumoperitoneum.

Results: We made a histological examination of tissue of kidneys, liver,
intestines, myocardium and lung. We got these results: lung - perivascular
edema, focal hemorrhage, atelectasis foci; myocardium - fragmentation of
cardiomyocytes with ischemic area, vascular congestion, focal and exten-
sive hemorrhage in the myocardium; liver - dystrophy of hepatocytes,
congestion of segments central vein; kidney - dystrophy of renal tubular
epithelium, perivascular hemorrhage, congestion of the capillaries. Path-
ological changes in the intestine were not identified.

Conclusion: The degree of these changes depends on time and level of
intra-abdominal hypertension.

PS-21-021
Trousseau's syndrome
as acute myocardial infarction

S. Sto'lnev.. I Ilic, M. Kirstic, S. Stojanovic, T. Dencic, N. Zivkovic, Z.
Mijovic

"Faculty of Medicine Nis, Dept. of Pathology, Serbia
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Objective: Trousseau's syndrome (TS) may be encountered in a form of
diverse and polymorphic spectrum of thrombotic disorders in setting of
malignant disease. We suspected that TS was an underlying cause of
acute myocardial infarction (AMI) in a 49-year-old man with low cardio-
vascular risk and suspicious lung infiltration.

Method: We represent a case of 49-year-old man with radiologically
detected abnormal 15 mm shadow in right lung hilum who suddenly
developed AMI. Four days later, and before diagnostic bronchoscopy,
the patient died, and clinical autopsy was performed.

Results: Post mortem results revealed poorly differentiated lung adeno-
carcinoma in advanced stage. Blood clots were found in medium and
small branches of coronary blood vessels not only in the field of myocar-
dial infarction, but also in surrounding non-necrotic muscle. In addition to
massive AMI, ischemic infarcts were found in kidney and spleen. Occlu-
sive thrombi and thromboemboli were found in veins and arteries of
medium and small caliber in visceral organs, and in venous plexuses of
the pelvis.

Conclusion: Although TS is not rare, the presentation with AMI is very
seldom encountered in clinical practice. For patients without clinical ev-
idence of atherosclerosis, hypercoagulability associated with cancer as
underlying cause of AMI should be considered and investigated.

PS-21-4022

Adult extrarenal nephroblastoma arising in a retroperitoneal mature
teratoma

K. Kekemganou', S. Tsochatzis, E. Papakonstantinou, V. Zolota, M.
Stavropoulos

“Rio-Patras, Greece

Objective: Nephroblastoma is a frequent tumour in children but rare in
adults. We report an even rarer case of an adult extrarenal nephroblastoma
developed in a retroperitoneal mature teratoma, with speculated metasta-
tic gonadal origin.

Method: A 44-year-old man with a 5-month history of intermittent col-
icky low back pain underwent radiologic examination that revealed a
large right-sided retroperitoneal cystic-solid mass. Surgical resection
was performed. Grossly, a 17 cm, well circumscribed, multilocular, cystic
tumour filled with green-tan fluid and containing a 6 cm solid nodular
area was identified.

Results: On pathology, the solid area revealed the classic triphasic pattern
of nephroblastoma (blastema, stroma and epithelial glandular structures).
The cystic spaces were covered by fibrin or lined by squamous epithelium
and foreign body giant cells. Immunohistochemically, blastema cells
were focally positive for WT-1 and vimentin, stroma for vimentin and
epithelial structures for cytokeratins AE1/3. The diagnosis of
nephroblastoma arising in a setting of mature teratoma was made. Uro-
logical examination was advised, which showed a small scarred calcified
area in the right testis.

Conclusion: The few reported cases of adult extrarenal nephroblastomas
in teratomas developed in metastatic sites of gonadal teratomas. Literature
search did not reveal cases of adult nephroblastoma in primary retroper-
itoneal teratoma.

PS-21-023

Primary extra-gastrointestinal stromal tumour of the
retroperitoneum: Case report

1. Akrida’, D. Bantouna, M. Papadopoulou, C. Aletra, M. Stavropoulos
University of Patras, Medical School, Dept. of Anatomy, Greece

Objective: Gastrointestinal stromal tumours (GISTs) are the most com-
mon mesenchymal tumours of the gastrointestinal tract and typically ex-
press ¢-kiCD117. Rarely neoplasms with similar pathologic features are
found outside gastrointestinal tract (omentum, mesentery,
retroperitoneum) and are called extra-gastrointestinal stromal tumours
(EGISTs). Only 58 cases of primary retroperitoneal EGISTs have been
reported. We herein report an additional case of this rare entity.
Method: A 19-year-old female presented with lower abdominal pain.
Pre-operative radiological evaluation with ultrasonography and computed
tomography revealed a 3 x 3.8 cm retroperitoneal heterogeneous solid
mass located near the left common iliac artery. She underwent surgical
removal of the tumour.

Results: On gross examination, we identified an encapsulated tumour
5 x4 % 2,5 cm and the frozen section was “negative for malignancy”.
Microscopically, the neoplastic cells were proliferating spindle cells, with
mitotic rate of 0—1/50hpf. Immunohistochemistry revealed strong posi-
tive staining for c-kit and CD34 and the diagnosis of GIST was con-
firmed. Pathologic diagnosis was GIST of low malignancy potential ac-
cording to Fletcher classification. The patient had uncomplicated post-
operative course and did not receive adjuvant tyrosine-kinase inhibitor
therapy. At 2- years follow-up she remains disease-free.

Conclusion: Primary EGISTS of the retroperitoneum are extremely rare.
Immunohistochemistry for c-kit may help in the differential diagnosis of
EGIST from other mesenchymal tumours.

PS-21-024

Incidence and morphological characteristics of the
gastroenteropancrestic neuroendocrine tumours, diagnosed and
confirmed for one year in UMHAT Dr. Georgi Stranski, Pleven

S. Popovska', P. Viadova, S Iliev, I Ivanov

Medical University Pleven, Dept. of Pathology, Bulgaria

Objective: Over 90 % of neuroendocrine tumours (NETs) in Bulgaria
were reported to arise in the gastrointestinal tract. Our objective was to
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study the incidence and morphological characteristics of the
gastroenteropancreatic NETS, diagnosed for | year.

Method: The present retrospective study explores the incidence and mor-
phological characteristics of the gastroenteropancreatic NETs, diagnosed
and confirmed for 1 year period (during 2014) in UMHAT “Dr. Georgi
Stranski”, Pleven.

Results: Seven cases of gastroenteropancreatic NETs were diagnosed and
treated for the studied period. Most common primary sites were: pancreas
in 4 (57.14 %) cases and 2 in colon (28.57 %) cases. According to the
morphological criteria, 2 (28.57 %) were well differentiated NETs, 3
(42.86 %) were moderately differentiated, and 2 (28.57 %) were poorly
differentiated NETs. One of them was mixed adenoneuroendocrine car-
cinoma. All cases demonstrated immunoexpression of Chromogranin A
and Synaptophysin in adition to the distinct neuroendocrine morphology.
Distant site metastasis were observed in 5 (71.43 %) cases.

Conclusion: According to our results, most of the gastroenteropancreatic
NETs were well and moderately differentiated. A considerable number of
patients had distant metastasis at the time of diagnosis. The expression of
Chromogranin A and Synaptophysin supported the morphological diag-
nosis of gastroenteropancreatic NET.

PS-21-4027

Dantrolene variable hepatic toxicity related to oral and intravenous
long term administration

C. L. Zamfir’, R. Folescu, F, E Zugun, R. C. Tudor

University of Medicine [asi, Dept. of Histology, Romania

Objective: Dantrolene sodium is a muscle relaxant used in therapy of
spasticity and malignant hyperthermia, because of its wery well
delimited peripherall action on skeletal muscle. Its major inconve-
nient is still related to hepatic mjury. Our study try to identify a pos-
sible relationship between dantrolene way of administration and the
degree of hepatic injury, as an useful step towards the most appropri-
ate therapeutic decision.

Method: 21 male Wistar rats were randomly assigned in three groups,
control group/oral administered dantrolene group/intravenous admin-
istered dantrolene group, for 3 weeks. 5 mg/kg body weight of
dantrolene, in a volume of 0,3-0.5 mi/100 g weight, in a suspension
of saline solution with 0,5 %, carboxymethyl cellulose was given once
aday.Samples of hepatic tissue were prelevated and processed for the
microscopic exam.

Results: The two groups of rats which received dantrolenc presented
large susceptibility for hepatic alterations; hepatic steatosis, signs of acute
hepatitis revealing the toxicity of dantrolene.

Conclusion: Long term dantrolene administration requires a clinical and
laboratory monitoring of the liver functions, together with individualiza-
tion of doses, in order to obtain the optimal response with minimal hepatic
injuries.

PS-21-028

Electro-hyperthermia induced programmed cell death in a colorectal

cancer allograft

T Vacsik”, C. Kovago, N. Meggyeshazi, E. Kiss, T. Krenacs
Semmelweis University, 1st Dept. of Pathology, Budapest, Hungary

Objective: The electric field and the concomitant heat of <420C, gener-
ated by modulated clectro-hyperthermia (mEHT), can selectively target
malignant tumours due their clevated glycolysis (Warburg effect), ion
concentration and conductivity compared to normal tissues. mEHT has
been used as a complementary to radio- and chemotherapy. We carlier
showed in immunocompromised mice that mEHT can provoke apoptosis
and may promote immune cell infiltration in colorectal cancer xenografts.

@ Springer

Here we tested the mEHT related damage, stress and immune response in
cancer allografts in immunocompetent mice.

Method: We implanted Colon-26 carcinoma allografts in Balb/C mice.
After mEHT treatment we used immunohistochemistry on fixed samples
for detect AIF, BAX, caspase-3, HMGBI proteins and CD3+ cells.
Results: mEHT resulted in progressive tumour damage compared to
controls. The cell death response was accompanied increase of activated
caspase-3 levels, without significant translocation from mitochondria into
nuclei of apoptosis-inducing factor (AIF), or accumulation of Bcl-2-
associated X protein (BAX) in mitochondria. Stress-associated release
of HMGBI protein and increased number of CD3 positive T cells were
also observed. Additional Lp. administration of a CD8+ T-cell promoting
agent resulted in a systemic tumour destruction.

Conclusion: mEHT can induce caspase-dependent programmed cell
death and stress-associated release of HMGBI, which may support T cell
mediated tumour immunity.

PS-21-029

Structural changes in the tissues for transplantation after sterilization
Wwith gamma and electron beam radiation

H. Mrézova®, J. Koller, G. Fujerikova, E. Klincovd, K. KubiSové, P.
Babal

“Comenius University, Bratislava, Slovakia

Objective: Sterilization is an important step in the preparation of biolog-
ical material for transplantation. The aim of the study is to compare
morphclogical changes in three types of biological tissues induced by
different doses of gama and electron beam radiation,

Metbod: Frozen biological tissues (porcine skin xenografts, human skin
allografts and human amnion) were irradiated with different doses of
gamma rays (12.5, 20, 35, 50 kGy) and electron beam (15, 25, 50
kGy). After melting the specimens were fixed by formalin, processed
by routine paraffin technique and stained with hematoxylin and eosin,
alcian blue at pH 2.5, orcein, periodic acid Schiff reaction, phosphotung-
stic acid hematoxylin, Sirius red and silver impregnation.

Results: The basic staining showed vacuolar cytoplasmic degeneration of
epidermal cells by the lowest doses of gamma and electron beam radia-
tion. There was damage of fine clastic fibers in the xenografts dermis a:
the dose of 25 kGy of both radiation types. Disintegration of epithelial
basement membrane was induced by the dose of 15 kGy of electron beam
radiation. Disintegration of the fine collagen fibers in the papillary dermis
was induced by the lowest dose of electron beam and by the highest dose
of gamma radiation.

Conclusion: Irradiation by both, gamarays and the electron beam, causes
similar changes on cells and extracellular matrix, with singnificant dam-
age of the basement membrane and of elastic and fine collagen fibers in
the papillary dermis, the last caused already by lowest dose electron beam
radiation. Supported by VEGA 1/0297/14.

PS-21-030

Modulated Electro-hyperthermia (mEHT) of allografted colorectal
cancer: Does modulation make any difference?

E.Kiss", G. Andocs, N. Meggyeshazi, T, Vancsik, C. Kovago, T. Krenacs
Semmelweis University, 1st Dept. of Pathology, Budapest, Hungary

Objective: Modulated electro-hyperthermia (mEHT) can be complemen-
tary to radio- or chemotherapy in clinical oncology. We earlier showec
that amplitude modulated radiofrequency (13.56 MHz) current of mEHT
can be enriched in cancer cells 1o elevate heat and induce programmec.
cells death without harming adjacent non-malignant tissues. The effect 0=
modulation, chosen to fit the time-fractal fluctuation in fractal elecuro-
physiclogy, was studied in EHT treatment,




S140

Virchows Arch (2015) 467 (Suppl 1):S1-8279

PS-09-028

Immunohistochemical expression of p53 and BRCA1 in high grade
endometrial carcinoma

V. Ivanova', 1. Ivanov, T. Dineva, S. Popovska

Medical University Sofia, General and Clinical Pathology, Bulgaria

Objective: Identification of tumours with BRCA dysfunction has thera-
peutic and prognostic implications proven for breast and ovarian but still
debatable for uterine carcinoma. The aim of this study is to evaluate the
expression of p53- and BRCA] -proteins, detected by immunohistochem-
istry, in high grade endometrial in comparison with high grade serous
ovarian carcinomas (HGSOC).

Method: The investigation was performed on 13 cases of endometrial
carcinoma with serous and non-serous G3 morphology and 13 age-
matched cases of HGSOC using monoclonal anti-p53 and BRCA] anti-
bodies. Two of the uterine cases - one with serous and one case with
mixed histology (serous and G3 endometrioid) had history for previous
breast carcinoma.

Results: All 13 HGSOC and 5 out 13 endometrial cancers showed p53
overexpression. Twelve of thirteen ovarian carcinomas revealed no ex-
pression of BRCA1 and therefore are suspicious for BRCAl-mutations.
In the uterine group the same pattern was observed only in the two cases
with previous breast carcinoma which were p53 positive.

Conclusion: Combination of serous morphology, p53 overexpression
and history for previous or synchronous breast cancer or HGSOC could
be included as criteria for stratification of patients with endometrial car-
cinoma suspicious for BRCA 1-mutations and suitable for genetic testing.

PS-09-029

Primary strumal carcinoid of the ovary as an uncommon ferm of
ovarian teratoma: A case report

S. Hotarkova , I. Svobodova, V. Zampachova, B. Bencsikova

St. Anne’s University Hospital, Dept. of Pathology, Bmo, Czech Republic

Objective: Strumal carcinoid (SC) is a rare variant of ovarian teratoma,
characterized by an intimate mixture of thyroid tissue and carcinoid struc-
tures in a variable proportion. Primary ovarian carcinoids form S % of
ovarian teratomas and 0, 5-1, 7 % of all carcinoid tumours.

Results: Case Description: We present a case of strumal carcinoid occur-
ring in 45-year-old woman. The pacient with short history of constipation
underwent an unilateral salpingo-oophorectomy for cystic tumour of the
left ovary detected by the ultrasonography. Histopathological analysis of
the tumour mass revealed SC of typical morphology. The woman subse-
quently underwent abdominal hysteradnexectomy and omentectomy
without residual tumour structures. No subsequent therapy was indicated.
Currently, the patient has no signs of relaps.

Conclusion: Primary ovarian carcinoid tumours represent a group of ovar-
ian monodermal teratomas, occuring in middle-aged or older women. Most
patients are asymptomatic or may have unspecific symptoms of abdominal
distention, a minority has carcinoid syndrom or a constipation. These tu-
mours are classified into five groups according to their histological pattems:
insular, trabecular, mucinous, strumal and mixed. Only few cases have
malignant course. SC, when confined to the ovary, is almost always benign.

PS-09-031

Impaired endometrial receptivity in infertile patients with external
genital endometriosis

E. Kogan', E. Kalinina, A. Kolotovkina, N. Fayzullina

Researech Center of OGP, Dept. of Anatomic Pathology, Moscow, Russia

Objective: To study the morphological and molecular substrate of im-
paired endometrial receptivity in fertile patients with extemal genital en-
dometriosis who enter an assisted reproductive technology program.

Method: 140 infertile patients, including 50 women with grade 1-2 ex-
ternal genital endometriosis (a study group), 44 with endometrioid ovar-
ian cysts (a comparison group), and 54 with tuboperitoneal factor of
infertility (control group) were examined. All the patients underwent
aspiration pipelle endometrial biopsy on 6-8 days following ovulation.
Serial paraffin-embedded sections were used to determine the count of
pinopodia and the expression of leukemia inhibitory factor (LIF),
HOXA10, glycodelin A, integrin av33, and aromatase in the superficial
epithelium, glandular epithelium, and endometrial stroma.

Results: The patients with external genital endometriosis had significant-
ly lower pinopodium counts (p < 0.05), decreased expression of LIF,
HOXA10, integrin av(33, and glycodelin A in the superficial epithelium
and a significantly increased expression of aromatase in the superficial
epithelium, glands, and endometrial stroma cjmparing with control
(p <0.05). The highest expression of aromatase was seen in patients with
endometrioid ovarian cysts.

Conclusion: Changed endometrial receptivity may be one of the leading
causes of infertility and lower efficiency of the assisted reproductive
technology program in patients with external genital endometriosis.

PS-09-032

Transitional cell carcinoma of the endometrium: A case report

E Trajkovska', S. Kostadinova-Kunovska, L. Spasevska, G. Petrushevska,
V. Janevska, N. Rufati

“"PHO Clinical Hospital, Dept. of Pathology, Tetovo, Republic of Macedonia

Objective: Endometrial transitional cell carcinoma (TCC) is a rare tu-
mour with a few cases reported in the available literature. We present a
case of endometrial transitional cell carcinoma in a 43 years old patient
presented with profuse bleeding. After curettage and diagnosis of TCC
was made, the patient underwent operation.

Method: The operative material contained the uterus with both adnexa.
The uterus (720 gr weight) contained an intracavitary, polypoid mass
which infiltrated the whole myometrium, serosa and the left ovary. The
tissue specimens were fixed in 10 % buffered formalin and embedded in
paraffin. Immunostainings with CK7, CK20, Vimentin, Estrogen recep-
tor, Progesteron receptor and Thrombomodulin were made.

Results: Microscopically, the tumour was composed of solid sheets and
tightly packed papillary structures with thin fibrovascular cores lined by
many layers of transitional cells showing moderate to severe atypia. The
neoplastic cells were positive only for CK7 and Vimentin. The patient had
FIGO stage Il A. Pulmonary and liver metastases occurred after the
chemotherapy and the patient passed away 11 months after diagnosis.
Conclusion: TCC is a distinct type of endometrial carcinoma which has
to be recognized. It broadens the spectrum of endometrial neoplasms.

PS-09-033

Sertoli - Leydig cell tumour with heterologous elements

E. Aleksoska , S. Kostadinova-Kunovska, R. Jovanovic, M. Bogdanovska-
Todorovska

“Faculty of Medicine Skopje, Dept. of Pathology, Republic of Macedonia

Objective: Ovarian Sertoli-Leydig cell tumour of intermediate differen-
tiation with heterologous elements is a rare ovarian tumour that belongs to
the group of sex cord stromal tumours. This tumour affects mainly young
women, with an incidence of less than 0,5 % of ovarian tumours. We
present a case of unilateral ovarian tumour in a 34-year old patient.
Method: The tissue sections were conventionally fixed, embedded,
stained with HeEo and immunostained with Calretinin, Inhibin, CK7,
K20, Vimentin, CD99 and Synaptophysin.

Results: Gross examination of the pathologic specimen showed an
ovarian mass with a diameter of 14 cm, with smooth intact external
surface. The cut section revealed solid tumour with cystic areas filled
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