ACTA
ONCOLOGICA
TURCICA

D AOT

Predictive Factors Of Liver Metastasis After Curative Treatment For
Colorectal Cancer

Ozgiin Arastirma 1

Kolorektal Kanserli Hastalarda Kiiratif Tedavi Sonras1 Karaciger
Metastazin1 Predikte Eden Faktorler

Cemil Hocazade', Nuriye Yildirim', Yakup Bozkaya', Gékhan Ugar', Nurullah Zengin®

! Ankara Numune Egitim ve Arastirma Hastanesi, Tibbi Onkoloji Klinigi

Dergiye Ulagma Tarihi:13/11/2015 Dergiye Kabul Tarihi:23/12/2015 Doi: 10.5505/a0t.2016.25993

OZET

Giris ve Amag: Kolorektal kanserler diinya genelinde en sik goriilen kanserlerden biridir. Karaciger metastazi
tanidan kisa bir stire sonra gelisebilir. Daha oOnce tedavi almis kolorektal kanserli hastalarda karaciger
metastazektomi yapilmasi 5 yillik sagkalimi %20-40 oraninda arttirabilir. Bu ¢alismada erken evre kolorektal
karsinomlu hastalarin karaciger niiksiinii erken dénemde predikte edebilecek faktorleri arastirmay1 amagladik.
Yontem ve Geregler: Caligmamiza Ankara Numune Egitim ve Arastirma Hastanesi T1bbi Onkoloji Kliniginde
2009 Ocak- 2014 Agustos aylarinda takibe alinarak tedavi plani yapilan non-metastatik 517 hasta dahil edilmek
lizere degerlendirildi. Birinci grupta karaciger disi niiksii olan hastalarla beraber niikks olmadan takibe devam
edilen hastalar varken 2.grupta ise karaciger metastazi gelisen hastalar mevcuttu. Hastalarin tani anindaki
laboratuar sonuglar1 receiver operating characteristic (ROC) curve analizi uygulanarak laktat dehidrogenaz
(LDH), karsinoembriyonik antijen (CEA) ve gama glutamil transferaz (GGT) i¢in cut off degerleri belirlendi
(swrastyla, 400 U/L, 50 ng/ml ve 90 U/L).
Bulgular: Univariate analizde CEA degeri yiiksek olan 20 hastanin 7’sinde (%35), disiik olan 206 hastanin
28’inde (%38,7) kc metastaz1 gelismisti (p<0,001). LDH degerine gore karaciger niiksiine bakildiginda ise yiiksek
olan 15 hastanin 5’inde (%33,3), diisiik olan hasta grubunda 189 hastadan 17’sinde (%9) takipte karaciger
metastazt gelisti (p=0,003). GGT degerine gore ise yiiksek olan 15 hastanin 5’inde (%33,3), diisiik olan 244
hastanin 24’tinde (%9,8) karaciger niiksii gelismisti (p=0,005). Multiple lojistik regresyon analizi ile
degerlendirildiginde LDH anlamliligin1 korumaktaydi (p=0,047, OR 7,8: 1,02-59,3).
Tartisma ve Sonug: Karaciger metastazi kolorektal kanser tanisi alan hastalarda surveyi etkileyen 6nemli bir
faktordiir. Bizim ¢alismamizda LDH yiikseliginin karaciger niiksiinii predikte etmede kullanilabilecek uygun bir
fakor oldugu goriildi fakat bu sonucun prospektif randomize galismalarla desteklenmesi gerekmektedir.
Anahtar Kelimeler: Kolorektal kanser, karaciger, niiks

ABSTRACT
Introduction: Colorectal cancer (CRC) is one of the most commonly detected cancers worldwide. Liver
metastasis might develop shortly after the diagnosis of colorectal cancer. Liver metastasectomy might improve
the five year survival rate to 20-40% in patient with previously treated CRC. We aimed in this study to evaluate
the predictive factors to liver metastases in patients with newly diagnosed non metastatic CRC.
Methods: Five hundred and seventeen non-metastatic colorectal patients followed at Medical Oncology
Department of Ankara Numune Training and Research Hospital between January 2009 and August 2014 were
evaluated retrospectively. Patients were divided in to the two subgroups. Group 1 consisted of non-metastatic
and metastatic patients except liver metastases. Group 2 consisted of patients with liver metastases. Laboratuary
results at the time of diagnosis were evaluated with receiver operating characteristic (ROC) Curve analysis and
cut-off values were determined for lactate dehydrogenase (LDH), carcinoembryonic antigen (CEA) and gama
glutamil transferase (GGT) with (400 U/L, 50 ng/ml and 90 U/L, respectively).
Results: There were 7 cases (%35) with high CEA levels in Group 2 and 28 (%8,7) cases in Group 1. There was
a significant difference between this subgroups in univariate analysis (p<0,001). According to LDH levels, there
were 5 (%33,3) liver metastases in high LDH group and 17 (%9) liver metastases in low LDH group (p=0,003).
There were 5 cases (%33,3) of liver metastases in patients with high GGT and 24 cases(%9,8) in patients with
low GGT (p=0,005). LDH was remained only significant factor after multiple logistic regression analysis (OR
7,8:1,02-59,3).
Discussion and Conclusion: Hepatic metastases from colorectal cancer were an important predictive factor of
overall survival. In our study we showed that high LDH levels at the time of diagnosis might be useful predictive
factor of liver metastases. We need prospective randomized studies to determine effect of high LDH levels in
colorectal cancer.
Keywords: Colorectal cancer, liver, recurrence
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Ozgiin Arastirma

Kolon kanseri diinya genelinde en sik goriilen
kanserlerden olup erkeklerde akciger ve prostat
kanserinden sonra liciincii sirada kadinlarda ise
meme kanserinden sonra ikinci siradadir (1,2).
Karaciger metastazi  hastalarin  yaklasik
1/3'tinde gelismekte olup kolon kanserli
hastalarda Onemli bir 6liim sebebidir (3,4).
Siirh  karaciger metastazi olan hastalarda
metastazektomi yapilmasi sonrast 5 yillik
sagkalim oranm1 %20 ile % 40 arasindadir (5).
Fakat metastazektomi sonrasi hastalarin
2/3'tinde niiks gelismektedir (6-8). Tan1 aninda
baz1 timor Ozellikleri karaciger metastazi
varlig ile korelasyon gosterir, bunlar sirastyla
lenf nodu metastazi, tomor t evresi, vendz
invazyon, timor grade ve inflamatuar hiicre
reaksiyonlaridir. Laminin, CD44, Matrix
metalloproteinaz ve sialy-lewis x gibi baz
molekiiler 6zelliklerde karaciger metastazi ile
birliktelik gosterir (9).

Bu c¢alismada tami aninda uzak
metastazi olmayan erken evre kolorektal
karsinomlu hastalarin  karaciger niiksiinii
predikte edebilecek faktorleri arastirmayi
amacladik.

Gerec ve Yontem

Calismamiza Ankara Numune Egitim ve
Arastirma Hastanesi Tibbi Onkoloji Kliniginde
2009 Ocak- 2014 Agustos aylarinda takibe
alinarak tedavi plami yapilan non-metastatik
517 hasta dahil edildi. Hastalarin hepsine 2
onkolojik cerrahi grubu tarafindan kiiratif
amagli cerrahi uygulanmisti. Takipte hastalar 2
gruba ayrildi 1.grupta karaciger disi niiksii olan
hastalarla beraber niiks olmadan takibe devam
edilen hastalar varken 2.grupta ise karaciger
metastazi gelisen hastalar mevcuttu. Hastalarin
tan1 anindaki laboratuar verileri incelenerek
karsinoembriyonik antijen (CEA) degeri 50
ng/ml alt1 ve iizeri, laktat dehidrogenaz (LDH)
degeri 400 U/L alt1 ve iizeri ve gama glutamil
transferaz (GGT) 90 U/L alt1 ve iizeri olarak
gruplandirildi. Hastalar hem univariate hem
de multivariate analiz yapilarak karaciger
niiksii predikte eden faktorler arastirildi.

Tim istatistiksel analiz spss 18.0
kulllanilarak yapildi. Hastalarin demografik
Ozellikleri frekans yontemi kullanilarak
belirlendi. Cut off degerler receiver operating
characteristic (ROC) analizi yapilarak
belirlendi. Gruplar arasindaki istatistiksel
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farklar ki-kare testi kullanilarak hesaplandi.
Univariate analizde anlamli ¢ikan sonuglar
multiple logistic regression analizi ile tekrar
degerlendirildi.

Bulgular

Calismamiza dahil edilen hastalarin
309’'u erkek (%59,8), geri kalam1 kadin
hastayd: (%40,2). Hastalarin medyan yaslar
58 (range 22-95) olup, tan1 aninda hastalarin
hicbirinde metastaz bulgusu yoktu. Tam
evreleri sirastyla evre 1 hasta sayist 67
(%12,9), evre 2 hasta sayis1 248 (%47,9) ve
evre 3 ise 202 hasta (%39,2) seklindeydi. Lenf
nodu pozitif hastalarin 78’1 N1 (%37,5) geri
kalan hastalar N2 (%62,5) idi. Hastalarin
takibinde 175 hastada (%33.8) niiks gelisirken,
64 hastada karaciger niiksii vardi (%12.4)
(Tablo 1).

Tablo 1. Kolorektal kanserli hastalarin
demografik 6zellikleri

Yas Medyan 58

Erkek 309 %59,8

Cinsiyet
Kadin 208 %40,2
1 67 %12,9
Evre 2 248 %47,9
3 202 %39,2
Karaciger 64 %12,4
Niiks

Toplam 175 %33,8

Univariate analizde CEA  degeri
yiikksek olan 20 hastamin 7’sinde karaciger
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niikksii  gelisirken (%35), diisik olan 206
hastanin 28’inde (%8,7) karaciger metastazi
gelismisti (p<0,001). LDH degerine gore
karaciger niiksiine bakildiginda ise yiiksek olan
15 hastanin 5’inde (%33,3) karaciger metastazi
gelismis iken diisiik olan hasta grubunda 189
hastadan 17’sinde (%9) takipte karaciger
metastazi gelisti (p=0,003) . GGT degerine
gore ise yiiksek olan 15 hastanin 5’inde
(%33,3) karaciger niiksii varken diisiik olan
244 hastanin 24’iinde (%9,8) karaciger niiksi
gelismisti (p=0,005) (Tablo 2).

Ozgiin Arastirma

Tablo 2. CEA, LDH ve GGT’ye goére niiks
oranlari

Hastalar tiimor invazyon derinligine
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metastaz1 vardi (p=0,03). Perindral invazyon
(PNI)  degerlendirildiginde = bu  oranlar
%19,6’ya %9,8 seklindeydi (p=0,01) (tablo 2).
Multiple lojistik  regresyon analizi ile
degerlendirildiginde LDH anlamliligini
korumaktaydi (p=0,047, OR 7,8: 1,02-59,3)
(Tablo 3).

Tablo3. Tiimor o6zelliklerine gore karaciger
metastazi

Karaciger metastazi

pozitif | % |negatif |% |p

CEA>50 |7 35,013 65,0

CEA<50 |28 8,7 178 91,3 | <0,001

LDH>400 | 5 33,3|10 66,7

LDH<400]| 17 9,0 |172 91 0,003

GGT=90 |5 33,3/10 66,7

GGT<90 |24 9,8 220 90,2 | 0,005

gore degerlendirildiginde sirasiyla evrel-4 i¢in
karaciger niiksii su sekildeydi, 0 (%0), 3
(%5,2), 33 (%10,4) ve T4 timorlerde 28
(%20,2) seklindeydi (p=0,004). Lenf nodu
durumuna gore hastalar degerlendirildiginde
ise lenf nodu negatif hastalarin 28’inde (%8,8),
N1  hastalarin  22’sinde (%16,5) ve N2
hastalarin  14’tinde (%16,4) karaciger niiksii
mevcuttu (p=0,031). Lenfovaskiiler invazyonu
(LVI) olan hastalarin  20’sinde (%17.,9)
karaciger —metastazi  gelisirken invazyon
olmayanlarin  27’sinde  (%9,9) karaciger

Tartisma

Kolorektal kanser diinya genelinde kansere
bagli dliimlerin 6nemli sebeplerinden biridir.
Karaciger metastazi kiiratif tedavi sonrasi
prognozu etkileyen dnemli bir faktordiir.

Karaciger
metastazi
n % p
1 0 0
2 3 5,2
T . 0,004
4 28 20,2
0 28 8,8
N
. 1 22 16,5 0,031
evresi
2 14 16,4
pozitif | 20 17,9
LVI 0,03
negatif | 27 9,9
pozitif | 19 19,6
PNI 0,01
negatif | 28 9,8

Hastalar karaciger metastaz1 gelisim
zamanlarina gore degerlendirildiginde, GGT
yiiksek olan hastalarin median niiks zamani 7,6
ay iken GGT normal olan hastalarin niiks
zamani 13,8 aydi (p=0,21). LDH degerine gore
degerlendirildiginde ise yiiksek olan grupta 7,6
ay iken diger grupta 16,7 ay idi (p=0,68).

Birgok calisma karaciger
metastazlarinin cerrahi olarak c¢ikarilmasinin
sagkalim  arttirdigim  gostermistir  (10).
Karaciger metastaz1 olabildigince erken evrede
tan1 alirsa cerrahi uygulanma sansi o derece
artar. Tan1 aninda goériintiileme tetkiklerinde
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olmayan karaciger metastazlarin1 predikte
edecek faktorler klinik seyir i¢in ayr1 bir nem
arz eder.

Karaciger metastazinin tant aninda
timor invazyon derinligi, vendz invazyon ve
lenf nodu metastazi varligr ile yakin iligkili
oldugu gosterilmesine ragmen bu faktorlerin
zayif prediktif etkisi sebebi ile kullanimi
kisithdir (11-13). Bu sebeple tam1 aninda
karaciger metastazin1 predikte edecek farkli
faktorler aragtirilmistir. Sun ve arkadaslarinin
yaptigi calismada haptoglobulin ve
osteopontinin tumor dokusunda
immmunhistokimyasal olarak degerlendirilmis,
haptoglobulin pozitifligi olan hasta grubunda
takipte karaciger niiks riski (odds ratio) 85.5
kat daha yiiksekken (p<0,001) osteopontin
pozitifliginde risk 55,4 kat artmakta oldugu
gosterilmis (p=0,001) (14). Yine bir baska
caligmada prostaglandin 12 sentaz (PTGIS)
ekspresyonu heterokron karaciger metastazi
olan hastalarin %87’sinde pozitifken, non-
metastatik hasta grubunda ise %49 pozitiflik
gostermekteydi.  Multi  regresyon analizi
yapildiginda PTGIS pozitifliginin heterokron
karaciger metastaz gelisim riskinin 3,5 kat
artig1 ile birlikte oldugu gosterilmis (p<0,001)
(15). P antijen ailesi iiye 4 (PAGE4)
pozitifliginin  degerlendirildigi bir bagka
calismada ise PAGE4 overekspresyonun
karaciger metastazini predikte etmede 2,5 OR
ile kullanilabilir bir prediktif marker oldugu
diisiiniilmiistiir  (p=0,04) (16). Fang ve
arkadaslarinin yaptig1 bir baska ¢aligmada ise
tumor dokusunda matrix metalloproteinaz-7
(MMP7) over ekspresyonunun karaciger
metastazin1 predikte etmede etkili olabilecegi
gosterilmistir (OR 6,7, p=0,003) (17). Bu
caligmalarin  tamaminda olast  biyolojik
markerlarin tamami tiimor dokusunda bakilmig
olup kullamimlar kisith kalmistir, bu sebeple
tan1 aninda karaciger metastazint predikte
edebilecek kolay ulasilabilir ve daha ucuz
belirtegler gerekmektedir. Caligmamizda GGT
yiiksekligi olan hastalarin takipte %33,3’iinde
karaciger metastaz1  gelistigini  gosterdik
(p=0,005), ayrica istatistiksel olarak anlamli
olmasa da GGT yiiksek olan hastalarda normal
olan hastalara gore daha erken donemde
karaciger metastazi gelistigini gordiik. Benzer
sekilde LDH degeri yiiksek olan hastalardan
%33,3’linde karaciger metastazi gelismisti bu
oran normal olan grupta %9,0 idi (p=0,003) .
Tam1 aninda yiiksek LDH degeri olan gruptaki

Ozgiin Arastirma
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hastalarn  medyan  karaciger = metastazi
gelistirme zamanlar1 7,6 ay iken diger grupta
16,7 ay idi (p=0,68), bu sonug istatistiksel
olarak anlamli olmasa da klinik olarak anlamli
oldugu disiintildii. Multiple lojistik regresyon
analizi ile degerlendirildiginde LDH disindaki
tim faktorlerin anlamliligim yitirdigi goriildii.
LDH yiiksekligi olan hastalarda karaciger
metastazi gelisme riski LDH normal olan
gruba gore 7,8 kat daha fazla idi (p=0,047).
Sonu¢ olarak karaciger metastazi
kolorektal kanser tanisi alip kiiratif rezeksiyon
yapilan hastalarda surveyi etkileyen 6nemli bir
faktor olmasi sebebi ile niiks 6ncesi bu durumu
predikte edecek faktdrlerin  bulunmasinin
Oonemi biiyiiktiir. Bizim calismamizda LDH
yiiksekliginin  karaciger niiksiinii predikte
etmede kullanilabilecek uygun bir faktor
oldugu goriildii fakat bu sonucun bagka
caligmalarla desteklenmesi ve standardize
edilmesi gerekmektedir.
Cikar Catismasi: Yok
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Thrombin activatable fibrinolysis inhibitor (TAFI), tissue factor pathway
inhibitor (TFPI), and prothrombin fragment 1+2 levels in patients with
advanced colorectal cancer

Ileri evre kolorektal kanser hastalarinda trombinle aktive fibrinolizis
inhibitorii (TAFT), doku faktor yolak inhibitorii (TFPI) ve protrombin
fragment 1+2.
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OZET
Giris ve Amac: Tromboembolizm kanser hastalarinda yaygin olarak goriilmektedir. Kolorektal kanser gelisimi
ve progresyonu sirasinda koagiilasyon ve fibrinolitik sistemdeki pek ¢cok molekiil aktive olmaktadir. Trombinle
aktive fibrinolizis inhibitoérii (TAFI), doku faktdr yolak inhibitdéri (TFPI) ve protrombin fragmant 1+2
koagiilasyon ve fibrinoliziste yeni tanimlanan molekiillerdir.Bu c¢aligmanin amaci ileri evre kolorektal kanser
hastalarinda klinikopatolojik 6zelliklerle TAFI, TFPI ve protrombin fragment 142 diizeyleri arasindaki iliskinin
aragtirilmasidir.
Yontem ve Gerecler: Seksen iki ileri evre kolorektal kanser hastasi (32 metastatik,50 lokal ileri hasta)
calismaya alindi.Serum TAFI, TFPI, and prothrombin F1+2 diizeyleri enzim bagli immiinosorbent yontemi
(ELISA) ile saptandi. Hastalarin klinikopatolojik 6zellikleri tibbi kayitlardan retrospektif olarak degerlendirildi.
Bulgular: 28 (%34) kadin ve 54 erkek (%66) olgu calismaya alindi. Olgularin ortalama yas1 56 idi. Hastalarda
plasma TAFI, TFPI ve protrombin F1+2 diizeyleri sirastyla %70, %71 ve %96 oraninda yiiksek olarak saptandi.
Protrombin F1+2 diizeyleri diisiikk performans skoru olan hastalarda yiiksek bulundu. TFPI diizeyleri timor grade
2 ve 3 olan hastalarda yiiksek bulunurken TAFI diizeyleri rektal kanser hastalarinda daha yiiksek bulundu.Yas,
cins, beden kitle endeksi, metastatik ve lokal ileri hastalik, timor ¢api, vaskiiler invazyon, perinoral invazyon
karsinoembriyonik antijen, hemoglobin ve trombosit sayisi ile TAFI, TFPI ve prothrombin F 1+2 diizeyleri
arasinda anlamli iligki bulunmadi.
Tartisma ve Sonug:. Yiksek grade’li tiimorlerde TFPI diizeylerinin yiiksek bulunmasi timér grade’i ile
koagiilasyon sistemi arasindaki iligkinin bir belirtisi olarak diisinilmiistiir. Diigiik performansli hastalarda
protrombin fragmant 142 diizey yiiksekligi bu hastalarda daha aktif bir koagiilasyon kaskadin1 gostermektedir.
Rektal kanser hastalarindaki TAFI yiiksekligi bu hastalarin daha kétii giden seyri ile iliskili olabilir
Anahtar Kelimeler: Kolon kanseri, TAFI, TFPI, protrombin fragment 1+2

ABSTRACT

Introduction: Thromboembolism is common in cancer patients. During colorectal cancer development and
progression, many molecules located in coagulation and fibrinolytic systems are activated. Thrombin activatable
fibrinolysis inhibitor (TAFI), tissue factor pathway inhibitor (TFPI) and prothrombin fragment 1+2 (F1+2) are
newly identified molecules involved in coagulation and fibrinolysis. The aim of this study was to investigate the
relationship between clinicopathologic characteristics and TAFI, TFPI and F1+2 levels in patients with advanced
colorectal.

Methods: Eighty-two patients (32 metastatic, 50 locally advanced disease) diagnosed with colorectal cancer in
the medical oncology clinic. Serum TAFI, TFPI, and prothrombin F1+2 levels were evaluated via enzyme-linked
immunosorbent assay. Clinicopathologic characteristics of the patients were investigated retrospectively from
the medical records of the patients.
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Results: There were 28 (34%) females and 54 males (66%) included in the study. The mean age of the
participants was 56 years. The plasma TAFI, TFPI, and prothrombin F1+2 levels were high in 70, 71, and 96%
of the patients, respectively. Prothrombin F1+2 levels were higher among patients with lower performance
scores. TFPI levels were higher among patients with tumor grades of 2 and 3. TAFI levels were higher among
rectal cancer cases. Age, gender, BMI, metastatic or locally advanced disease, size of tumor, vascular invasion,
perineural invasion, carcinoembryonic antigen, hemoglobin and thrombocyte levels were not associated with

TAFI, TFPI, and prothrombin F 1+2 levels

Discussion and Conclusion: Higher TFPI levels in case of tumors at higher stages can indicate that there is an
association between tumor grade and coagulation cascade. The higher prothrombin F1+2 levels, an indicator of
active coagulation cascade, among patients with low performance scores may indicate that the coagulation
cascade of these patients is more active. Higher TAFI levels among rectal cancer patients may be related to the

natural course of the disease.

Key words: Colon cancer, thrombosis, TAFI, TFPI, prothrombin fragment 1+2.

Introduction

Detection of the association between
thrombosis and cancer dates back to mid-18"
century. Armand Trosseau was first in 1862 to
describe the clinical condition appearing as
aching edema in the upper and lower
extremities of cancer patients (1). The
relationship  between  malignancy  and
thrombosis has been demonstrated in
numerous studies. While its pathogenesis is
still not thoroughly understood,
hypercoagulopathy-prothrombotic state,
impacted by many factors and specially cancer
cells, endothelial cells, procoagulants,
thrombocytes, hereditary factors,
chemotherapy, radiation therapy and invasive
procedures, is considered responsible for the
development of thrombosis in patients with
malignant disease process. This activation in
hemostasis  contributes to the  tumor
development via affecting intracellular signal
transduction systems in malignant diseases (2-
4). Anti-tumor effects of anticoagulants have
been determined (5).

Colorectal cancer (CRC), as the 3"
most common cancer in both genders, is the 2nd
leading cancer type in the United States of
America (USA) in terms of cancer-related
mortalities (6). The tendency to have
thrombosis increases during CRC development
and progression due to the activation of many
molecules in coagulation and fibrinolytic
systems (7).

TAFI is an important, newly defined
molecule, which connects the coagulation and
fibrinolysis ensuring the balance between the
coagulation, fibrinolysis, and inflammation
pathways in the hemostatic response (8,9).
TAFI is a zymogen, which can be activated by
thrombin, thrombin-thrombomodulin complex,

and plasmin. Activated TAFI slows down the
fibrinolytic  system by influencing the
carboxyl-terminal lysine in fibrin leading to
degradation. Pharmacologic inhibition of TAFI
pathway is evaluated as a new strategy due to
its ability to block thrombosis or its
contribution to thrombolytic treatment (10).In
contrast, TAFI also provides bleeding control
in hemophilia via pathway stimulation (11).
TFPI is a serine protease inhibitor
released primarily by  microvascular
endothelium and about 10% by thrombocytes.
It is a molecule composed of 276 amino acids
synthesized by the long arm of chromosome 2,
weighing 32 kDa. A vast amount of TFPI is
released from the endothelium when in contact
with heparin (12,13). TFPI inhibits FXa by
complete binding, but tissue factor (TF) /
FVlla / FXa / TFPI should all come together
for DF/FVIla inhibition. Hypothetically,
increased thrombosis is expected in TFPI
deficiency, however, TFPI deficiency has not
been detected in patients with
abetalipoproteinemia except for occurring due
to deficiency of lipoproteins that are its
carriers. Kataoka et al. have demonstrated
increased TFPl gene expression in colon
cancer cell line (14), breast cancer (15) and
small cell lung cancer (16). Factor Xa-TFPI
complex is higher among CRC cases,
compared to hematologic malignancies and
healthy population, and this complex is
believed to be important in micro-thrombosis
and cancer cell’s spread across organs (17).
F1+2 is formed by leaving the amino-
terminal ends, following FXa activation of
prothrombin to form thrombin. Initially, it was
shown to have high plasma levels in
disseminated intravascular coagulation (DIC)
and in cases using oral contraceptives (18,19).
Among CRC patients, significantly high levels
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of prothrombin F1+2 and TAT were detected
(20). Higher levels of F1+2, TAT, and soluble
fibrinogen were detected among metastatic
cases compared to cases that were non-
metastatic and had benign intestinal diseases
(21).

Original Article

Development of thrombosis is an
important cause of morbidity and mortality
among CRC patients. The aim of this study
was to evaluate the association of TAFI, TFPI,
and F1+2 molecules (shown in prior studies to
be significant in cancer-related
hypercoagulapathy and thrombogenesis) with
the clinicopathological features, and prognosis
of metastatic CRC patients (22).

Materials And Methods:

Eighty-two CRC patients (32 metastatic, 50
locally advance) were included in the study.
Patients with history or suspicion of
thromboembolism, those receiving
anticoagulant therapy or coagulation disrupt
drugs, with history of intravenous port catheter
or similar interventions and those were
diagnosed diabetes mellitus, chronic renal
failure excluded from the study.

Verbal informed consent was obtained
before the study and the procedures were in
accordance with the guidelines of the Helsinki
Declaration.

Samples were taken before chemotherapy.
After 12-14 h fasting, the specimen were
drawn using standart venipuncture technique
and collected in a serum separator tube
(Vacuette, Greiner Bio-One, Austria) allowed
to clot for 30 minutes. The samples were
centrifuged at 1,500 x g for 15 minutes and
then serum samples were stored at -20°C until
the study day.The procedures (Human TAFI
ELISA kit-America Diagnostica Co Human
TFPI Kit Duoset R&D System Co, protrombin
fragment 1+2 ELISA kit USCN Life Science
inc.) employ the sandwich enzyme
immunoassay technique for serum TAFI,
TFPI, and F1+2 measurements. This is a
noncompetitive assay technique which analytes
to be measured between two antibodies. Serum
samples were added to microwells precoated
with a murine monoclonal antibody specific
for human TAFI, TFPI or F1+2. The antibody
captures the antigen present in the solutions
during in a incubation period. After a washing
period, a goat anti-human TAFI, TFPI or F1+2

8

polyclonal antibody coupled to horseradish
peroxidase is added to the microwells and
binds to the captured TAFI, TFPI or F1+2
antigen.Following  another  wash  step
Tetramethylbenzidine is added to the
microwells and the color varies blue. After
addition of sulfuric acid the reaction is stopped
and the color turns to yellow. (It stops the
reaction by the addition of sulfuric acid and the
color turns yellow.) The absorbances of the
solution were measured at 450 nm and were
directly proportional to the amount of TAFI,
TFPI or F1+2 present in the sample.

The data obtained were analyzed using
the NCSS 2007 and PASS 2008 Statistical
Software (Utah, USA) programs. Data
evaluation involved use of descriptive statistics
(mean, standard deviation) along with one-way
analysis of variance test in comparison of three
or more groups of parameters from quantitative
data that had normal distribution; and t-test in
comparison of two groups. Evaluation of the
associations between the parameters was done
using Pearson correlation analysis. The results
were evaluated within a 95% confidence
interval with significance level set at p<0.05.

RESULTS:
Demographic and clinicopathological
characteristics of the patients are summarized

in Tables 1 and 2.

Table 1. Demographic characteristics of the
patients

Min
Max Mean+SD
Age (years) 2476 ?38 47+13,
N %
Gender ~ emale 28 34, 1%
o 17,20 - 25,98+4, 55
(kg/m?) 38

BMI: Body Mass Index
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Table 2. Clinicopathological characteristics of
the patients
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age, gender, BMI, tumor size, metastatic or
locally advanced disease, vascular invasion,
perineural invasion, carcinoembryonic antigen,
hemoglobin and thrombocyte levels was
detected. Patients grouped by histopathologic
grade did not differ based on TAFI and F1+2.
TFPI was higher in tumors of greater grade.
However, the difference did not reach the level
of statistical significance (Table 4).

Table 4. Evaluation of thrombosis factors by
histologic grades

Grade
Grade 1 Grgde Grade 3 *p
Mean Mean Mean

+SD +SD +SD

Min —Max Mean+SD
. 250 — 10 4.92+1.
Tumor size
cm 68
Number %
Performance 1 40 48.8
score 2 42 51.2
Localization Colon 55 67.1
Rectum 27 32.9
1 10 12.1
2 54 65.8
Grade 3 18 21.9
Vascular positive 62 756
invasion negative 20 244
Perineural positive 53 64.6
invasion negative 29 354

177.60 | 204.01 | 189.61
TAFL 9006 | +73.43 | +ag.04 | 0822

Table 3. Carcinoembryogenic antigen (CEA),
hemoglobin, thrombocyte count, thrombin
activatable fibrinolysis inhibitor (TAFI), tissue
factor pathway inhibitor (TFPI) and
prothrombin fragment 1+2 (F 1+2) results

2057 | 46.64= | 45.20
TFPL 560 | 2589 | +18.69 | 9143

431.54
528.34 460.04
F1+2 973,04 114(1)7.7 417615 0.520

CEA Hemoglobin Trombosit

*: One-way analysis of variance test

r p r p r p

TAFI 0,033 0,768 | -0,020 0,681 | -0,200 | 0,072

TFPI 0,115 0,303 | 0,180 0,105 | -0,126 | 0,261

F1+2 -0,070 | 0,530 | 0,084 0,455 | -0,017 | 0,882

r: Pearson corelation analysis

As factors of thrombosis, TAFI was found to
be high in 69.5% of the cases (normal range:
40-150 ng/dl), TFPI was high in 71% of the
cases (normal range: 50-100 ng/dl), and F1+2
was high in 96.3% of the cases (hormal range:
60-230 pl/L).

No statistically significant difference in terms
of TAFI, F1+2, and TFPI results in terms of
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Cases with rectal localization had significantly
higher TAFI levels compared to cases with
colon localization (p=0.016). There was no
difference between the TFPI and F1+2 levels.
Carcinoembryogenic antigen (CEA),
hemoglobin levels and thrombocyte count
were found to be not significantly associated
with TAFI, TFPI, and F1+2 levels (Table 5)

Table 5. Evaluation of thrombosis factors by
localization

Localization
Colon Rectum *p
Mean+SD Mean+SD

TAF 1 1854546573 | 204.66+7228 | 2018

TFPI | 46.64+28.05 | 43.84+15.60 0.632

;1+ 6150.21i136.8 252.05&192.5 0.964

*: Student’s t test
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The patients with performance scores of 1 and 2 were not different in terms of TAFI and TFPI. F1+2
was higher among the group with performance score of 2 (487.7 +174.2 vs. 410.2+123.3; p=0.02)

(table 6).

Table 6: Evaluation of thrombosis factors by performance status

ECOG performance status

1 7 P
mean+SD mean+SD
TAFI 206, 52+70, 72 190, 96+69, 35 0, 318
TFPI 48, 95+27, 90 42, 78+21, 04 0, 259
F1+2 410, 20+123, 28 487, 67+174, 19 0, 024*

*: Student’s t test

DISCUSSION:

The TAFI, TFPI, and F 1+2 levels were found
to be above normal range in the patient group
in this study. Additionally, evaluation of
groups by factors that may affect TAFI, TFPI,
and F1+2 levels such as age, gender, BMI,
metastatic or locally advanced disease,
vascular and perineural invasion,
carcinoembryonic antigen, hemoglobin and
thrombocyte levels did not yield a significant
difference across the subgroups.

TAFI, an important molecule in the
balance between fibrinolysis and coagulation
in hemostasis, was found to be high in 69% of
the patients. Moreover, cases with rectal
localization had significantly higher TAFI
levels compared to cases with colon
localization. TAFI and TFPI levels were not
different across the patient groups formed
based on the ECOG performance score. F1+2,
on the other hand, was higher in the group with
lower performance scores. There is increased
activity in the coagulation system in case of
advanced stage CRC patients and in other
malign diseases. Increased levels of activator
and inhibitor molecules of coagulation may be
observed in this case. Above normal TAFI,
TPFI, and F1+2 levels in the majority of the
patients may be associated with this situation.
Rectal cancer is evaluated separately from and
treated with different modalities than colon
cancer due to its genetic, biologic, and

behavioral differences. In our study, TAFI
levels of rectal cancer patients were higher
than those of colon cancer patients. There is no
study in medical literature that shows whether
or not there is a difference between the rectal
and colon cancers in terms of thrombotic
processes. Prospective  studies can be
conducted to investigate the existence of an
association of the rectal cancer’s different
prognosis than colon cancer and TAFI levels.
The histopathological degree of the
tumor has a prognostic significance for CRC
patients (22). Tumors  with high
histopathological degree have a more invasive
character locally and systematically. This
invasive feature may lead to over-stimulation
of especially the coagulation cascade and
severe increases in hypercoagulability. In our
study, though the difference between them was
not statistically significant, TFPI values were
high among CRC patients with histologic
degrees of 2 and 3. TFPI may increase as a
response to the over stimulated coagulation
cascade in patients who have tumors of high
histopathological degrees. The impact of this
condition on prognosis can be investigated.
The failure to demonstrate a difference
between the TFPI levels of different
histopathological degrees may be associated
with the small sample size. The increased TFPI
in course of malignancy has been associated
with its synthesis by neoplastic cells,
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endothelium damage, and increased response
to hypercoagulability (23,24).

F1+2 have been found to be more
reliable than the most commonly used
diagnostic parameters, D-dimer and FDP (25).
It is found at higher rates in colorectal cancer
patients group operated due to malignancy
related causes compared to patients operated
for benign diseases. Metastatic CRC patients
have higher levels of F1+2 than non-metastatic
patients (26). In this study, F1+2 levels were
high in 96% of the patients. This finding,
considering the patients were advanced stage
CRC patients, is in accordance with the
medical literature. F1+2 ranges need to
evolution according to new trials in cancer
patients.The stage of the disease and the
patient performance are in leading positions as
prognostic factors for cancer patients (27).
F1+2 levels of patients with poor performance
were higher than those of the patients
performing well. With  worsening in
performance conditions, immobility increases
and this constitutes another risk factor for
thromboembolism other than the effects of
malignancy. An increased F1+2 level in nearly
all (96%) of the patients has been interpreted
as a possible indicator of increased thrombotic
processes.

The increase in the studies conducted
in hemostasis over the recent years, lead to an
investigation of coagulation and fibrinolysis
cancer cases including colorectal cancers (28).
Clinical studies defined the molecules
activated in coagulation and fibrinolysis during
development and progression of colorectal
cancer (29).

Though the cause of the increased
hypercoagulability of CRC cases is not clear,
there are changes in the tissue factor (primary

Original Article
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Surgery and Functional Results of Pathological Fractures of Long Bones of
Lower Extremities in Malignant Tumors

Malign Tiimorlerde Alt Ekstremite Uzun Kemikleri Patolojik Kiriklarinin
Cerrahi Tedavi ve Fonksiyonel Sonuclari

Halil Akdeniz, ismail Burak Atalay, Volkan Kaya, Emre Ozanlagan, Giiray Togral
Saglik Bakanligi Ankara Onkoloji Egitim Ve Arastirma Hastanesi, Ortopedi Ve Travmatoloji Klinigi
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OZET

Giris ve Amag: Bu calismanin amaci; alt ekstremite uzun kemiklerinde malign patolojik kiriklarin cerrahi ve
fonksiyonel sonuglarini degerlendirmek ve bu sonucu etkileyebilecek faktorleri ortaya koyabilmektir.
Yontem ve Gerecler: Calismaya alt ekstremite uzun kemiklerindeki malign patolojik kirik nedeniyle tedavi
edilen 240 erkek 21°i kadin 45 hasta dahil edildi. Olgularin yaslar1 14-80 arasinda ve ortalama yas 59.8 idi.
Hastalar ortalama 10.3 (1-60) ay siireyle takip edildi. Patolojik kirik lokalizasyonlari 32 hastada femur
proksimal, 7 hastada femur diafiz, 6 hastada ise femur distal yerlesimli idi.
Bulgular: Fonksiyonel degerlendirmede Enneking’in MSTS skorlamasi kullanildi. Hastalarimizin  tiim
serilerdeki ortalama postoperatif MSTS skoru % 57.6 (% 26- % 93) idi. Bu oran Femur proksimali i¢in ortalama
% 57.3, Femur diafiz i¢in ortalama % 61.7, Femur distal i¢in ortalama % 54.6 olarak bulunmustur. Tiim seride:
Mikemmel: 3 (% 6), iyi: 12 (% 27), Orta: 16 (% 36), kotii 14 (% 31) sonug elde edilmistir. Sonuclarimiz
litaratiirle benzerdir.
Tartisma ve Sonug¢: Uzun kemik metastazlarmin tedavi algoritmasinin diizenlenmesi ve uygun cerrahi tedavinin
planlanmasi halen giinlimiizde 6nemli bir problemdir. Tedaviye karar vermede ve hastalarin evrelendirilmesinde
onkolojinin temel prensipleri uygulanmali ve multidisipliner bir yaklasim sergilenmelidir. Cerrahi tedavide amag
agriy1 azaltmak ve sonrasinda hastaya yiik verebilecegi bir ekstremite kazandirmaktir.
Anahtar Kelimeler: Patolojik kirik, Alt ekstremite, Cerrahi

ABSTRACT
Introduction: The aim of this study is to analyze the surgical and functional results of malign pathologic
fractures of long bones of lower ekstremity and the factors releated with this results.
Methods: 45 patients (24 male and 21 female) were included in the study who were treated with the diagnosis of
pathologic fractures in the lower extremities. Mean age of the patients were between 14-80 years and average
59.8 years. Patients were followed up with a mean period of 10.3(1-60) months. 32 patients had proximal femur,
7 patients had femoral diaphysis and 6 patients had distal femoral fractures.
Results: Enneking’s MSTS classification system was used for functional assesment. The average postoperative
score was 57.6(% 26- % 93) in all series. This average score was % 57.3 for proximal femur, % 61.7 for distal
femoral diaphysis and % 54.6 for distal femur. Excellent results were recorded for 3(% 6), good results for 12(%
27), average results for 16 (% 36)and poor results for 14 (% 31) patients. The results were similar with literature.
Discussion and Conclusion: The treatment algorithm and proper surgical technique is still a major problem in
long bone metastases. While deciding the treatment method, we should use the basic oncologic rules and
perform mutidisciplinar approach. The aim is to decrease pain and to provide a weight bearing extremity.
Key words: Pathologic fractures, lower extremity, surgery

Giris metastazi sayilarin1 da arttirmustir. Multiple

myelom ve losemi gibi kemik iliginden
Kas iskelet sistemi tiimorlerinin  tam  ve kaynaklanan tiimorler disginda tiim yas
tedavisinde 20. yiizyilin baglarindan bu yana gruplarinda en sik goriilen primer malign
biyiik ilerlemeler kaydedilmis olup bu da kemik  tiimorii ~ osteosarkomdur.  Bunu
hastalarin prognoz ve sag kalimlarinda 6nemli kondrosarkom ve Ewing sarkom takip eder
ilerlemeler saglamistir(1). 23).

Son yillarda etkin ila¢g ve cerrahi Iskelet metastazlar1 tiim malign kemik
tedavilerin yaninda niikleer tip ve radyasyon lezyonlarmnin %70 ila 80' ini olusturur. Primer
onkolojisindeki  gelismeler karsinomlardaki kemik tiimorleri ile kiyaslandiginda iskelet
yasam siirelerini arttirmigtir. Yasam metastazlar1 ¢ok daha fazla gorilir. Yaklasik
stirelerindeki uzama karsinomlara ait kemik olarak her tani alan adenokarsinom vakasinin
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1/3 iskelet metastazi yapar. Kemik; diger
filrasyon  organlart  olan  akciger ve
karacigerden sonra en sik metastaz alan
bolgedir(4).

1950' i yillarda metastatik kemik
hastali§1 tanist alan hastalar en fazla 6 ay
icinde kaybedilmekte idi. 1976 yilinda
Harington yaptig1 ¢alismalar ile hayat beklenti
siresinin 15,6 aya  kadar  ¢iktigini
raporladi(10). Hayat beklentisinin artmasi ile
birlikte ~ metastatik  tutulumlarda  cerrahi
stabilizasyon, giiniimiizde en kabul edilir
tedavi yaklasimini olusturmaktadir.

Brongial kansere bagli tutulumlarda
yasam beklentisi postoperatif 9 ayla en koti
prognoza sahipken, meme kanserine bagh
metastatik tutulumu olan hastalarda bu siire
ortalama 16,8 ay ile en iyi prognozu
gostermektedir. Bu uzun sag kalimin meme
kanserinin kemik metastazinin daha geg¢ ortaya
cikmasina baglh olarak gelistigi
diistiniilmektedir (5).

Bu c¢alismanin amaci; alt ekstremite
uzun kemiklerinde malign patolojik kiriklarin
cerrahi tedavi ve fonksiyonel sonuglarini
degerlendirerek, bu sonucu etkileyebilecek
faktorleri ortaya koyabilmektir.

Gerec ve Yontem

Bu c¢alismada Dr.Abdurrahman Yurtaslan
Ankara Onkoloji Egitim ve Arastirma
Hastanesi Ortopedi ve Travmatoloji Kliniginde
Ocak 2010-2015 yillar1 arasinda alt ekstremite
uzun kemiklerindeki patolojik kirik nedeniyle
tedavi edilen 45 hasta;, yaslari, cinsiyet
dagilimlari, lezyonlarmm lokalizasyonu,
histopatolojik analizi, evresi, cerrahi ve
adjuvan tedaviler sonrasi hastaliksiz sag kalim
stireleri, fonksiyonel sonuglart ve intraoperatif
ve postoperatif erken/ge¢ donem komplikasyon
oranlart ve komplikasyonlarla miicadele
yontemleri agisindan degerlendirilmistir.
Hastalarin  yaglart  14-80 arasinda
degismekte olup yas ortalamas: 59.8 idi.
Hastalarin 24 i erkek 21 ‘i kadindi. Cinsiyet
K\E orami 0,8 idi. Tiimor yerlesimi 32 tanesi
femur proksimal, 7 tanesi femur diafiz, 6 tanesi
femur distal yerlesimli idi. Hastalarin 11
tanesinin primeri meme ca, 7 tanesi prostat ca,
5 tanesi akciger ca, 3 tanesi mesane ca, 6 tanesi
RCC, 3 tanesi MM, 1 tanesi kolon ca, 1 tanesi
kondrosarkom, birer tane hasta, malign
melanom, synovial sarkom, anjiosarkom ve
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rabdomyosarkom du. 4 hasta ise primeri belli
olmayan grupta yer almaktadir. Takip siireleri
1 ay ile 60 ay arasinda degismekte olup
ortalama takip stiresi 10.3 aydu.

Fonksiyonel degerlendirmede,
Enneking tarafindan gelistirilen
Musculoskelatal Tumor Society (MSTS) kas
iskelet sistemi tiimdrlerinin cerrahi tedavisinin
“agr1, fonksiyonel kapasite, emosyonel durum,
destek kullanimi, yiiriime mesafesi ve yiiriime
sekli” gibi parametrelerden olusan skorlama
sistemi kullanilmstir,

Femur proksimal yerlesimli hastalara
timor rezeksiyon protezi, femur diafiz
yerlesimli  hastalara intramediiller  kilitli
kiincher ile civileme, femur distal yerlesimli
hastalara ise distal anatomik plak ile IF
uygulanmistir. Postoperatif donemde hastalarin
311 radyoterapi  alabilmistir. ~ Sonraki
takiplerde 38 hasta yaygin metastatik
tutulumdan dolay1 ex olmustur.

Tim hastalar preoperatif donemde,
kitle karakterleri, yumusak doku tutulumu
mevcudiyeti, kitlenin ¢evre Slglimii, lokal ve
uzak lenf nodu varhgi, patolojik hareket ve
agr1 gibi patolojik kirik habercileri yoniinden
incelenmislerdir. Klinik ve/veya radyolojik
olarak patolojik kirik tespit edilen hastalar cilt
veya iskelet traksiyonlari, alg1 ve atel ile
immobilize edilmislerdir.

Tim hastalara rutin olarak preoperatif
iki yonlil direkt radyografi, PA akciger grafisi,
Toraks BT’si, Tc-99 MDP tiim viicut kemik
sintigrafisi (TVKS), timor bolgesinin BT
ve/veya MRG tetkikleri ile degerlendirmesi
yapild. Operasyondan once, son
kemoterapiden sonra kitlenin lokal cevabim ve
sistemik yanitim1 goérmek i¢in lokal direkt
radyografiler, BT ve/veya MRG, akciger
grafisi ve BT’si tekrar edildi. Bu tetkikler
sonucu major vaskiiler invazyon disiiniilen ve
vaskiiler rekonstriikksiyon planlanan hastalara
anjiografi c¢ekildi. Cekilen tim MRG’lerde
uzun kemikler 6zellikle, skip metastaz tayini
agisindan incelendi.

Tim hastalarda hemogram,
sedimentasyon, ALP, Ca, P, LDH, Kan
proteinleri, Karaciger ve Bobrek fonksiyonlari
rutin olarak degerlendirildi.

Tiim hastalara primer bir maligniteden
kitlenin ayiriminin yapilabilmesi agisindan
biyopsi planlandi. Operasyonlar, klinigimiz
onkolojik  ortopedi konusunda tecriibeli
akademik kadrosundan olusan bir ekip
tarafindan gerceklestirildi. Operasyondan 6nce
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damar veya yumusak doku rekonstriiksiyonu
ile ilgili problemler olacag: diisiiniilen hastalar,
kalp damar cerrahisi ve plastik cerrahi
uzmanlarina konsiilte edildi. Tiim hastalara
antibiyotik profilaksisi acisindan;
operasyondan 1 saat once 1.kusak sefalosporin
yapildi. Genel anesteziyi takiben idrar sondasi,
santral venoz kateter, arteriyel kateter takildi.

Uygun cerrahi sonrasi tiim olgularda
birinci  kusak sefalosporinle  antibiyotik
profilaksisi ve li¢ hafta boyunca diigiik molekiil
agirhikli heparinle tromboembolizm
profilaksisi uygulandi. Izometrik egzersizlere
ve koltuk degnegi ile harekete drenlerin
cikarildigi ameliyat sonrast ikinci gilinde
baglandi. Tiim olgular ameliyat sonrasi 15.
giinde onkoloji  klinigine  yo6nlendirildi.
Onkoloji  klinigince tedavileri diizenlenen
olgular periyodik Kklinik ve radyolojik
kontrollere alindi.

Fonksiyonel sonuglarin
degerlendirilmesinde MSTS (Musculoskeletal
Tumor Society) skorlama sistemi kullanildi.
Yasayan ve Olen hastalarda en son
muayenelerde hesaplanan MSTS skorlar esas
alindi. Bu skorlama sistemiyle hastada agri,
fonksiyonel kapasite, emosyonel durum, destek
kullanimi, yiiriime mesafesi ve yiiriiyiis sekli
degerlendirildi.

Bulgular

Servisimizde Ocak 2010-2015 tarihleri
arasinda alt ekstremite uzun kemiklerindeki
patolojik kirik nedeniyle cerrahi tedavi edilen
45 hasta degerlendirilmistir. Hastalarimiz
ortalama 10.3 (1-60) ay siireyle takip edildiler.
Olgularimizin yas ortalamasi 59.8 idi. En geng
hasta 14, en yashh hasta 80 yasinda idi.
Hastalarm 24 ‘0 erkek 21 ‘i kadindi. Cinsiyet
K\E oran1 0,8 idi. 38 hasta ilerlemis metastatik
hastaliklar nedeniyle ex olmus olup bu
hastalarin ortalama yagam stireleri 7.9 aydir.

Hastalarimizda patolojik kirik
lokalizasyonlar1 32 tanesi femur proksimal, 7
tanesi femur diafiz, 6 tanesi femur distal
yerlesimli idi (Tablo 1)

Hastalardaki patolojiler: 11 hasta
meme ca, 7 hasta prostat ca, 5 hasta akciger ca,
3 hasta mesane ca, 6 hasta RCC, 3 hasta MM,
1 hasta kolon ca, 1 hasta kondrosarkom, birer
tane hasta , Malign melanom, Synovial
sarkom, Anjiosarkom ve Rabdomyosarkom, 4
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hasta primeri belli olmayan grupta yer almakta
idi. (Tablo 2).

Tablo 1: Patolojik Kirik Anatomik
Lokalizasyonlari
SAYI YUZDE
Femur Proksimal 32 71%
Femur Diafiz 7 16%
Femur Distal 6 13%

Tablo 2: Histopatolojik tanilar

PRIMER SAYI |YUZDE
TANILAR
Meme CA 11 25%
Prostat CA 7 16%
Akciger CA 5 11%
Mesane CA 3 7%
RCC 6 13%
MM 3 7%
Kolon CA 1 2%
Kondrosarkom 1 2%
Malign melanom 1 2%
Synovial satkom 1 2%
Anjiosarkom 1 2%
Rabdomyosarkom 1 2%
Primeri belli 4 9%
olmayan

Fonksiyonel degerlendirmede

Enneking’in MSTS skorlamas1 kullanildi. Bu
sistemde 6 parametre 0-5 puan arasinda
degerlendirilmektedir. (Tablo3).

Hastalarimizin tim serilerdeki
ortalama postoperatif MSTS skoru % 57.6 (%
26-% 93) idi. Bu oran Femur proksimali i¢in
ortalama % 57.3 , Femur diafiz i¢in ortalama
% 61.7 , Femur distal icin ortalama % 54.6
olarak bulunmustur.

Tiim seride: Miikemmel: 3 (% 6), lyi:
12 (% 27), Orta: 16 (% 36), Kot 14 (% 31)
sonug elde edilmistir. Toplamda tiim serimizde
% 33 miikemmel ve iyi sonug elde edilmistir.

Femur proksimal patolojik kirigi olan
32 hastamizin 24 tanesine femur proksimal
timor rezeksiyon protezi yapilmis olup
ortalama postoperatif MSTS skoru % 60.9, 5
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Tablo 3: MSTS (Musculoskeletal Tumor Society) Skorlomasi

tanesine IMKK + sementleme yapilmis olup
ortalama postoperatif MSTS skoru % 42.4, 3
tanesine kiiretaj+ sementleme + internal
fiksasyon yapilmis olup ortalama postoperatif
MSTS skoru % 52.6 olarak bulunmustur.
(Resim 1)

Femur diafiz patolojik kirigi olan 7
hastamizin 4 tanesine IMKK yapilmis olup

Durum Sonug Puan

Agn
Agri yok ilagkullanmiyor 5
lhmb agn llag kullanmiyor 4
Kisitlayict olmayan agri Narkotik olmayan analjezik kullanimi 3
Hafif-orta dereceli agn Narkotik olmayan analjezik kullanimi 2
Kisitlayict agri Aralikli narkotik analjezik kullanimi 1
Strekli agn sarekli narkotik analjezik kullanimi 0

Fonksiyonel kapasite
Kisithlik yok Engellidegil 5
Hafif kisithhik Hafif engelli 4
Rekreasyonel kisitlilik Hafif engelli 3
Is glict kaybi hafif Onemli derecede engelli 2
Kismi i gucu kaybt Onemli derecede engelli 1
Surekli is glict kaybi Engelli 0

Emosyonel durum
Gayretli-hevesli Tavsye eder 5
Memnun Tavsye eder 4
Tatmin olmus Bir daha olsa tekrar yaptirir 3
Cekimser Bir daha olsa tekrar yaptirir 2
Kabullenmig Istemeyerek 1
Memnuniyetsiz Yaptrmaz 0

Destek kullanimi
thtiyac yok Destek kullanmiyor 5
Breys ihtiyaci hafif Aralikh breys kullantmi 4
Breys ihtiyaci var Dizenli breys kullanimi 3
Baston ihtiyact hafif Aralikh baston kullanimi 2
Tek bastona ihtiyag var Dizenli baston kullanimi 1
Cift baston-koltuk degnegi | Surekli baston-koltuk degnegi kullanimi 0
ihtiyac

Yiiriime mesafesi
Normal Ameliyat dncesi gibi 5
Kisitlanma yok Amdiyat 6ncesi gibi 4
Kisitlanma hafif Engel olusturmuyor 3
Kisitlanma orta Engel olusturmuyor 2
Engelli Ev icinde hareketli 1
Hareketsiz-bagimli Yardim-tekerlekli sandalye ile

Ylrayus sekli
Normal 5
Aksama yok -
Hafif aksama Kozmetik bozukluk 3
Orta derece aksama Kozmetik bozukluk 2
Belirgin aksama Hafif fonksiyonel bozukiuk 1
Engelli Onemli fonksiyonel bozukluk 0
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ortalama postoperatif MSTS skoru % 59, 2

tanesine kiiretaj+ sementleme +

internal

fiksasyon yapilmis olup ortalama postoperatif

MSTS skoru % 54.5, 1 tanesine Intercalar

rezeksiyon protezi yapilmig olup ortalama

postoperatif MSTS skoru

bulunmustur.
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Resim 1: Sol femur boynunda patolojik kirik ve
proksimal femur rezeksiyon protezi ile rekonstriiksiyon

Femur distal patolojik kirig1 olan 6
hastamizin 4 tanesine kiiretaj+ sementleme +
internal fiksasyon yapilmig olup ortalama
postoperatif MSTS skoru % 53, 1 tanesine
IMKK yapilmis olup ortalama postoperatif
MSTS skoru % 43, 1 tanesine femur distal
timor rezeksiyon protezi yapilmis olup
ortalama postoperatif MSTS skoru % 73 olarak
bulunmustur. (Tablo 4)

Sonu¢ olarak bulgularimizda femur
proksimal patolojik kirig1 olan hastalarda en iyi
fonksiyonel ve cerrahi sonug¢ tiimdor rezeksiyon
protezi yapilan hastalarda elde edilmistir.

Femur diafiz patolojik kirig1 olan
hastalardan sadece interkalar rezeksiyon
protezi yapilan 1 hastada MSTS skoru %80
cikmigtir. Tek hasta olmasi nedeniyle
degerlendirme dig1 biraktigimizda en 1iyi
fonksiyonel ve cerrahi sonucu
IMKK+sementleme yapilan hastalar vermistir.
Femur distalde ise sadece tiimor rezeksiyon
protezi yapilan 1 hastada MSTS skoru % 73
cikmigtir. Tek hasta olmasi nedeniyle
degerlendirme dis1 biraktigimizda en 1iyi
fonksiyonel ve cerrahi sonucu kiiretaj+
sementleme + internal fiksasyon yapilan
hastalar vermistir.

Hastalarin takiplerinde komplikasyon
bakimindan 12 hastada ylizeyel yara yeri
enfeksiyonu gelismis olup enfeksiyon klinigi
Onerileri dogrultusunda tedavi almuglardir.
Hastalar ~ debridmana  gerek  kalmadan
iyilesmisler ve adjuvan tedavilerini almislardir.
3 hastada operasyon sonrasi siyatik sinir arazi
gelismis olup sonraki takiplerinde 1 hastada
norolojik defisitin diizeldigi gozlemlenmistir.
Kiiretaj+ sementleme + internal fiksasyon
yapilan 1 hastada implant yetmezligi gelismesi
sonucu hasta yeniden opere edilerek IMKK +
augmentasyon yapilmistir.
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Proksimal femoral rezeksiyon protezi
yapilan 3 hastada kalca luksasyonu gelismis
olup kapali rediikte olmamalar1 nedeniyle agik
rediiksiyon yapilmak zorunda kalindi. Bunun
disinda kalan proksimal femoral protezlerin
hicbirinde luksasyon, derin enfeksiyon veya
gevseme goriilmemistir.

Takip ettigimiz 45 hastanin 7 tanesi
hayatta iken 38 hasta metastatik hastalik
nedeniyle kaybedilmistir. Yasayan 7 hastanin 5
tanesi proksimal femur metastazi nedeniyle
opere ettigimiz hasta grubundan olup, 2 tanesi
Femur diafiz  lokalizasyonundan  opere
ettigimiz hasta grubundandir.

4. Tartisma ve Sonuc

Primer malignitelerin yol agtigi kemik
metastazlarinin sik goriilen bir komplikasyonu
uzun kemiklerdeki patolojik kiriklardir. Tiim
primer malignitelerin yaklagik olarak % 50
‘sinden fazlasinda kemik metastazi goriiliir.
Primer malign tiimorlerin% 50'si, iskeleti
etkileyebilir . (6,7)

Son yillardaki kemoterapi, radyoterapi
ve diger onkolojik tedavilerdeki gelismeler
nedeniyle kemik metastazi olan hastalarin
yasam beklentisi artmigtir.Bu artan yasam
beklentisi kemik metastazlarinin insidansinin
artmasina ve patolojik kirik riskinde artisa yol
acmustir (7) . Uzun kemiklerde patolojik kirik
insidans1 kemik metastazi olan hastalarda
yaklasik% 10 ° dur (8,9).

Patolojik kirik gelisen metastatik
kemik tiimorli olgularin yaklagik 1.5 yila
yakin olan takip siliresinin sonunda %33.3"i
yasarken, 9%66.7'si ortalama 6.2 ayda
Olmiislerdir. Meme kanserine sekonder kemik
metastazi ve patolojik kiriklarinda, {giincii
ayda ortalama yasama oran1 %60, altinc1 ayda
ortalama yasama orani %40, alt1 ayin lizerinde
ise %20'dir (10).

Uzun kemiklerdeki patolojik kiriklar
malign siirecin terminal donem gostergesidir.
Primer hastaliktaki progresyon ve 6liim sebebi;
bu hastalarin biiyiik bir ¢ogunlugundaki sinirl
yasam beklentisidir. Bu nedenle her hastada
yagsam beklentisine gore patolojik kirik tedavi
stratejisi planlanmalidir.ileri evre malignitesi
olan hastada Uzun bir kemigin patolojik kirigi
Ozelikle femurdaki, hastayr daha da diskiin
hale getirmektedir. Femurda metastaz yerleri

Tablo 4: Olgularimizda uyguladigimiz cerrahi tedaviler ve sonuglari
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Olemlc Yag Cingpet  Priner Tamdr Kank Lolakzcpon Operasyon Tapseshy) MSISPmam SIS Skore{)
1 b E PostatCA Femur proksimal Femur proksimal rezeksiyon protezi 5 3 7%
2 E Ao Fermur dstal M-F sementasym 3 10 B
3 69 K RCC Femur proksimal Femur proksimal rezeksiyon protezi 9 25 8
4 5 E  ProshtC femur dstal MK sementieme 2 13 8
5 n K MM Femur proksimal ARIF 1 3 7%
] | K MemeCA Femur proksimal Femur proksimal rezeksiyon protesi 3 A 80
7 b E ProstatCA Femur proksimal Kiireta], sementasyon, IMKK 1 10 B
8 kil K Madgnmeboma  Femur proksimal Femur proksimal rezeksiyon protezi 2 10 3
9 8 K Anjiosarkom Femur proksimal iMKK 18 20 3
10 5 K MemeCA Femur proksimal Femur proksimal rezeksiyon protesi A PL] B
1 58 B Akcir(A Femur proksimal Femur proksimal rezeksiyon protezi 1 9 £/l
12 (] K MemeCA Femur proksimal MK sementieme 3 15 50
13 40 K MemeCA Femur proksimal IMKK sementieme 1 30
" i E  MemmCA Femur proksimal Femur proksimal rezeksiyon protesi 1 8 %
15 7% E ProstatCA Femur proksimal Femur proksimal rezeksiyon protezi 3 14 45
16 H E  Aoger@ Femur dafz MF, sementieme 1 10 3
17 70 K MemeCA Femur diafiz IMKK 4 13 LE]
18 8 E RCC Femur proksimal Femur proksimal rezeksiyon protesi | 16 53
19 63 E ProstatCA Femur diafiz Intercalar rezeksiyon protezi, augmentasyon 3 24 80
20 & K Prmenibelidmayan  Femur dafe M 3 5 B8
21 30 E Akcier(A Femur proksimal Femur proksimal rezeksiyon protezi 1 11 36
2 ] E  Primenibeli dmayan Femur proksimal MK 2 10 B
3 51 E MesaneCA Femur proksimal Femur proksimal rezeksiyon protezi 4 16 3
. | B K MemeCA Femur proksimal Femur proksimal rezeksiyon protezi 5 26 8%
25 52 K MM Femur proksimal Femur proksimal rezeksiyon protezi 1 11 3
26 K MemeCA Femur dstal MIF, sementieme 3 5 B8
7 2% K Synoval Sarkom Femur proksimal Femur proksimal rezeksiyon protezi 5 18 0
2 F K Akrer a Femur proksimal Femur proksimal rezeksiyon protezi 4 20 6
29 67 K MemeCA Femur proksimal BR4F ] 14 4%
30 5% E  Kmdwsarkam Femur proksimal Femur proksimal rezeksiyon protesi 3 13 3
31 63 K MemeCA Femur diafiz IMKK 14 18 80
32 & E  MesameCA Femur proksimal Femur proksimal rezeksiyon protezi 1 13 8
13 i E PostatCA Femur proksimal Femur proksimal rezeksiyon protezi 5 18 3
H 5 K RCC Femur proksimal Femur proksimal rezeksiyon protesi 3 18 &0
35 57 E RCC Femur proksimal Femur proksimal rezeksiyon protezi 18 25 8
36 Fl K MemeCA Femur dafe M 3 15 50
7 n K RektumCA Femur distal RRIF 1 10 3
38 % E MM Femur proksimal MIF, sementieme 3 1 3%
39 46 K MemeCA Femur distal Femur distaltimor rezeksiyon protezi 18 2 i

40 E: | E  Primenibeli dmayan  Femur proksimal Femur proksimal rezeksiyon protezi 5 28 B
41 ) E PostatA Femur proksimal Femur proksimal rezeksiyon protezi 1 16 53
42 u E  Rabdompskom  Femrdak MsiF &0 26 B8
4 66 E RCC Femur distal MR- sementasyon P 19 63
i 5 E RCC Femur proksimal Femur proksimal rezeksiyon protezi 4 26 8%
45 51 E Primeri belliolmayan Femur proksimal Femur proksimal rezeksiyon protezi 1 10 B

bes bolgeye ayrilabilir: Femur bas -boyun,
Pertrokanterik bdlge, Subtrokanterik bdlge,
femur diafiz ve distal femoral bolge olarak.
Patolojik  kiriklardaki  cerrahi  secenekler
anatomik lokalizasyonlarina gore
degerlendirilmelidir (8,11,12)

Cerrahi yontem ve implant se¢iminin
hasta sag kalimi agisindan roliinii tahmin
etmek ¢ok zordur.Birgok faktér hastalarin

yasam siiresini etkiler. Yas, preoperatif genel
saglik durumu, kanserin tiirli, metastaz yeri,
femura soliter yada multip]l metastaz
yapmasmin hasta sagkalimmi  etkiledigi
gosterilmistir (13,14).

Solid tiimorii olan hastalarin yaklagik
%4’iinde en sik olarak kosta, humerus ve
femurda patolojik kirik gelisir. Yiik tagimayan
kemiklerde hastanin performans durumuna ve
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survisine  gbre non-operabl yaklasgimlar
izlenebilmekle birlikte cerrahi dig1 yontemlerle
(traksiyon, atel uygulamalar1) alt ekstremite
metastatik lezyonlarina yaklasim, hastanin
fonksiyon, hayat kalitesi ve agri kontrolil
iizerine olumsuz etki yapmaktadir.

Ayni zamanda konservatif tedavinin
pulmoner emboli, pnémoni, yatak yaralar
acilmasi, osteopeni ve hiperkalsemi gibi hayati
yan etkileri oldugu i¢in tedavide cerrahiyi ilk
planda disiinmek gereklidir. Alt extremite
kiriklarinda  %16-35 oranlarinda  spontan
iyilesmeler goriilebilse de kirigin anatomik
yerlesim yeri ve tiimoriin histolojisi de bu konu
da 6nemlidir. Ornegin femur boynunun deplase
kiriklarinin veya akciger ca metastazina bagh
kiriklarda spontan iyilesme beklenemezken,
multiple myeloma’da bu oran 60% ‘lara ulagir
(15)

Calismamiza toplam 45 hasta dahil
edilmis olup bu hastalarin 24 ‘0 erkek 21 ‘i
kadindi. 38 hasta ilerlemis metastatik
hastaliklar nedeniyle ex olmus olup bu
hastalarin ortalama yasam siireleri 7.9 aydir.
Won-Sik Chay ve arkadaglarinin ¢aligmasinda
10.6 ay, Max Zacheri ve arkadaglariin
calismasinda 12 ay ve Johannes KM ve
arkadaslarinin c¢alismasinda ise altt ve on iki
aylik takiplerde tiim hastalarin sagkalimi
sirastyla% 45.0 ve% 35.0 idi (16,17,18).

Calismamizda femur bas, boyun,
trokanterik ve subtrokanterik kiriklart femur
proksimal patolojik kiriklar1 olarak tek bir
grupta degerlendirilmistir. 32 femur proksimal
patolojik kirig1 olan hastamizin 24 tanesine
genis timor rezeksiyonu + femur proksimal
tiimor rezeksiyon protezi, 5 tanesine IMKK +
sementleme, 3 tanesine kiiretaj+ sementleme +
internal fiksasyon uygulandi. Won-Sik Chay
ve arkadaslar1 c¢alismalarina aldiklart 19
proksimal patolojik kirigi olan hastanin 9’una
femur proksimal rezeksiyon protezi 10’una
IMKK uygulanmistir. ~ Johannes KM ve
arkadaslarinin c¢aligmasinda femur proksimal
kirigi olan 20 hastanin 12 ‘sine proksimal
femoral ¢ivi, 8’ine femur proksimal rezeksiyon
protezi uygulanmstir (16,18).

Hastalarimizin tim serilerdeki
ortalama postoperatif MSTS skoru % 57.6 (%
26- % 93) idi. Bu oran femur proksimali i¢in
ortalama % 57.3, femur diafiz i¢cin ortalama %
61.7, femur distal i¢in ortalama %54.6 olarak
bulunmustur. Tiim seride: Mitkemmel: 3 (% 6),
iyi: 12 (% 27), Orta: 16 (% 36), kot 14 (% 31)
sonu¢ elde edilmistir. Won-Sik Chay ve
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arkadaslarinin caligmalarinda ortalama
postoperatif MSTS skoru % 70 bulunmustur
(16).

Calismamizda hastalarin takiplerinde
komplikasyon bakimindan 12 hastada yiizeyel
yara yeri enfeksiyonu, 3 hastada operasyon
sonrast siyatik sinir arazi gelismis olup sonraki
takiplerinde 1 hastada ndrolojik defisitin
diizeldigi gbzlemlenmistir. Kiiretaj+
sementleme + internal fiksasyon yapilan 1
hastada implant yetmezligi gelismesi sonucu
IMKK + Augmentasyon yapilmustir. Proksimal
femoral protez yapilan 3 hastada luksasyon
gelismis olup bu hastalara agik rediiksiyon
yapilmistir. Won-Sik Chay ve arkadaslarinin
calismalarinda 1 hastada yiizeyel yara yeri
enfeksiyonu, 1 hastada lokal niiks ve 1 hastada
IMKK sonras1 implant yetmezligi gelismistir.
Max Zacheri ve arkadaslarinin ¢alismasinda 10
hastada cerrahi komplikasyon gelismis, 8
tanesine revizyon yapilmistir. 3 hastada da
PTE gelismistir (17).

Calismamizda femur proksimal, diafiz
ve distal grupta yapilan operasyonlarda en iyi
cerrahi  ve  fonksiyonel sonucu  timdr
rezeksiyon protezi yapilan hastalar vermistir.
Won-Sik Chay ve arkadaslarinin ¢aligmasinda
tiimor rezeksiyon protezi ve IMKK arasinda
istatistiksel olarak anlamli farklilik
saptanmamustir (16).

Patolojik kirikli olgularin  ¢ogunda
sistemik hastaligin ilerlemis olmasi ve bu
duruma bagli olarak takip siirelerinin kisa
olmasi caligmamizin limitasyonudur. Kanserli
olgularin ekstremite sikayetlerinin yakindan
takibi ve degerlendirilmesi ile hastada
patolojik kirik olusmadan bir ortopedi cerrahi
tarafindan degerlendirilmesi, bu tiir olgularin
yasam kalitesi ve siiresinin artmasina katkida
bulunabilir. Bizim klinigimizin avantaji bu tiir
hastalarin bize kemik korteksinde fazla kayip
olmadan gelebilmeleri ve bir¢ok olguda kapali
sistemlere yonlenebilmis olmamizdir.

Calismamizdaki olgularda en carpici
gbzlemimiz postoperatif donemde daha onceki
dayanilmaz timér agrisindaki meydana gelen
dramatik azalma olmustur. Oysa baska bir
sebepten  dolayr  uygulanan  prostetik
replasmanlarda hastanin agrisi ¢ogu kere ancak
narkotik analjeziklerle giderilebilmektedir.
Keza hastanin en kisa zamanda ayaga
kalkacagini biliyor olmasi ve kimseye muhtag
olmadan kendi isini kendisinin yapabilmesi bu
insanlarin  kaybolan yasam mutlulugunu
yeniden kazanmasina olanak saglamaktadir.
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Hastalarimizda tam kiir elde edilemese bile
tam veya tama yakin agri palyasyonu ve
bagkalarma ihtiyag duymaksizin kendi isini
kendisinin  yapabilecegi  kadar  hareket
palyasyonu elde edilmesi nedeniyle yaptigimiz
tedavinin basarili oldugunu diisiinmemize
sebep olmaktadir.

Uzun kemik metastazlarinin tedavi
algoritmasinin diizenlenmesi ve uygun cerrahi

tedavinin planlanmasi halen giiniimiizde
onemli bir problemdir. Tedaviye karar
vermede hastalarin evrelendirilmesinde

onkolojinin temel prensipleri uygulanmali ve
multidisipliner bir yaklagim sergilenmelidir.
Cerrahi tedavide amag¢ agriy1 azaltmak ve
sonrasinda hastaya yiik verebilecegi bir
ekstremite kazandirmaktir. Gerek internal
fiksasyon gerekse endoprotez uygulamalari;
metastaza bagh mevcut kemik
dekstritksiyonunun derecesi ve lokalizasyonun
yanisira hastanin genel durumu ve beklenen
yasam beklenti siiresi ile yakindan iligkilidir.
Uzun kemiklerde patolojik kiritk mevcudiyeti
arttk amputasyon ic¢in kesin bir endikasyon
olarak kabul edilmemekte ve kemoterapi veya
radyoterapi uygulamalar1 sonrasi ekstremite
koruyucu cerrahi tedaviler yapilabilmektedir.
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Relation between clinical, histopathological properties and microvessel
density assessed by CD105 and CD31 in prostate carcinoma

Prostat karsinomunda CD105 ve CD31 ile arastirilan mikrovaskiiler
yogunlugun klinik ve histopatolojik bulgularla iliskisi
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OZET

Giris ve Amag: Bu calismayi, prostat kanserinde, timdr dokusunda ve tiimér ¢evresinde CD105 ve CD31 ile
arastirilan mikrovaskiiler yogunlugun (MVY) histopatolojik ve klinik bulgularla iligkisini aragtirmak amaciyla
planladik.
Yontem ve Gerecler: Calismamizda, Patoloji Bolimiinde incelenmis 100 radikal prostatektomi materyali klinik
ve histopatolojik bulgular1 agisindan retrospektif olarak degerlendirildi. Her bir materyaldeki tiimor dokusuna ve
timor ¢evresine CD105 ve CD31 immiinohistokimyasal belirtecleri uygulandi. Tiimoral ve peritiiméral CD105
ve CD31 ile MVY ekspresyonu, klinik ve histopatolojik bulgularla karsilastirildi.
Bulgular: Tiimé6r dokusunda CD105 ve CD31 ile MVY, tiimor ¢evresindekinden anlamli olarak fazla bulundu
(p<0.001). Tiimdr ¢evresindeki CD105 ile boyanan damar sayisi, timor ¢evresindeki CD31 ile boyanan damar
sayisindan anlamli derecede diisiik bulundu (p<0.001). Timér dokusundaki CD105 MVY ile preoperatif serum
total PSA diizeyi, timor hacmi, perindral invazyon, lenf diigiimii metastazi ve lokal invazyon arasinda anlamli
iliski bulundu (sirasiyla r=0,338 ve p<0,001, p= 0,003, p= 0,009, p= 0,044). Timér dokusundaki CD31 MVY
ekspresyonu ile patolojik evre, cerrahi sinirda tiimoér bulunmasi ve vezikiiloseminalis invazyonu arasinda anlamli
iligski bulundu (sirasiyla 1=0,228 ve p= 0,022, p=0,034).Tiimér ¢evresindeki CD105 ve CD31 MVY ekspresyonu
ile klinik ve histopatolojik bulgular arasinda anlamli iligki goriilmedi (p > 0,05).
Tartisma ve Sonug¢: Timor dokusundaki CD105 ve CD31 MVY’nun, prognostik acidan onemli klinik
bulgularla iligkili olmasi, timor pogresyonunda anjiogenezin 6nemini vurgulamaktadir. Bu bulgu anti-anjiojenik
ajanlari igeren yeni tedavi modalitelerinin gelismesini saglayacaktir.
Anahtar Kelimeler: Prostat kanseri, CD31 Antijeni, CD105 Antijeni, Mikrovaskiiler yogunluk

ABSTRACT
Introduction: We designed this study in order to investigate the relation between histopathological and clinical
properties in prostatic carcinoma patients and microvessel density (MVD) of tumoral and peritumoral tissue,
assessed by CD105 and CD31 expression.
Methods: A total of 100 radical prostatectomy samples, have been evaluated retrospectively with clinical and
histopathological findings. Immunohistochemical markers of CD105 and CD31 were applied to the tumoral
tissue and surroundings of tumor. Relation between tumoral and peritumoral CD105, CD31 and clinical or
histopathological findings was evaluated.
Results: CD105 and CD31 together with MVD have been found more significant in the tumoral tissue than the
periphery (p<0,001). CD105 expression in the peritumoral tissue was significantly lower than the CD31
expression. A significant correlation has been found between CD105 MVD in the tumoral tissue and the
preoperative serum total PSA levels and tumor volume (r=0.259, p=0.009, r=0.198, p=0.049, respectively).
Tumoral CD105 expression was significantly higher in cases with perineural invasion, lymph node metastasis
and local invasion (p=0.003, p=0.009, p=0.044). CD31 expression was significantly correlated with pathological
stage (r=0.228, p= 0.022, p=0,034, respectively). Cases with seminal vesicle invasion and extracapsular
extension had with significantly higher CD31 MVD. No significant correlation was found between peritumoral
tissue MVD and clinical or histopathological findings.
Discussion and Conclusion: Finding of association between CD105 and CD31 in the tumoral tissue and
prognostic clinical findings, supports the importance of angiogenesis in tumoral progression. This may reveal
new treatment modalities for research involving anti-angiogenic agents.
Key words: Prostate Cancer, CD31 Antigen, CD105 Antigen; Microvessel density.
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Introduction
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Proliferation of tumor cells as well as
the support from adjacent cells are required for
the tumor tissue to grow. The formation of new
vessels inside the tumor is important (1). The
newly formed vessels are more fenestrated and
have thinner basement membranes than normal
vessels which lead to increased permeability
and leakage of tumor cells to the circulation.
Therefore, angiogenesis is an important
prognostic  marker for  metastasis  of
malignencies (2).

Prostate cancer is the third most
common malignancy worldwide after lung and
stomach cancer (3). The risk of prostate cancer
in men of every age is 9.7% (4). Taking into
consideration the importance of angiogenesis;
intratumoral microvessel density (MVD) has
first been searched in prostate cancer in 1993
by Weidner et al. (5). Evaluation of the
correlation between prognostic parameters and
angiogenesis is a topic that needs to be
searched. Clinical implications of these studies
may result in antiangiogenic treatment options,
which may reduce morbidity and mortality of
patients.

In order to determine the MVD,
antibodies such as CD31, CD34, Factor 8, von
Willebrand Factor and CD105 have been used
(6, 7), but there is no consensus about which
antibodies are best and should be used
primarily. ~ CD105  (endoglin) is a
transmembrane  glycoprotein,  which is
expressed by active endothelial cells (8). CD31
is a member of the immunoglobulin gene
superfamily, that is expressed on the surface of
hematopoietic and immune cells (9). While
CD105 stains only vessels associated with
tumors, CD31 is expressed in vessels both in
normal and malignant tissue. CD105 generally
stains lesser or no vessels in peritumoral
tissues (8).

We aimed to investigate the
relationship of MVD of both tumoral and
peritumoral tissues stained by CD105 and
CD31 with histopathological and clinical
findings in prostate cancer.

Materials and Method
For this retrospective study; samples of

the patients who had undergone radical
prostatectomy with the diagnosis of prostatic

22

cancer from January 2006 to December 2008
in a research hospital, were examined. Patients
who received neoadjuvant radiotherapy or
hormonal therapy before surgery, were
excluded. Age, preoperative serum total PSA
levels and local invasion findings were
recorded. Hematoxylin-Eosin stained slides
were reevaluated in terms of Gleason grade,
tumor volume, extracapsular  extension,
perineural invasion, seminal vesicle invasion,
pathological tumor stage and lymph node
metastasis. The pathological stage was
determined by using the TNM system, which
has been prepared by the '‘American Joint
Committee on Cancer (AJCC)' and the
'International Union Against Cancer (UICC)'in
the year 2002.

The region with highest Gleason score
was accepted as tumoral region. CD105
(Endoglin, TGF beta 1/3 receptor): Rabbit
polyclonal antibody, 200 pg/ml (Thermo
Scientific), 1/25 dilution and CD31 (PECAM-
1, Ab-1): Mouse antibody, klon JC/70A
(Thermo Scientific), 1/100 dilution antibodies
were applied. Tissues of third trimester
placentas (syncytiotrophoblast and vascular
endothelial cells) and tonsillar tissues (vascular
endothelial cells) were used as a control for
CD105 and for CD31, respectively.

The slides were evaluated with a light
microscope (Olympus, CX31). In order to
determine the MVD, the hot spot method was
used (5). Areas with the most intense
capillaries and small venules inside the tumor
tissue and tumor surroundings  were
determined with small magnification (x40 and
x100) and we counted four different areas with
big magnification (x400). Brown stained
endothelial cells or endothelial cell clusters,
that could be separated from the environmental
connective tissue or tumor cells, were
evaluated disregarding the presence of lumen.

Statistical Analysis: For the analysis
of the data the program SPSS 11.5 for
Windows was used. Whether the distributions
of continuous variables were normally or not
was determined by Shapiro Wilk test. While
nominal data was shown as number of cases
and percentage, mean = SD or median (min-
max) were used for continuous variables. The
differences of tumor volume, gleason score,
CD105 and CD31 between the groups, were
assessed by Mann Whitney U test. Whether
there is a statistical difference within the
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number of vessels stained with CD105 and
CD31 and the values in the tumor tissue and
tumor surroundings, was evaluated by
Wilcoxon sign test. Degrees of association
between continuous variables were evaluated
by Spearman’s Rank Correlation analyses. A p
value less than 0.05 was considered
statistically significant.

Original Article

Results

In this study we evaluated 100
prostatic cancer patients who meet the criteria.
Clinical and histopathological findings of the
patients are summarized in Table 1. The mean
number of blood vessels showing positive
immunoreactivity with CD105 and with CD31
in tumor tissue was 49.29 + 22.31 and 51.56 +
26.45 respectively whereas the median blood
vessel counts were 46 (15-128) and 49 (0—
146). The mean number of blood vessels in
peritumoral tissue stained with CD105 and
CD31 was 26.25 + 9.39 and 34.15 + 14.55.
The median counts of CD 105 and CD31 were
25.5 (0-53) and 30.0 (0-73) in peritumoral
tissues. Three cases showed no staining with
CD31 inside the tumor tissue but staining in
peritumoral tissue whereas one case showed
only tumoral staining. One case showed no
staining inside the tumor tissue but staining in
peritumoral tissue with CD105. Although there
was no significant difference between the
MVD of two antibodies in tumoral tissues
(p=0.527); the number of vessels stained with
CD105 in the peritumoral tissue were
significantly lower than CD31 (p<0,001).
MVD assessed by CD 105 and CD31 in
tumoral tissue was significantly higher than
MVD in the peritumoral tissues (p<0.001 and
p<0.001).

Within the histopathological properties
tumors with perineural invasion, lymph node
metastasis and local invasion showed a
significantly higher CD105 staining when
compared to the cases without these properties
(p=0.003, p=0.009, p=0.044, respectively)
(Table 2). CD105 staining showed a
statistically significant correlation with the
preoperative serum total PSA level and the
tumor volume (r=0.259, p=0.009; r=0.198,
p=0.049). No significant correlation between
the CD105 expression and the other
characteristics was  found.  Significant
correlation was found between the number of
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Table 1. Clinical and histopathological findings of
the patients

No (%)
Mean + SD Age (range) 64,94 +5,99
Preoperatif serum total
0-25 3(3)
2,5-10 52 (2)
>10 45 (45)
Mean £ SD tumor 9,84 +£17,29
<5 61
5-15 20
15-25 9
>25 10
Pathological Stage
PT2a 17 (17)
PT2b 16 (16)
PT2c 41 (41)
PT3a 11 (11)
PT3b 12 (12)
PT4 3(3)
Extracapsular Extension
Present 71
Absent 29
Perineural Invasion
Present 74
Absent 26
Invasion of the Seminal
Present 85
Absent 15
Lymph Node Metastasis
Present 7
Absent 93

vessels in tumoral tissue stained with
CD31 and the pathological stage (r=0.228,
p=0.022). The number of blood vessels in
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Table 2: Correlation of CD105 MVD with Histopathological Findings
Number Average Standard Median Minimum Maximum
of Cases MVD. Deviation MVD MVD MVD
Perineural Present 74 52,47 22,18 50 15 128
Invasion N/A 26 40,23 20,45 36 16 101
Lymph Node Metas_tatic 7 67,14 16,6 65 50 101
Reactive 93 47,94 22,17 44 15 128
Local Present 3 67,66 3,78 66 65 72
Invasion N/A 97 48,72 22,4 45 15 128
Table 3: Correlation of CD31 with Histopathological Findings
Number Average Standard | Median Minimum | Maximum
of Cases MVD. Deviation | MVD MVD MVD
Seminal Present 15 68,66 36,2 61 26 146
Vesicle N/A 85 48,54 23,34 48 0 122
Invasion
tumoral tissue stained with CD31 was the same method but with a

significantly higher in cases with seminal
vesicle invasion and extracapsular extension
(p=0.034 and p=0.048) (Table 3). There was
no significant correlation between CD31-MVD
in tumoral tissue and age, preoperative serum
total PSA levels, tumor volume, Gleason score,
perineural invasion, lymph node metastasis and
local invasion (p>0.05). CD105 and CD31-
MVD in the periphery was not correlated with
clinical and histopathological findings.

Discussion

This study investigated the CD105 and
CD31 antibodies and MVD inside the tumor
and in the periphery. For both antibodies, the
expression was higher inside the tumor
compared to the periphery, which supports the
presence of increased vascularity inside the
prostatic carcinomas.

A number of studies have been carried
out to identify the prognostic significance of
MVD in prostate cancer. Divergent data about
the relation between MVD and
clinicopathological parameters in prostate
cancer exists. Various antibodies were found to
be associated with prognostic factors in some
of the studies while some of the studies support
the opposing opinions. Miyata et al. explained
the reason for this discrepancy with different
methodology of measuring MVD in cancers
(10). In order to determine the MVD in our
study, the hot spot method of Weidner et al.,
has been used (5). Weidner at al. and Bono et
al. evaluated the MVD with a magnification of
200. (5, 11). In order to increase accuracy and
the counted areas, we evaluated the MVD with

magnification of 400 and in four different
areas.

In the literature, different antibodies
were searched for MVD in prostate cancer. In
one study the Factor 8 associated antigen was
assessed in 98 prostate cancers, 5 prostate
adenomas and 20 normal prostate tissues in
order to compare the MVDs (12). The MVD in
prostatic cancer has been found higher than
MVD in prostate adenoma and normal prostate
tissue (12). Kaygusuz et al. (13) reported that
angiogenesis mediators such as Vascular
Endothelial Growth Factor (VEGF), p53 and

Thrombospondin-1 ~ (TSP-1)  were
expressed more in prostatic tumors than
normal prostate tissue unlike basic Fibroblast
Growth Factor (bFGF) which did not differ in
tumors. A prostate core biopsy study reported
an association with the pathological stage and
MVD in prostatectomy specimens (14). They
also reported that it would be possible to guess
the pathological stage by looking at the MVD
in core biopsy (14).

While CD31 stains vessels both
associated with tumors and normal tissues,
CD105 is more specific to proliferating vessels
in tumoral tissues (8). Our study showed that
the CD105-MVD in the peritumoral tissue was
lower than the CD31-MVD. These findings
support that CD105 could be a potential
indicator  for  proliferating  epithelium.
Moreover, CD105 staining was observed
significantly lower after neoadjuvant hormonal
therapy (NHT), whereas many CD31 and
CD34 positively stained vessels were observed
in degenerate area of cancer tissues in patients
with NHT (7). As we excluded the patients
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who had neoadjuvant therapy, we can’t make a
comment on the effect of therapies on MVD
and relation with immunohistochemical agents.
There are studies reporting lack of CD31
expression in some of the tumors (2, 15) as we
also observed in three cases. But CD105
stained the tumor tissue in all of the samples.

The serum PSA level is an important
tumor marker used in the diagnosis and follow-
up of prostate cancer (16). From the
clinicopathological parameters searched, we
found a positive correlation  between
preoperative serum total PSA and CD105-
MVD inside the tumor tissue. Similarly, El-
Gohary et al. reported the same correlation
between MVD detected by CD105 in prostate
tumors and the preoperative serum total PSA
level in their study (2). Also finding of higher
CD105 staining in tumors with perineural
invasion, lymph node metastasis and local
invasion compared to the cases without these
properties support the prognostic significance
of CD105-MVD. Other studies also reported
an association between CD105 and Gleason
score, the local tumor stage and metastasis (2,
17).

Original Article

Regarding CD31-MVD, Silberman et
al. found out that cases with a Gleason score of
5-7, MVD, determined via CD31, is related to
the progression of the disease (18). Another
study however reported that CD31 does not
provide additional information with respect to
Gleason score and pathological stage in terms
of disease progression evaluation (19). In the
study that compared CD31 and MVD of needle
biopsy and radical prostatectomy material of
61 cases, a correlation between microvessel
density, pathological stage and the Gleason
score has been found (20). We found that
CD31-MVD was significantly associated with
seminal  vesicle invasion, extracapsular
extension and the pathological stage.

As a conclusion, we found higher
MVD in tumoral tissue compared to
peritumoral region. Staining with CD105 and
CD31 in the prostatic carcinomas is related to
the some of the clinicopathological properties
of patients and this finding makes these
markers  promising markers for future
treatment modalities.
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Invasive Device Related Nosocomial Infections in Adult Intensive Care
Unit of an Oncology Hospital: Evaluation of Five Years
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OZET
GIRIS ve AMAGC: Invaziv arag iliskili hastane enfeksiyonlari siirveyansinin enfeksiyon kontrol 6nlemlerinin
planlanmasinda 6nemli rolii vardir. Bu caligmada amacimiz, 2009-2013 yillar1 arasinda yogun bakim iinitesinde yatan
hastalarda invaziv arag¢ iligkili hastane enfeksiyonlarinin degerlendirmesi ve malignite varliginin mortalite oranlar
tizerindeki etkisini aragtirmaktir.
YONTEM ve GERECLER: Hastanemiz yogun bakim iinitesinde hastane enfeksiyonlarina yénelik aktif siirveyans
yapilmaktadir. Hastalara ait veriler Ulusal Hastane Enfeksiyonlar1 Stirveyans1 Ag1 kayitlarindan alimmustir. Mikroorganizma
tanimlamasi klasik yontemlerle yapilmis, VITEK 2 otomatize sistem ile teyit edilmistir. Hastane enfeksiyonu tanis1 “Centers
for Diseases Control and Prevention” kriterlerine gére konulmustur.
BULGULAR: Yogun bakim iinitesinde hastane enfeksiyonu insidansi bu donem iginde ortalama 40,75/1000 hasta giinii
olup, %85-100"{inii invaziv arag iligkili hastane enfeksiyonlari olusturmustur. Santral ven6z kateter kullanim orani ile santral
vendz kateter iligkili kan dolasimi enfeksiyonu hizlarinda bes yilda anlamli azalma saptanmustir (p= 0,0005). Santral vendz
kateter iliskili kan dolasimi enfeksiyonlar1 ve ventilator iliskili pndmonilerde Gram negatif basiller daha fazla izole edilmis
ve Ozellikte Acinetobacter spp’ nin 6nemli sorun teskil ettigi gdzlemlenmistir. Kateter iligkili iiriner sistem enfeksiyonlarinda
Gram negatif basiller ve kandidalar en cok izole edilen mikroorganizmalar olmustur. Invaziv ara¢ iligkili hastane
enfeksiyonu gelisen maligniteli hastalarda yogun bakim mortalite oran1 2013 yilinda, diger hastalara gére anlamli olarak
daha yiiksek bulunmustur (p=0,010).
TARTISMA ve SONUC: Hastanemizde santral venoz kateter iligkili kan dolasimi enfeksiyonu hizlarinda bir miktar
gerileme varken diger invaziv arag iliskili enfeksiyonlarin yiiksek seyrettigi gozlemlenmistir. Yogun bakim tinitemizde
Acinetobacter spp enfeksiyonlarmin ciddi bir problem olusturdugu ortaya ¢ikmustir. Ayrica invaziv arag iligkili hastane
enfeksiyonu olan hastalarda malignite varligimin yogun bakim mortalite oranlarini artirdig1 gézlemlenmistir.
Anahtar Kelimeler: invaziv arac, hastane enfeksiyonlari, yogun bakim iinitesi, mortalite, malignite

ABSTRACT
INTRODUCTION: Surveillance of invasive device related nosocomial infections is important for planning infection
control procedures. We aimed to evaluate these infections in intensive care unit patients during the period between 2009 and
2013 and the effect of malignancy on mortality rates in this group.
METHODS: Surveillance of nosocomial infections is done prospectively in our intensive care unit. The data of patients
were recorded from our national surveillance system. The causative microorganisms of nosocomial infections were
classified by conventional methods and verified by VITEK 2 automated system. “Centers for Diseases Control and
Prevention” criteria were used to diagnose nosocomial infections.
RESULTS: Mean nosocomial infection incidence in this period was 40,75/1000 patient days and 85-100% of them were
invasive device related nosocomial infections. We found that the usage of central venous catheter and catheter related
bloodstream infection rates were declined significantly during this period (p: 0,0005). Gram negative bacilli, especially
Acinetobacter spp were the most common microorganisms that caused catheter related blood stream infections and ventilator
associated pneumoniae. Gram negative bacilli and Candida spp. were the most common microorganisms causing catheter
related urinary tract infections. Intensive care unit mortality rates were statistically higher in patients with malignancy than
the others in 2013 (p:0,010).
DISCUSSION AND CONCLUSION: We observed that catheter related blood stream infection rates were decreased
during the study period while catheter related urinary tract infections and ventilator associated pneumoniae rates did not
change during the study period. Acinetobacter baumannii is a serious problem in our intensive care unit. We observed that
intensive care unit mortality rate is higher in patients with invasive device related nosocomial infections in the presence of
malignancy.
Keywords: Invasive device, nosocomial infections, intensive care unit, mortality, malignancy
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Giris

Invaziv arac iliskili hastane enfeksiyonlari,
santral/periferik vendz kateter, iiriner sistem
kateteri ve mekanik ventilasyon gibi invaziv
uygulamalardan 48 saat sonra baslayan
enfeksiyonlardir  (1).Invaziv —ara¢ iliskili
hastane enfeksiyonlar1 (IAIHE), yogun bakim
{initelerinde (YBU) morbidite ve mortalitenin
en 6nemli nedenlerindendir (2). Malignite gibi
altta yatan agir hastaliklar, genis spektrumlu
antibiyotik kullanimi1 ve invaziv girisimler
YBU’lerindeki enfeksiyon oranlarini
artirmaktadir. Enfeksiyon kontrol tedbirleri ile
bu enfeksiyonlarin  6nemli bir  kism
onlenebilir.  YBU’lerinde IAIHE  aktif
siirveyanst yapilmasiyla ayni hastanede ve
hastaneler arasinda, hastane enfeksiyonlarinin
kargilagtirmasi ve uygun kontrol dnlemlerinin
planlanmasi miimkiin olabilmektedir. Centers
for Diseases Control and Prevention (CDC) ve
National Nosocomial Infection Surveillance
(NNIS) tarafindan onerilen formiillere gore
hesaplanmis hastane enfeksiyonu insidans
dansitesi (HEID) ve IAIHE hizlari, benzer
kurumlar arasinda karsilagtirma yapmada iyi
bir Ol¢lit olusturmaktadir (3.4). Saglk
Bakanligt Ulusal Hastane Enfeksiyonlar
Siirveyans Agi (UHESA) birimi tarafindan
aciklanan yillik silirveyans raporlar1 da
iilkemizdeki hastanelerin raporlarini
gozlemleme ve kiyaslama imkani saglamigtir.
Bu c¢alismada hastanemiz yogun bakim
iinitesinde 2009 - 2013 yillarinda saptanan
invaziv arag iligkili hastane enfeksiyonlar1 ve

malignite  varligmin  mortalite  oranlar
iizerindeki  etkisi  retrospektif = olarak
irdelenmistir.

Yontem ve Gerecler

Hastanemiz ~ Anestezi ve  Reanimasyon
YBU’sinde yatan hastalarda 2009-2013
yillarinda gelisen IAIHE’ lar1 hastaya ve
laboratuvara dayali aktif siirveyans yontemi
ile enfeksiyon kontrol hemsireleri ve
enfeksiyon kontrol hekimi tarafindan izlenmis
ve kaydedilmistir.Hastane enfeksiyonu tanilar
CDC tanim kriterlerine goére konulmustur.
Yatan hasta sayisi, yatis glnli, mekanik
ventilatér (MV) giinii, iriner kateter (UK)
glini ve santral vendz kateter (SVK) giinii,
gelisen enfeksiyon sayis1 ve tipi ile ilgili
veriler hesaplanmustir.
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Hastane enfeksiyonu insidansi: HE sayist /
hasta yatis gtinii x 1000

Invaziv ara¢ kullanim oranlari: invaziv arag
kullanim giinii / hasta yatis giinii

Invaziv _arag iliskili hastane enfeksiyonu
hizlari: yillik arag iliskili HE sayis1 / invaziv
ara¢ kullanim giinii x1000

Hastane enfeksiyonu etkeni olarak izole edilen
mikroorganizmalar Mikrobiyoloji
Laboratuvari’nda  tanimlanmistir.Etkenlerin
tanimlanmas1 i¢in konvansiyonel yontemlerin
yan sira VITEK 2 (Biomerieux, France) tam
otomatize  bakteri  tanmimlama  sistemi
kullanilmigtir. Hastalarin tanist  (malignite
tanis1 olan ve olmayan) ve tedavi sonucu
(yogun bakimdan taburcu veya yogun
bakimda Oliim) yogun bakim {nitesi
kayitlarindan alinmastir.

Aralik  2012’den itibaren yogun bakim
tinitesinde invaziv ara¢ bakiminda “bundle”
sistemi  uygulamasit  baglatilmigtir.  Bu
uygulamaya gore intravendz kateterlerde,
aseptik sartlara uyulmasi, temas Oncesi el
hijyeni, pansumanin aseptik  kurallara
uygunlugu, intravendz tedavilerin aseptik
kurallara uygun olarak yapilmasi ve her giin
kateterin  gerekliligi  kontrol  edilmistir.
Mekanik ventilatér uygulanan hastalarda ise
“bundle” uygulamasinda agiz bakimi, yatak
basimin 30-45 derece yiiksek olmasi, peptik
tlser ve derin ven tromboz profilaksisi,
aspirasyonun uygun ve aseptik yapilmasi,
ventilator devrelerinin temizligi, subglotik tiip
uygulanmasimin kontrolii ve kaf basincinin
Monitorizasyonu, iiriner kateter bakimi ile
ilgili ise uygun torba pozisyonu, kateterin
bacaga sabitlenmesi, konumunun uygunlugu,
torbanin  yere degmemesi ve uygun
bosaltilmasi kontrol edilmistir.

Istatistiksel Analiz

Sonuglar, SPSS 16.0 (Chicago, IL)
programina kaydedilmis, verilerin dagilimima
gore parametrik ve non-parametrik testler
yapilmistir. Invaziv arag¢ iliskili hastane
enfeksiyonu gelisen hastalarda mortalite
oranlar1 malignitesi olan ve olmayan hastalar
arasinda ve yillara gore kiyaslanmigtir. Hazard
ratio mortal olan ve olmayan hastalarda risk
faktor (malignite) varligi karsilagtirilarak
hesaplanmustir.
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Hastanemiz Anestezi ve Reanimasyon YBU’si
12 yatakli olup hematolojik/solid organ
malignitesi ve malignite dis1 tanis1 olan
hastalar takip edilmektedir. ~Calismanin
yapildigi yillarda giin i¢inde her 2 hastaya bir
hemsire, gece nobetleri ve hafta sonlarinda ise
3 hastaya bir hemsire bakim vermistir. Bu
iinitede 2009-2013 yillar1 arasinda yillik
ortalama 3400 hasta giinii ile hasta takip
edilmistir.

Hastane enfeksiyonlar1 insidans1t YBU’ sinde
2009 yilinda 40,17/1000, 2010 yilinda
42,35/1000, 2011 yilinda 43,42/1000, 2012
yilinda 37,87/1000 ve 2013 yilinda ise
39,98/1000 hasta giinii olarak hesaplanmustir.
Bes yillik ortalama hastane enfeksiyonu
insidanst  40,75/1000 hasta gilinli olarak
bulunmustur. YBU’ sinde en sik saptanan
enfeksiyonlar kan dolasimi enfeksiyonlari,
pnomoni ve {riner sistem enfeksiyonlar
olmustur. Hastane enfeksiyonlarin %385-
100’ini  invaziv  ara¢ iliskili  hastane
enfeksiyonlart  olusturmustur, IAIHE/HE
oranlarinin yillara gore dagilimi tablo 1’de
sunulmustur.

Yogun bakim {initesinde invaziv ara¢ kullanim
oranlar1 ve IAIHE hiz1 yillara gére ve National
Healthcare Safety Network (NHSN) ve
UHESA persentilleri ile kiyaslamali olarak
tablo 2’de sunulmustur. Mekanik ventilasyon
kullanim oranmi ve ventilator iliskili pnémoni
(VIP) hizlan, iiriner kateter kullanimi ve
kateter iliskili iiriner sistem enfeksiyonu (Ki-
USE) hizlarinda yillara gére anlamli fark
saptanmamistir ( p> 0,05). Santral vendz
kateter (SVK) kullanim orani ile santral venoz
kateter iliskili kan dolagimi enfeksiyonu
(SVKI-KDE) hizlarinda bes yilda anlamh
azalma saptanmistir (p=0,0005).

Izole edilen mikroorganizmalar
incelendiginde; invaziv arag iligkili hastane
enfeksiyonlarinda bes yilda Gram negatif
bakteriler %75 oranlarla Gram pozitiflere
(%15,3) ustlinliik gostermis olup, kandidalar
ise  %9,4 oraninda izole edilmistir.
IAIHE’larindan izole edilen
mikroorganizmalar tablo3-5’te gosterilmistir.

Invaziv ara¢ iliskili hastane enfeksiyonu
gelisen malignite tanmist olan ve malignite
tanisi olmayan hastalarin sayisi tablo 6’da
verilmistir.

Yogun bakim iinitesinde IAIHE gelisen
hastalarda yogun bakim mortalite oranlarinin
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bes yillik seyri Grafik 1°de goriilmektedir.
Malignite tanist olan hastalarda yogun
bakimda mortalite gelisimi, malignite tanist
olmayan hastalara gére 2012 yil1 diginda daha
yiiksek olup, 2013 yilinda bu oran istatistiksel
olarak da anlamli bulunmustur ( p: 0,010,
hazard ratio: 3,63 %95 confidence interval:

1,4-9,44).

Yogun bakim {iinitemizde invaziv arag
bakiminda  “bundle”  sistemine  uyum
degerlendirildiginde, 2012 yilinda

uygulamaya uyum %90, sonraki yillarda ise
SVK bakiminda uyum %100, mekanik
ventilasyonda kaf basincinin monitorizasyonu
yapilamadigindan uyum %90, {riner kateter
bakiminda ise zaman zaman idrar torbasinin
uygun sekilde bosaltilmadigi ve uyumun
%80’e diistligii tespit edilmistir.

Tartisma

Yogun bakim hastalari, altta yatan ciddi
hastaliklar1 olan, konak savunma
mekanizmalar1 bozulmus, invaziv girisimlerin
sik olarak uygulandigi hastalardir. Bu nedenle
diger hastane birimlerine goére bu {initelerde
enfeksiyonlar 5-10 kat daha fazla goriilmekte
ve daha ciddi sonuglara yol agabilmektedirler
(5). Bizim calismamizda HE insidans1 2009-
2013 arasinda ortalama 40,75/1000 hasta giinii
olup, bu enfeksiyonlarin  %85-100{ini
IAIHE’lar1  olusturmustur.  Ulkemizdeki
YBU’lerinde yapilan galismalarda HE hizlart
%5.3 ile %56.1 arasinda degismektedir (5-9).
Hastanemizin, YBU’sinde yatan hastalari
genellikle  komplike  onkolojik  cerrahi
girisimler yapilmig, kemoterapi / radyoterapi

almis veya almakta olan, hematolojik
maligniteli  hastalar veya kok hiicre
transplantasyonu yapilmis hastalar
olusturmaktadir. Dolayisiyla  hastalarin
¢ogunun immiin sisteminin  baskilanmig

olmasi, invaziv ara¢ ve genis spektrumlu
antibiyotik kullaniminin sik ve siiresinin uzun
olmasi, yogun is yiikii nedeniyle enfeksiyon
kontrol Onlemlerine uyumun azalmasi, bu
yiiksek enfeksiyon oranlarini aciklayabilir.

Ulkemizde yayinlanan bazi galismalarda ve
EPIC 1II galigmasinda, YBU’lerinde en sik
gorillen HE tiirleri pndomoni, bakteremi ve
USE olarak  siralanmaktadir.  (1,10,11).
Hastanemiz ~ YBU’sinde IAIHE’larina
bakildiginda 2009 ve 2010 yillarinda siklik
acisinda sirayla SVKi-KDE > Ki-USE > VIP
gelmekteyken, 2011-2013 yillarinda bu
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siralama VIP > Ki-USE > SVKI-KDE
seklinde degismistir (Tablo 1). Bu siralama
farkli merkezlerde degisiklik gostermektedir.
Bu durum, her hastanenin siirveyans verilerine
dayanarak  kendi  enfeksiyon  kontrol
politikasint  gelistirmek ve  Onceliklerini
belirlemek zorunda oldugunun bir kanmitidir
(12, 13).Merkezimiz yogun bakim iinitesinde
Aralik  2012’den itibaren invaziv arag
bakiminda “bundle” sistemi uygulamasi
baglatilmistir. Verilerimize bakildiginda bu
uygulama ile birlikte SVK kullanim orani ve
SVKI-KDE hizinda basarih  bir  diisiis
saglanmigken {triner kateter ve ventilator
kullanim oranlart ve enfeksiyon hizlarinda
ayni basar1 elde edilememistir (Tablo 2).
Bunun nedenleri; yogun is yiikii ve bazen
malzeme eksikligi (6rn; mekanik
ventilasyonda kaf basicinin
monitorizasyonunun yapilamamasi) nedeniyle
“bundle” uygulamasinin o6zellikle gece ve
hafta sonu nobetlerinde bakim  veren
hemsireler tarafindan tam yerine
getirilememesi, yogun bakim {initemizde
yatan  hastalarin  c¢ogunlukla  komplike
malignite tanili olmalar1 ve uzun siire yogun
bakim yatis1 nedeniyle hastane enfeksiyonu
etkeni olan direngli mikroorganizmalar ile
kolonizasyonu ve ileri evre malignite tanisi
olan hastalarin palyatif bakim servisinde yatak
sayisinin kisitli olmasindan dolay1 Anestezi ve
Reanimasyon YBU’sine endikasyon dist
yatirilmasi sayilabilir.

Yogun bakim iinitelerinde bir¢ok g¢aligmada
[AIHE larinda Gram negatif
mikroorganizmalarin daha baskin oldugu
bildirilmistir. (13,14). Bizim ¢alismamizda da
YBU’sinde 5 yilda elde edilen tiim IAIHE
etkenlerinde Gram negatifler Gram pozitiflere
ustiinliik gostermistir.

Enfeksiyon etkenlerinin spesifik bolgelere
gore dagilimina bakildiginda; bes yillik siirede

SVKI-KDE’larinda Gram negatif
mikroorganizmalar Gram pozitif
mikroorganizmalardan daha fazla izole

edilmis ve ozellikte Acinetobacter spp.‘nin
Oonemli sorun teskil ettigi gdzlemlenmistir.
Halbuki iilkemizde yapilan pek ¢ok ¢alismada
Gram pozitif koklarin bu enfeksiyon tiiriinde
daha sik goriildiigii bildirilmistir (15,16)

Kateter iligkili iiriner sistem
enfeksiyonlarinda; Gram negatif
mikroorganizmalar ve kandidalar en ¢ok izole
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edilen mikroorganizmalar olmustur. Benzer
sekilde USE ataklarinda Gram negatif basiller
ve kandida tiirlerinin baskin oldugunu bildiren
bir ¢ok calisma vardir (7,13,16, 17). VIP’de
Gram negatif mikroorganizmalar c¢ogunlukla
izole edilmis ve 2009’dan baglayan bes yillik
periyotta A. baumanii etken olarak ilk sirada
yer almustir. Acinetobacter tiirlerinin sikligi
hastanemizde oldugu gibi ililkemizde ve diger
tilkelerdeki baz1 merkezlerde de giderek artig
gostermektedir (5,16,18)

Yogun bakim iinitesinde malignite

varligmin  mortalite {izerindeki etkisinin
aragtirlldign  ¢aligmalarda farkli  sonuglara
ulasilmistir. Bir ¢alismada ileri evre ve genel
durumu kritik olan maligniteli hastalarda
malignite tanis1 olmayanlara kiyasla YBU nde
mortalite oran1 daha yiiksek bulunmustur ve
palyatif tedavi asamasina gelmis ileri evre
maligniteli hastalarda yogun bakim servisine
yatisin  tartismali  bir  konu  oldugu
diistiniilmiistiir (19).
Bir cerrahi YBU’nde vyapilan diger bir
caligmada ise malignite varligi 12 ay sag
kalimi etkilemedigi, ileri yas, taburculukta
SAPS (simplified acute physiology score)
indeksin yliksekligi ve uzun siire YB yatisi,
sag kalim etkileyen faktdrler olarak
bildirilmistir (20). Tayland’da yapilan bir
arastirmada YBU’ne yatirilan hematolojik
maligniteli hastalarda tedavi sonucu ve erken
mortalite risk faktorleri degerlendirilmis,
mortalite oran1 %55,2 bulunup, nétropeni,
mekanik ventilasyon, vazopresor kullanimi,
kreatinin yiiksekligi ve APACHE Il (Acute
Physiology And Chronic Health Evaluation I1)
skorunun yiiksek olmasi mortaliteyi etkileyen
onemli risk faktorleri olarak belirlenmistir
(21). Brezilya’da 28 YBU’sinde mekanik
ventilasyon (invaziv veya non invaziv)
ihtiyac1 olan yetiskin kanser hastalarinda
yapilan bir prospektif kohort caligmasinda
mortaliteyi etkileyen faktorler ve tedavi
sonuglar1 degerlendirilmistir. Invaziv mekanik
ventilasyon uygulanan hastalarda mortalite
orani yiiksek (%73) bulunmus ve ileri evre
malignitenin,  sonucu  k&tii  etkiledigi
bildirilmistir. Merkezimiz YBU’sinde genelde
malignite tanis1 olan hastalarimizda mortalite
orant malignite tanis1 olmayan hastalara
kiyasla daha yiiksek olup, 2013 yilinda bu fark
istatistik olarak da anlamli bulunmustur.
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Tablo 1: Yogun bakim iinitesinde yillara gore invaziv Arag iliskili Hastane Enfeksiyonu / Hastane Enfeksiyonu

oranlari
HE tipi 2009 2010 2011 2012 2013
IAIHE/HE (%) | IAIHE/HE (%) | IAIHE/HE (%) | IAIHE/HE (%) | IATHE/HE
(%)
SVKIi-KDE/KDE | 48/52 48/53 (90,56) | 35/35 (100) 30/35 (85,71) | 23/27
(92,30) (85,18)
VIP/Pnémoni 30/31 36/36 (100) 59/59 (100) 53/53 (100) 76/76
(96,77) (100)
KI-USE /USE 26/26 35/35 (100) 48/48 (100) 43/43 (100) 47/48
(100) (97,91)
Diger 0/4 0/8 (0,00) 0/8 (0,00) 0/3 (0,00) 0/6
(0,00) (0,00)
Toplam 104/113 119/132 142/150 126/134 146/157
(92,03) (90,15) (94,66) (94,02) (92,99)

HE: Hastane Enfeksiyonu, IATHE: Invaziv Arag Iliskili Hastane Enfeksiyonu, SVKI-KDE: Santral Vendz
Kateter Iliskili Kan Dolagimi Enfeksiyonu, KDE: Kan Dolagimi Enfeksiyonu, VIP: Ventilator Iliskili Pnémoni,
KIi-USE: Kateter iliskili Uriner Sistem Enfeksiyonu, USE: Uriner Sistem Enfeksiyonu

Tablo 2: Invaziv ara¢ kullanim oranlar1 ve invaziv arag iliskili hastane enfeksiyonlar1 hizlarinin yillara gore
dagilimi. NHSN ve UHESA persentilleri ile kiyaslamali

Yil MV kullanim | VIP UK kullanim | KI-USE SVK SVKIi-KDE
orani hizi orani hizi kullanim iz
orani
2009 0,61 17,46 0,94 9,86 0,74 23,01
NHSN >90 >90 >90 >90 >90 >90
UHESA 75-90 50-75 50 >90 50-75 >90
2010 0,63 18,23 0,95 11,86 0,78 19,74
NHSN >90 >90 >90 >90 >90 >90
UHESA 50 75 25 >90 75 >90
2011 0,71 24,10 0,95 14,57 0,83 12,15
NHSN >90 >90 >90 >90 >90 >90
UHESA 75 75 25 >90 75-90 >90
2012 0,73 20,39 0,95 12,81 0,74 11,50
NHSN >90 >90 >90 >90 >90 >90
UHESA 75 75 25 >90 75 75-90
2013 0,69 28,14 0,93 12,83 0,63 9,35
NHSN - - - - - -
UHESA 50-75 >90 10-25 >90 50 75

MV: Mekanik Ventilatér, VIP: Ventilator Tliskili Pnémoni, UK: Uriner Kateter, KI-USE: Kateter iliskili Uriner
Sistem Enfeksiyonu, SVK: Santral Vendz Kateter, SVKI-KDE: Santral Vendz Kateter iliskili Kan Dolagim

Enfeksiyonu
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Tablo 3: Santral vendz kateter iligkili kan dolagimi enfeksiyonlarindan izole edilen mikroorganizmalarin yillara

gore dagilimi

Mikroorganizma 2009 2010 2011 2012 2013
N(%) N(%) N(%) N(%) N(%)
Acinetobacter spp 10 (20,83) 12(25) 5 (14,29) 7 (23,33) 10 (43,47)
Pseudomonas spp 7 (14,58) 4(8,33) 3(8,58) 2 (6,67) 0 (0,00)
Ecoli 8 (16,66) 2(4,16) 1(2,85) 2 (6,67) 1(4,34)
Klebsiella spp 6(12,51) 11(22,91) 3(8,58) 2 (6,67) 1(4,34)
S.aureus 3(6,25) 0 (0,00) 1(2,85) 0 (0,00) 1(4,34)
KNS 4 (8,34) 11(22,91) 14 (42) 11 (36,66) 6 (26,14)
Enterococcus spp 4 (8,33) 4(8,33) 2 (5,71) 2 (6,67) 1(4,34)
Candida spp 5 (10,41) 0(0,00) 1(2,85) 4 (13,33) 2 (8,69)
Diger 1(2,09) 4(8,33) 5 (14,28) 0 (0,00) 1(4,34)
Toplam 48(100) 48(100) 35 (100) 30 (100) 23 (100)

KNS: Koagiilaz negatif stafilokoklar, Diger: Seratia spp, viridans sterptokoklar, Proteus spp, Stenotrophomonas

spp, Enterobacter spp

Tablo 4: Kateter iliskili iiriner sistem enfeksiyonlarindan izole edilen mikroorganizmalarin yillara gore dagilimu

Mikroorganizma 2009 2010 2011 2012 2013
N(%) N(%) N(%) N(%) N(%)
Acinetobacter spp 2 (7,71) 7 (20) 7 (14,58) 14 (32,55) 4 (8,51)
Pseudomonas spp 8 (30,76) 9 (25,71) 2 (4,16) 2 (4,65) 3 (6,38)
Ecoli 6 (23,07) 3(8,57) 12 (25) 6 (13,95) 7 (14,89)
Klebsiella spp 1(3,84) 4(11,42) 7 (14,58) 2 (4,65) 6 (12,78)
Enterococcus spp 3(11,53) 0 (0,00) 5(10,41) 4(9,3) 9 (19,15)
Candida spp 4 (15,38) 10 (26,55) 9 (18,75) 8 (18,62) 16 (34,04)
Diger 2(7,71) 3(8,57) 6 (12,50) 7 (16,28) 2 (4,25)
Toplam 26 (100) 35 (100) 48 (100) 43 (100) 47 (100)
Diger: Seratia spp,viridans sterptokoklar, Proteus spp, S.aureus, koagiilaz negatif stafilokoklar,
Stenotrophomonas spp, Enterobacter spp
Tablo 5: Ventilator iliskili pnomonilerden izole edilen mikroorganizmalarin yillara gore dagilimi
Mikroorganizma 2009 2010 2011 2012 2013
N(%) N(%) N(%) N(%) N(%)
Acinetobacter spp 13 (43,34) 17 (47,23) 32 (53,23) 35 (66,03) 39 (51,31)
Pseudomonas spp 10 (33,34) 8 (22,22) 10 (16,94) 10 (18,90) 14 (18,42)
Klebsiella spp 1(3,33) 6 (16,66) 5 (8,47) 3 (5,66) 11 (14,49)
Candida spp 1(3,33) 0 (0,00 0 (0,00) 0 (0,00 3(3,94)
Diger 5 (16,66) 5 (13,88) 12 (20,33) 5(9,43) 9(11,84)
Toplam 30 (100) 36 (100) 59 (100) 53 (100) 76 (100)

Diger: Seratia spp, viridans sterptokoklar, Proteus spp, S.aureus, Koagiilaz negatif stafilokoklar , Enterococcus
spp, Stenotrophomonas spp, Enterobacter spp , Aspergillos spp
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Tablo 6: Yogun bakim {initesinde invaziv arag iligkili hastane enfeksiyonu saptanan

maligniteli ve malignitesiz hasta sayist

YIL Maligniteli hasta Malignitesiz hasta Toplam hasta sayisi
Sayis1 Sayis1

2009 26 (%52) 24 50

2010 15 (%33) 30 45

2011 39 (58) 28 67

2012 40 (58,8) 28 68

2013 49 (%55) 40 89

G

rafik 1: Yogun bakim Unitesinde invaziv arag iliskili hastane enfeksiyonu saptanan malignite tanili ve
malignitesiz hastalarda yillar icinde mortalite oranlari

IAIHE: invaziv Arag iliskili Hastane Enfeksiyonu

Sonug¢

Hastanemizde SVKI-KDE hizlarinda bir
miktar gerileme varken VIP ve KIi-USE
hizlarmin yiiksek seyrettigi gozlemlenmistir
ayrica hastanemiz YBU’sinde Acinetobacter
spp enfeksiyonlarmin ciddi bir problem
olusturdugu ortaya c¢ikmustir.  Mekanik
ventilatdr ve {riner kateter bakiminda
“bundle” uygulamasina dikkatlice uyulmasi ve

bu konuda uzmanlarm ve yogun bakim
personelinin  siirekli egitim ve denetimi
gerektigini  diiglinmekteyiz. Elde ettigimiz
sonuglara gore invaziv ara¢ iligkili hastane
enfeksiyonu olan yogun bakim hastalarinda,
malignite varligi sagkalimi etkilemektedir.

Cikar catismasi:Calismacilar arasinda gikar
catigsmast yoktur, calisma icin herhangi bir
finansal destek alinmamustir.
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Prostat Kanseri Duodenum Metastazi: Nadir Olgu Sunumu

Duodenum Metastasis of Prostate Cancer: A Rare Case Presentation
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OZET
Prostat kanseri erkeklerde ¢ok sik goriilen bir kanserdir. En sik metastaz yerleri lenf nodu ve kemiklerdir. Ancak
uzun sag kalim siiresi olan hastalarda nadir olarak hipofiz, larinks ve cilt tutulumu da olabilmektedir.
Gastrointestinal sistem tutulumlar1 da ancak vaka sunumu seklinde literatiirde bildirilmistir. Duodenum
metastazi, 2014 yilina kadar 3 vakada bildirilmistir. Biz de yaygmn kemik metastatik olan bir hastada gelisen
izole duodenum metastazli hastay1 sunmay1 amagladik.
Anahtar Kelimeler: Anahtar Kelimeler: Prostat kanseri, Metastaz, Duodenum.

ABSTRACT
Prostate cancer is the most common cancer in males. The most common metastatic regions for prostate cancer
are the lymph nodes and bone. Unexpected metastasis sites, such as the pituitary gland, larynx, and skin, have
been reported which is associated with long survival. Gastrointestinal system involvement has been also reported
as case presentations. Until 2014, duodenum metastasis was reported in three patients. Herein, we aimed to
present a patient who had widespread bone metastasis, as well as isolated duodenum metastasis at diagnosis.

Keywords: Prostat cancer, Metastasis, Duodenum

Introduction

Prostate cancer is the most common cancer in
males. In the US, it is estimated that there will
be 233,000 new diagnoses, and approximately
29,480 mortalities in 2014 (1). According to
the 2009 cancer statistics in Turkey, it is the
second most common cancer after lung cancer.
It has an incidence of 36.1/100,000 (2).

Twenty percent of the patients are
metastatic at diagnosis. The most common
metastatic regions for prostate cancer are the
lymph nodes and bone (3). Unexpected
metastasis sites, such as the pituitary gland,
larynx, and skin, have been reported in
advanced stages of the metastatic disease,
which is associated with long survival (3-7).
Gastrointestinal system (GIS) involvement has
been also reported as case presentations (8-13).
Until 2014, duodenum metastasis was reported
in three patients (14). Herein, we aimed to
present a patient who had widespread bone
metastasis, as well as isolated duodenum
metastasis at diagnosis.

Case Report

A 62-year-old male patient was admitted with
pain in his right leg. The physical examination
revealed that the patient had an Eastern
Cooperative  Oncology Group (ECOG)
performance score of 2, and had limited and
painful movement in his right leg. Other
system examinations were normal. Magnetic
resonance imaging of right hip showed a lesion
mass, with an approximate diameter of 6.5x7.5
cm in the right superior acetabulum and in the
iliac bone. Bone scintigraphy showed activity
involvement that was associated with
widespread bone metastasis in bilateral costa
bilateral iliac bone, right sacroiliac area, right
acetabulum, and the femoral head. Thorax
computerized tomography (CT) showed
mediastinal and right hilar lymphadenopathies
(LAP), the largest being 26 mm in size, and
lesions destructing the right seventh and ninth
costa. Abdominal CT showed wall thickening
(approximately 20 mm) on the level of the
stomach fundus, and 14 mm paraceliac LAP,
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while the prostate gland was 50x38 mm, and
had a homogenous structure.

The biopsy of the expansile mass in
the left seventh costa showed fibrous stromal
cords and a tumor consisting of small groups
and having local contusion artefacts. Tumor
consisted of atypical epithelial cells with
hyperchromatic nuclei, narrow cytoplasm, and
high mitotic activity. Tumor cells were
infiltrated in the bone tissue in a certain area.
Immunohistochemical (IHC) staining for CK,
CK7, PSA, and NSE (focal) showed positive
staining, whereas LCA, synaptophysin,
chromogranin, TTF-1, PSMA, CDX2, and
CK20 were negative. Histomorphological and
IHC studies were consistent with prostate
carcinoma metastasis (Fig. 1). Total PSA level
was 3.9 ng/ml, and total testosterone level was
129 ng/ml.

Endoscopy was planned as the patient
had decreased oral feeding, and complaints of
nausea. Upper GIS endoscopy showed erosive
gastritis, gastritis and duodenal ulcers, and
narrow pylor canal. The gastric biopsy had
benign features. Duodenum biopsy showed
tumor tissue consisting of atypical epithelial
cells; these cells had a monotonous
appearance, hyperchromatic nuclei, narrow
cytoplasm, and were highly mitotic. The tumor
comprised the lamina propria, muscularis
mucosa, and submucosal areas, and caused
local erosions; it was mostly solid, had defined
boundaries, and caused local infiltrations in the
form of irregular solid islands. The Ki-67
proliferation index was 40%, and local
lymphovascular ~ tumor  embolism  was
observed. The IHC staining of the duodenum
sections showed positive staining for NSE,
CK7 (faint), and PSA (focal, faint). On the
other hand, sections stained negative for CK20,
PSMA, synaptophysin, chromogranin, CD56,
and TTF-1 (Fig. 2). The tumor had similar
morphological and IHC features to the
specimen that was collected from the costa,
and was interpreted as prostate cancer. A
prostate biopsy was planned, but the patient
refused. Due to local pain, 10x300 cGy
palliative radiotherapy was administered to the
sacroiliac region. The patient was started on a
treatment regime involving leuprolide (a
LHRH agonist; 11.25 mg; every three months),
and zolendronic acid (intravenous; every 28
days).

36

Figure la. Metastatic tumor islands

neighbouring bone lamel, Hematoxylin-Eosin
x 200

Figure 1 b. Tumoral tissue consisting of
aytpical epithelial cell islands

Figure 1c. Immunohistochemical staining of
PSA in tumor cells, PSA-IHC x400

Figure 2a. Metastatic tumor islands in
duodenum lamina propria, Hematoxylin-Eosin
x 200.
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Figure 2b. Tumor tissue with villus structure,
and epithelial character, Hematoxylin-Eosin x
400

Figure 2c. Immunohistochemical staining of
PSA in tumor cells, PSA-IHC x200

Discussion

Prostate cancer metastasizes most frequently to
the lymph nodes and bone, but is also capable
of metastasizing to almost all parts of the body,
including parotis gland and skin (4-7).
According to an autopsy study on 191 prostate
cancer patients in 2008, the most frequent
metastasis sites are neighboring lymph nodes
(26.2%), bone (19.7%), distant lymph nodes
(18.4%), lungs (12.8%), and the liver (7.8%)
(3). GIS involvement in prostate cancer is a
rare event (8-13). In many cases, GIS
metastases are detected during tumor
recurrence. Rectum involvement usually
occurs via neighborhood (13). Contrary to the
literature, a study in 2004 showed that 2 of 30
patients with prostate cancer had small
intestine metastasis (9).

The frequency of metastasis to the
duodenum is highest in lung cancer, renal cell
carcinoma, malignant melanoma, and breast

37

cancer (14). There are a limited number of case
reports of duodenum metastasis in prostate
cancer. Duodenum metastasis was reported in
three patients between 1966 and 2014 (14).
The diagnosis of duodenum metastases can be
challenging. They can appear in various forms,
including a lesion in the small intestine, a
mucosal defect, or invagination (9). They are
mostly asymptomatic, while symptomatic
cases share certain symptoms, including
abdominal pain, nausea, vomiting, and
gastrointestinal ~ bleeding.  The  clinical
symptoms are nonspecific, and since the
symptoms are associated with chemotherapy
and radiotherapy side effects, or liver
metastasis, the diagnosis is usually omitted or
delayed (15).

Conclusion

In conclusion, our patient with metastatic
prostate cancer who had duodenum metastasis
is a rare example, and is especially important
due to the detection of duodenum metastasis at
diagnosis, and normal PSA level.
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Tiroid Bezinde Es Zamanh Papiller Karsinom ve Mediiller Karsinom

Concurrent Thyroid Papillary Carcinoma and Medullary Carcinoma in
The Thyroid
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Tiroid bezinde papiller tiroid karsinomu ve mediiller tiroid karsinomunun birlikte olusumu nadir bir durumdur.
Papiller tiroid karsinomu follikiiler hiicrelerden kaynaklanirken mediiller tiroid karsinomu parafollikiiler
hiicrelerden kaynaklanir. Bu olgu sunumunda tiroiddeki nodiilden ince igne aspirasyon biopsisi sonucu follikiiler
neoplazi olmasi nedeniyle total tiroidektomi yapilan ve operasyon sonrasi patolojik incelemesi papiller karsinom
ve ayni lobda mediiller karsinom olarak raporlanan 65 yasinda erkek hasta sunuldu.

Anahtar Kelimeler: Papiller karsinom, mediiller karsinom, tiroid, es zamanli

ABSTRACT

Papillary thyroid carcinoma and medullary thyroid carcinoma in the thyroid gland is a rare condition. Papillary
thyroid carcinoma originates from follicular cells, medullary thyroid carcinoma originates from parafollicular
cells. We report the case of a 65 years old man who developed a thyroid follicular neoplasia. The patient was
operated to our department with total thyroidectomy. In the pathological examination of the specimen showed
papillary carcinoma and medullary carcinoma in the right lobe.

Key words: Papillary thyroid carcinoma, medullary thyroid carcinoma, thyroid, concurrent

Giris
Tiim yas gruplarinda papiller tiroid kanseri
insidanst artig gdstermekte olup, en fazla artis
goriilme orani iireme ¢agindaki kadinlardadir
(1,2).Tiroid folikiiler hiicrelerinden kdken alan
bu karsinomda radyasyon en iyi bilinen risk
faktorii olup, c¢ocukluk caginda radyasyona
maruz kalma ile papiller tiroid kanseri arasinda
kesin bir iliski bulundugu gosterilmistir.
Olgularin % 50’sinde boyun lenflerine
yayilim goriilmektedir. Diger malignitelerin
tersine boyun bolgesine lenfatik yayilim
sagkalimi etkilememektedir (3). Uzak metastaz
olgularin % 20’sinde gelisebilir, en sik
metastaz akciger, kemik, beyin ve karacigere
olur (4). Rekiirrens % 10-15 arasinda olup,
siklikla tiimdr capi, tiroid kapsiiliini agma, lenf
metastazi ve agresif histolojik tiple iliskilidir.
(5,6,7). Mortalite papiller tiroid kanserli
hastalarda 5 yillik takipte % 2, 10 yillikta % 4,
20 yillik takipte ise % S5’tir (8). Ince igne
aspirasyon biopsisi tanida altin standart olup,
deneyimli ellerde duyarlilik % 98, pozitif
prediktif degeri ise % 99 oranlarindadir(3).
Medullar tiroid kanser (MTK) bir
ndroendokrin tiimor olup, tiroidin parafolikiiler
(C hiicreleri) hiicrelerinden kdken alir . Tiroid

kanserlerinin yaklasik % 2-5’ini olusturur (8).
Kadin erkek orani 1.5/1 olup, en sik goriilme
50-60 yaslarindadir (4). Prognozu ise papiller
kansere gore daha kotiidiir.

Olgu Sunumu

65 yasinda erkek hasta, genel cerrahi
poliklinigine boyunda sislik sikayeti ile
bagvurdu. Hastanin radyasyona maruziyet
Oykiisii ve eslik eden yandas hastaligi yoktu.
Yapilan tetkiklerinde tiroid fonksiyon testleri
normaldi, tiroid bezinin ultrasonografik
goriintiilemesinde tiroid sol lob orta arka
kesimde 15x9mm boyutlarinda heterojen
ekoda semisolid nodiil ve sag lob iist 6n
kesimde 20x10mm subkapsiiller  ortasinda
kistik alan ve punktat kalsifikasyonlar olan,
dopplerde periferik tip kanlanma gosteren
heterojen nodiiler lezyon gozlendi.
Ultrasonografide boyunda patolojik lenf nodu
raporlanmadi. 20mm boyutlu nodiilden yapilan
ince igne aspirasyon biopsisi sonucu folikiiler
neoplazi olarak raporlandi. Hastaya total
tiroidektomi operasyonu uygulandi.

Operasyon sonrasi klinik  takibi
sorunsuz sekilde gecen hasta taburcu edildi.
Postoperatif ~ patoloji ~ sonucunda;  total
tiroidektomi materyalinde sag lobun 6x4x2.5
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cm, istmusun 1.8x1.5x0.7cm sol lobun
4.5x4x2.5 cm olgildiigi belirtildi. Sag loba
yapilan kesitlerde sag lob iist polde yerlesmis
makroskopik olarak 1.8x1.5x1 cm boyutlarinda
kesi ylizii yer yer kanamali krem renkli ve
kapsiile olduk¢a yakin izlenen nodiiler lezyon
gortildii.

Makroskopik olarak belirgin bir kapsiil
yapist bulunamadi. Ayrica bu lezyonun
inferiorunda tiroidin santraline yakin alanda
yerlesmis en bilyiik capt 0.5cm olan krem
renkli nodiiler bir alan daha saptandi. Sag lob
iist pol komgulugunda bulunan 1.8x1.5x1 cm
boyutundaki lezyona ait kesitlerde folikiiler
yapilar olusturmusg, iri niikleuslart fokal
alanlarda buzlu cam goriiniimiinde olan
hiicrelerle doseli lezyon izlendi. Bu lezyonda
belirgin papiller yapi, psammom

kalsifikasyonlar goriilmedi. (Resim 1)

Resim1: Papiller Tiroid Karsinomu, Folikiiler
Varyant; x200 H-E

Bu alana yapilan
immiinohistokimyasal c¢alismada HBMEI ile
diffiiz sitoplazmik membrandz ; CK19 ile fokal
sitoplazmik ~ boyanma  vardi.  Galektin,
kalsitonin, mCEA ve kromogranin ile boyanma
olmadi. Bu lezyon folikiiler varyant papiller
tiroid karsinomu olarak degerlendirildi.
Lezyon tiroid i¢inde sinirli olup ekstratiroideal
yayilimi goriilmedi. Sag lobda ikinci olarak
tariflenen 0.5cm capindaki lezyon kesitlerinde
ise nodiler gelisim gosteren, iginde fokal
alanlarda tiroid folikiilleri bulunan ve cevre
tiroid  dokusuna  minimal infiltrasyon
olusturmus, solid biiylime paternine sahip
lezyon olarak goriildii.

Lezyonun oval yuvarlak ya da igsi
sekilli ve niikleer clearing gdsteren hiicrelerden
olustugu izlendi.(Resim 2-3)
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Resim2: Mediiller Tiroid Karsinom, x40 H-E
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Resim3: Mediiller Tiroid Karsinom, x200 H-E

Bu alana yapilan immunhistokimyasal
calismada kalsitonin, mCEA, kromogranin ve
sinaptofizin ile yaygin sitoplazmik boyanma
oldu. Tiroglobin, p63, HBME1 ve galektin ile
boyanma olmadi. (Resim 4) Bu lezyon boyutu
nedeniyle mikromediiller karsinom olarak
degerlendirildi. Bu lezyonun da tiroid iginde
smirli oldugu gozlendi.

Resim4:  Mediiller tiroid karsinomunda
Kalsitonin ile Pozitif Boyanma x100
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Tiroid kanserleri Dbiitiin kanserler iginde
yaklastk % 1 oraninda goriilmekte olup,
ozellikle kadinlarda son yillarda artis
gostermektedir. Bu oran, tiim maligniteler
icinde kadinlarda % 2, erkeklerde % 0.5
sikligindadir (4). Diger kanserlerle
karsilastirildiginda en iyi kiir, uzun sagkalim
orant ve genellikle iyi diferansiye histolojik
ozellikler gisteren kanserler olarak
bilinmektedir. Papiller tiroid kanseri en sik
goriilen tip tiroid kanseri olup, tiroid
kanserlerinin yaklasitk % 80’ini olusturur
(4,9,10). Papiller tiroid kanseri lenfatik olarak
yayllmaya egilimlidir. Tiroid igi lenfatik
yayilim sonucu, multifokal ve bilateral kanser
olgularmin % 20’sinde goriilir (3,11). Bu
hastalikta genetik bozuklugun nerede oldugu
heniiz saptanilamamustir. Klinik olarak ailesel
form sporadik formdan daha agresif seyreder.
Papiller tiroid kanserinde erken donemde
genetik degisiklik kromozom yapisinda goriiliir
ve RET proto onkogeni igerir. Bu onkogen 10.
kromozomda yerlesmis olup, tirozin kinaz
reseptorlerini  kodlar ve bircok Dbiiyiime
faktorii- niin ~ reseptdre  baglanmasindan
sorumludur (4). RAS mutasyonu ise papiller
tiroid kanserlerinde seyrek goriilmektedir (12).
RET proto onkogenindeki degisiklik MAP
kinaz yolagini aktive eder. Bircok calismada
ise  BRAF mutasyonunun papiller tiroid
kanserinde gosterilmesi ile timor yayilimi,
rekiirrensi ve klinik olarak siddeti arasinda
iligki gosterilmistir. Papiller tiroid kanserinde
en 6nemli prognostik faktorler yas, timor ¢api,
yumusak doku ve g¢evre dokuya invazyon ile
uzak metastazdir (13,14). Yasin 45’in lizerinde
olmas1 kotii prognostik faktér olarak kabul
edilmektedir. Yumusak doku ve ¢evre dokuya
invazyonda mortalite 5 misli fazla
goriilmektedir. Uzak metastazlarda sagkalim
farklilik gostermektedir. Akciger metastazinda
10 yillik sagkalim % 30-50 arasinda iken,
beyin metastazinda ortalama sag kalim 1 yil
olarak goriilmektedir. Medullar tiroid kanseri
siklikla boyunda palpe edilen kitle ve servikal
lenfadenopatiyle kendini gosterir (4). Tiroid
kanserinde tan1 [IAB yapilarak konulabilir, tan1
degeri % 50-80 arasindadir. Mediiller tiroid
kanserlerinin yaklagik % 25’1 herediter olup
RET proto onkogeninde patoloji vardir.
Multipl endokrin neoplazi (MEN) olarak
adlandirilan bu hastaligin 3 ayr tipi bulunur,
MEN2a (medullar tiroid kanseri,
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feokromasitoma, hiperparotiroidizm)  ve
MEN2b’de  (meduller tiroid kanseri,
feokromasitoma, gangliondroma)  goriiliir,
bunlarin diginda tek ailevi tiroid kanseri de
bulunmaktadir(15). Ender olarak boyunda
radyoloji ile kalsifikasyon gosterilir. Tiimdriin
yaptig1 hormonal sekresyon sonucu sistemik
semptomlar gelisebilir. Kalsitonin, kalsitonin
gen related peptid salgilanmasi sonucu diare ve
flashing, kortikotropin (ACTH) salgis1 sonucu
ise Cushing Sendromu goriilebilir. Meduller
tiroid kanserinde prognostik faktorler; yas: 5
ve 10 yillik sagkalim sirastyla 40 yas altinda %
95, % 65, 40 yas istiinde ise % 75 ve % 50°dir,
hastaligin  genisligi (lenf nodu ve uzak
metastaz), erkek cins, tiimdr ¢api, tiroid disi
yayihim, damar invazyonu, Kkalsitonin
immunreaksiyonu  ve  timor  dokusunda
amiloidin bulunmasi, ameliyat sonras1 rezidii,
ameliyat sonrasi kalsitonin yiiksekligi olarak
belirtilmektedir (8). Diger faktorler tiroid
dokusunda galektinin gosterilmesi, yliksek kan
CEA seviyesi, prokalsitonin/kalsitonin
oraninin yiikselmesidir.(16). Literatiirde es
zamanlt ayni tiroid bezinde papiller ve
mediiller  karsinomun  goriildiigii = olgu
sunumlart mevcuttur. Hatta ayni olguda tiroid
bezinde papiller, folikiller ve mediiller
karsinomun goriildiigii olgu bildirilmistir. (17).
Machens ve arkadaslarmin  yaptigi  bir
calismada 727 tiroid mediller karsinomlu
hastalarin 26 tanesinde es zamanli tiroid
papiller karsinomunun bulundugu ve bunlarin
6 tanesinde mediiller karsinomun herediter
oldugu 20 tanesinde ise sporadik oldugu tespit
edilmistir. Ancak bu birlikteligin Mediiller
karsinomun sporadik veya herediter olusu ile
anlamh bir iligkisi saptanmamistir. . Papiller
tiroid karsinomunun eglik ettigi mediiller
karsinomlu olgularda mediiller karsinom
boyutu ortalama 11 mm bulunmustur.(18). Bu
olgularda tedavi Oncelikle papiller tiroid
karsinomuna ydnelik olarak verilmistir. Bizim
olgumuzda da papiller karsinoma eslik eden
mediiller karsinomun capt Smm o6l¢iildi ve
hastamizin tedavisi papiller tiroid karsinomuna
yonelik diizenlendi.
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Acoustic Neuroma Related Eye Involvement and Its Treatment

AKkustik Norinoma Ile iliskili Gz Tutulumu Ve Tedavisi
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OZET

Akustik nérinom, vestibulokohlear sinirin vestibiiler kismindan kdken alan serebellopontin acida en sik rastlanan
iyi huylu bir tiimoérdiir. Kirk altt yasinda kadin hasta sag géz kapagimi kapatamama, disa bakamama
sikayetleriyle klinigimize bagvurdu. Bes yil once akustik norinom nedeniyle ameliyat gecirdigi O6grenilen
hastanin yapilan muayenesinde sag periferik fasiyal paralizisi, ezotropya, sag diga bakis kisitlilig1 ve korneada
his kaybi tespit edildi. Hastaya fasiyal sinir felci bulgularini diizeltmek icin orta yiiz kaldirma ve levator mentese
yontemi ile levator geriletme ameliyati yapildi. Abdusens felci igin ise Foster siitiir ile Hummelsheim split
tendon transpozisyonu uygulandi. Ameliyat sonrasi bulgularinda belirgin diizelme izlendi. Bu olguda akustik
norinom cerrahisi sonrasi ortaya ¢ikan goz sikayetlerine yaklasim tartigildi.
Anahtar Kelimeler: akustik nérinom, kranyal sinir felci, fasiyal paralizi, abdusens paralizi

ABSTRACT
Acustic neuroma is the most common bening tumor of cerebellopontine angle which is originated from
vestibular portion of the vestibulocochlear nerve. Fourty-Six year-old female patient was admitted to our clinic
with complaints of inability to close her right eye. She had history of a acustic neuroma operation 5 years ago.
Her ophthalmic examination revealed right peripheral facial paralysis, right esotropia, underactivity of the left
lateral rectus muscle and impaired corneal sensation. Therefore, mid-face lift combined with levator hinge
procedure was performed for facial nerve paralysis. Hummelsheim split tendon transfer with Foster modification
was performed for abducens paralysis. After these procedures, a satisfactory result was achieved. In this report,
acoustic neuroma related eye involvement and its treatment was discussed.
Key words: Acustic neuroma, cranial nerve palsies, facial paralysis, abducens paralysis

Giris

Akustik norinom, vestibulokohlear sinirin
vestibiiler kismimin kilifindaki myelin kilif
hiicrelerinden koken alan iyi huylu bir
timordir. Vestibliler svannom daha dogru
ifade eden bir tanimlamadir (1).
Epidemiyolojik ¢alismalarda, insidansi 1-
1.5/100.000 olarak Dbildirilmektedir  (1).
Serebellopontin agida en sik goriilen timor
olup bu lezyonlarin %75-90’11
olusturmaktadir (2,3). Vestibulokohlear sinirin
etkilenmesi ya da komsu beyin sap1 boliimiine
bast sonucu klinik bulgular olusmaktadir.
Ilerleyici norosensoriyal isitme kaybi, bas
donmesi, ¢inlama en sik bagvuru sikayetleridir
(1,4). Timoér boyutlart arttikga temporal
kemigi harabiyete ugratir ve biiyliyen timor
internal akustik kanali doldurur. Zamanla
internal akustik meadan ¢ikarak koklear sinir,
trigeminal sinir, fasiyal sinir ve komsu beyin
sapt ve beyincige basi yapar. Daha biiylik
timorler abdusens, glossofaringeus, vagus
sinirleri hatta daha alt kafa giftlerine de bas1

yapabilmektedir (5-7). Tiimériin cerrahi olarak
eksizyonu sonrasinda da iyatrojenik kraniyal
sinirlerde  hasar  olabilmektedir.  Biiyiik
timorlerde (> 2 cm) komplikasyon orani daha
yiiksek bildirilmektedir (8,9). Akustik nérinom
olgularinda, trigeminal sinir tutulumuna bagl
gz kirpma refleksinde azalma, fasiyal sinir
tutulumuna bagli agikta kalmaya bagl okiiler
yiizey problemleri, abdusens sinir tutulumuna
bagl ¢ift gorme ve sasilik gibi oftalmolojik
problemler ortaya ¢ikabilmektedir.

Biz bu yazimizda, akustik norinoma bagl
trigeminal, abdusens, fasiyal ve
vestibulokohlear sinir felgleri olan hastamizi
tedavi ve takip sonuglariyla tartismay1
amacladik.

Olgu Sunumu

Kirkalti yasinda kadin hasta sag goziini
kapatamama ve sag gozde disa bakamama
sikayeti ile klinigimize basvurdu. Hastanin
hikayesinden 5 yil Once Suriye’de akustik
nérinom  nedeniyle ameliyat  gecirdigi

Adress for correspondence: Yard. Dog. Dr. Tugba Goncii. Harran Universitesi Tip Fakiiltesi, gz Hastaliklar1 Anabilim Dali, yenisehir Kampiisii, 63320, Sanhurfa 63300 Sanlurfa —

Tiirkiye

e-mail: drtgoncu@hotmail.com

Auvailable at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi




Y ACTA
ONCOLOGICA
& TURCICA

Original Article

Ogrenildi. Ameliyatla ilgili detaylar
Ogrenilemedi. Hastanin degerlendirilen en iyi
diizeltilmis gorme keskinligi Snellen harf eseli
ile sag gozde 2 metreden parmak sayma
diizeyinde iken sol gozde tamdi. Direkt ve
indirekt 151k refleksleri her iki gdzde pozitifti,
rolatif  afferent pupilla defekti  yoktu.
Sikloplejik refraksiyon degerleri sag goz icin
+2,0 aks 115¢ sol goz i¢in +0,25 +0,50 aks
180° idi. Biyomikroskopik muayenesinde sol
gbz dogal olarak izlenirken sag gozde
korneada agikta kalma keratopatisine bagl
korneal skar saptandi. Fundus muayenesinde
her iki g6z fundus bulgular1 dogaldi. Yapilan
ortoptik muayenede Krimsky testi ile primer
pozisyonda 80 prizma diyoptri (PD) sag
ezotropya mevcuttu ve saga bakista kayma
daha da artmaktaydi. Sag gozde disa bakista -5
kisithlik vardi. Diger goz hareketleri dogaldi.
(Sekil 1) Noroloji boliimii tarafindan yapilan
ayrintilt kraniyal sinir muayenesinde sag goz
kornea duyarliliginda azalma mevcuttu ve
trigeminal sinir tutulumu oldugu diisiiniildii.
Bell fenomeni pozitif olarak saptanan hastanin
sag goziinli kapatamadig1 goriildii. Ayrica sag
gozde lagoftalmus vardi. Bu bulgularla sag
periferal fasiyal paralizi diisiintildi. (Sekil 2a
ve 2b) Sag kulag: ile isitme problemi olan
hastanin ~ vestibulokohlear  sinirinin  de
etkilendigi diisiiniildi. Yapilan beyin manyetik
rezonans  gOriintiilemesi  sonucu, sag

serebellopontin agida gecirilmis cerrahiye bagl
bulgular izlenirken, kalmig timor dokusu
izlenmedi. Hastaya gegirilmis akustik ndrinom
cerrahisine bagli sag trigeminal, abdusens,
fasiyal ve vestibulokohlear sinir felci tanisi
konuldu.

Sekil 1: Olgunun g6z hareketleri. Primer
pozisyonda genis a¢ili sag ezotropya ve sag gozde
disa bakista -5 kisithilik vardi. Diger géz hareketleri
genel olarak dogaldi

Durumu hakkinda bilgi verilen hasta kozmetik
agidan rahatsiz oldugunu ve sosyal iliskilerinin
etkilendigini belirtti. Fasiyal sinir paralizisi
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bulgularin1 diizeltmek i¢in orta yiiz kaldirma
ve

levator mentese yontemi ile levator geriletme
ameliyat1 yapildi. Cerrahi teknikler kisaca su
sekildeydi:

Orta yiiz kaldirma: Lateral kantotomi ve
kantolizisle alt gbz kapagi serbestlestirilip
konjonktival yol ile orbita alt kenarina ulasildi.
Periost alt orbita kenarinmn 4-5 mm alti
hizasindan tiim orbita kenar1 boyunca ve
lateralde zigomatik arka kadar kesildi. Daha
sonra subperiostal diseksiyon gingival fornikse
kadar ilerletilerek yanak dokusu
serbestlestirildi. Periost ve orbikiiler okiili alt1
yag dokusundan, 3/0 polipropilen siitiir
gecirilip orbita kenarina ve temporal fasyaya
sitiire ~ edilerek  orta  ylz  kaldirma

gerceklestirildi. Alt kapagi yiikseltmek igin sert
damak grefti alimarak konjonktivada yapilan
kesi ve tars arasina siitiire edildi. Daha sonra
lateral kantal askilama islemi yapildi.

Sekil 2: a,b) Hastanin géz kapak ameliyati dncesi
gozii agikken ve kapaliyken goz kapaklariin
durumu. c,d) Kapak ameliyati sonras1 gozii agikken
ve kapaliyken g6z kapaklarmm  durumu.
Lagoftalmusta belirgin gerileme dikkati
¢ekmektedir.

Levator mentese prosediirii: Diger goz kapagi
ile simetrik olacak sekilde sag iist kapak
kivrimindan insizyon hatt1 isaretlendi. Lokal
anestezi i¢in cilt altina lidocaine hidroklorid-
epinefrin (1:100,000) soliisyonu verildi. Cilt ve
orbikiiler kas kesisi yapildiktan sonra orbital
septum agilarak ve preaponorotik yag dokusu
retrakte edilerek Whitnall ligamentine kadar
tim levator apondrozu agiga cikarildi. (Sekil
3a) Levator apondrozu tarsa yapistigl yerden
ayrilarak Miiller kasi diseke edildi. (Sekil 3b).
Apondrozun dis 1/3-1/2’si 5-6 mm genislikte
kesilerek bir flep olusturuldu. (Sekil 3c¢,d) Bu
flep asagi dogru 90 derece dondiiriilerek tarsin
iist kenarina 6/0 vikril ile dikildi. (Sekil 3e)
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Sekil 3: Levator mentese yontemi ile levator
geriletme ameliyatinin basamaklari. a,b) Miiller
kasindan ayrilan levator apondrozun i¢ ve dis
boynuzlar1 forsepsle tutulmus olarak goriiliiyor.
c,d) Levator apondrozun alt kenarindan bir flep
hazirlanmaktadir. €) Hazirlanan flep tars {ist

kenarina siitiire edilmistir.

Cilt kesisi, apondrozdan da gececek sekilde
derin 3 veya 4 ilave dikis de olmak tizere 6/0
vikril ile dikildi. Topikal antibiyotik pomad
uygulanarak kapatildi. Ameliyat sonrasi 48
saat buz uygulandi.

Hastanin ameliyat sonrasi 3.ay kontroliinde
kapak araligi belirgin olarak azalms ve
lagoftalmusu diizelmisti. (Sekil 2c ve 2d). Sag
goziindeki kaymadan da rahatsiz olan hastaya
Abdusens felci bulgular1 i¢in Foster siitiir ile
Hummelsheim split tendon transpozisyonu
ameliyat1 yapildi. Cerrahi kisaca su sekildeydi:
Hastanin sag gozine i¢c rektus kasina
ayarlanabilir siitiir ile geriletme ile birlikte, dis
rektus  kasina  transpozisyon  cerrahisi
uygulandi. Alt ve st rektusun dig yarilar
Tillaux halkasina uygun olacak sekilde dis
rektusun iist ve alt kenarina transpoze edildi ve
Foster siitiirleri kondu. Cerrahi sonrasi ilk giin
sol gozde disa bakis kisithligi -3 olarak
degerlendirildi, primer pozisyonda Krimsky
testi ile sag gozde 15 PD hipotropya, sola
bakista 10 PD hipotropya ve 20 PD ezotropya
mevcuttu. (Sekil 4) Sonrasinda miilteci olan
hasta iilkesine dondiigi icin kontrollere
gelemedi.

s

Sekil 4: Sasilik ameyatmda sonraki 1.gilin
gOrliniimii. Primer pozisyonda sag gozde hafif
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hipotropya mevcut iken,
izlenmemektedir.

ezotropya

Tiim hasta bilgileri ve resimleri hastadan onam
alinarak sunulmustur.

4. Tartisma ve Sonug

Cok sayida kraniyal sinir felci gelisimi
pek cok norolojik ve sistemik hastaligin
sonucu olarak ortaya c¢ikabilmektedir. Bunlar
sarkoidoz, intrakraniyal kanamalar, menenjit
ve kafa i¢i tliimdrler olarak sayilabilir.
Serebellopontin agida en sik goriilen timor
olan akustik norinom olgularinda cerrahi
Oncesi ya da cerrahiye bagli olarak siklikla
vestibulokohlear ~ sinir ve  fasiyal sinir
etkilenmektedir, nadiren trigeminal sinir,
abdusens sinir ve daha alt kafa sinirlerin
etkilendigi de bildirilmistir (6,10,11). Bizim
olgumuzda tiimor basisina ya da cerrahi
sirasinda olusan sinir hasarina bagli olarak 4
kraniyal sinirde paralizi izlendi. Trigeminal ve
fasiyal sinirin hasarlanmasina bagh olarak her
ne kadar hasta ameliyattan sonra goz
damlalarim1 diizenli kullandigin1 sdylese de
hem kornea duyarliliginin azalmasina hem de
g6ziin yeterli kapanamamasina bagh keratopati
gelismis ve hastanin gormesi 2 m’ye kadar
diismiistii. Mulhern ve ark ozellikle 5.sinir
hasarma baglt korneal duyu kaybi ve 7.sinir
hasarina bagh lagoftalmus olmasimnin gérme
kayb1 agisindan daha riskli oldugunu ve bu tarz
hastalarin  hayat boyu tedavi gereksinimi
oldugunu  belirtmislerdir ~ (10).  Akustik
norinoma bagli en ¢ok etkilenen kraniyal sinir
fasiyal sinirdir (12). Bu probleme bagl
hastalar hem fonksiyonel anlamda hem de
kozmetik anlamda sikint1 ¢ekebilmektedir.
Akustik norinoma bagli nadiren abdusens
paralizileri de bildirilmistir (5,6). Bu duruma
bagh ¢ift géorme ve sasilik hastalari rahatsiz
edebilmektedir. Bizim olgumuzda keratopatiye
bagl sag gozii az gordiigi icin diplopi mevcut
degildi. Olgumuzda ilave olarak isitme kaybi
(vestibulokohlear sinir hasar1) ve kornea
duyusunda azalma (trigeminal sinir hasari)
mevcuttu fakat hastanin en 6nemli yakinmasi
kozmetik ve sosyal ortamlarda rahatsizlikti.
Hasta fasiyal paraliziye baghh gozlni
kapatamama ve yiizinde mimik kaslarin
caligmamasindan ve sag goOzdeki sasiliktan
rahatsizdi. Bu nedenle olgumuza fasiyal sinir
hasaria bagl bulgulan diizeltmek i¢in levator
mentese yontemi ile levator geriletme ve yiiz
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kaldirma cerrahisi yapildi. Sonrasinda da genis
acili ezotropyast ve disa bakis kisithiligl igin
ayn goze ayarlanabilir siitiir ile medial rektus
geriletme ve Foster siitiir ile Hummelsheim
split tendon transpozisyonu uygulandi.
Ameliyat sonrasi erken donemde tatmin edici
sonug¢ alindi ve hasta goriiniimiinden memnun
oldugunu belirtti.

Akustik norinom hem ameliyat Oncesi
hem de  ameliyat sonrasinda  goz
fonksiyonlarin1 ilgilendiren kraniyal sinir
hasarlar1 ile yakindan iligkili bir problemdir.
Bu nedenlerle akustik norinom takibinde ve
tedavisinde géz doktorlart mutlaka siirece dahil
olmalidir. Ozellikle geri doniisiimsiiz gérmeyi
azaltan kornea  problemleri  olusmadan
engellenmeli, hastalarin hayat kalitesini azaltan
kozmetik yakinmalarina ¢6ziim aranmalidir.
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The report of tumor resection prosthesis infection due to Sphingomonas
paucimobilis: A case report

Sphingomonas paucimobilis kaynakh tiimor rezeksiyon protezi
enfeksiyonu: Vaka sunumu
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OZET

Sphingomonas paucimobilis genellikle altta yatan bir komorbit hastalik ile beraber patojenite gosteren firsatgi bir
enfeksiyon ajanidir. Sphingomonas paucimobilis bakteriyemi, ventilator iligkili pnémoni, intravaskiiler kateter
iligkili enfeksiyonlar, menenjit, peritonit, osteomyelit, septik artrit, postoperatif endoftalmit, plevral ampiyem,
splenik apse, iiriner trakt enfeksiyonlari ve bilier trakt enfeksiyonlar1 da dahil olmak iizere g¢ok cesitli
enfeksiyonlarla iliskilendirilmistir.
Bu vaka takdiminde osteosarkoma nedeni ile endoprostetik tiimor rekonstriiksiyonu yapilan bir olguda,
Sphingomonas paucimobilis'in neden oldugu prostetik eklem enfeksiyonu bildirilmistir. Bu olgu S.
paucimobilis'in neden oldugu, tiimor rezeksiyon protezi eklem enfeksiyonu raporudur.
Anahtar Kelimeler: Sphingomonas paucimobilis, Endoprostetik enfeksiyon, Osteosarkoma

ABSTRACT
Sphingomonas paucimobilis is an opportunistic infectious agent that generally shows its pathogenicity by
accompanying an underlying comorbid disease. It is recognized that Sphingomonas paucimobilisis associated
with many infections, including: bacteremia, ventilator related pneumonia, intravascular related catheter
infections, meningitis, peritonitis, osteomyelitis, septic arthritis, postoperative endophthalmitis, pleural
empyema, splenic abscess, urinary tract infections and biliary tract infections.
The present report described a prosthetic joint infection, caused by Sphingomonas paucimobilis, in a patient who
had endoprosthetic tumor reconstruction due to osteosarcoma. It chronicles the prosthetic joint infection with
endoprosthetic tumor reconstruction in the literature caused by S. paucimobilis.
Key words: Sphingomonas paucimobilis, Endoprosthetic infection, Osteosarcoma.

Introduction resection, caused by  Sphingomonas
paucimobilis bacillus, and who was cured after
appropriate antibiotic use. Sphingomonas
paucimobilis bacillus was cultured

microbiologically,  following long and

As a result of repetitive surgical interventions
and elongated antibiotic use, the treatment of
prosthetic joint infections is a complication

with  high  morbidity and  mortality.
Bacteriological diagnosis is a very important
aspect of treatment success with prosthetic
joint infections. A disease caused by
microorganisms, cultured via bacteriological
diagnosis, may be investigated by the
definition of the species, which have caused
prosthetic infection, and by its antibiotic
susceptibility (1). Clinical failure rates are high
in interventions performed under empirical
treatments without clinicians culturing the
causative agent (2).

The present case is a report of a patient who
had a prosthetic joint infection after the tumor

challenging procedures.
Case Report

A twenty-two year old male patient applied to
our hospital with a purulent discharge through
a sinus tract in the anteromedial incision line
on his left knee. In the physical examination,
there was a sinus tract, and a tibial component
of tumor resection prosthesis in depth with a
prolene mesh over it, which remained from the
previous operation (Figure - 1). The patient’s
vital signs were within normal limits. There
was no sensorial deficit in his feet dermatomes
in the neurological examination, but he had a
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dropped foot due to a peroneal nerve motor
lesion. In the radiological examination, along-
stemmed tumor resection prosthesis in his knee
joint was evident (Figure - 2). Stability of the
connection and its components was adequate in
both the physical and radiological

examinations. The erythrocyte sedimentation
rate was 36 mm/h, C-reactive protein was 28
mg/dl and the hemogram and biochemical tests
were within normal limits.

Figure 1: Local skin changes involving sinus tract
on the incision line and prolene mesh in the depth
of sinus tract are observed, seen as white and black
arrow
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Figure 2: Radiological findings of the prosthetic
joint developed after tumor resection, and distal
femoral and also tibial proximal tumor prosthesis
implantation,

The patient had had an incisional biopsy, from
which followed a diagnosis of destructive
lesion in the proximal of his left tibia,at
another center 24 months previously, and he
was diagnosed with telangiectatic
osteosarcoma after histological examination.
He received three courses of neoadjuvant
chemotherapy, after which an extensive tumor
resection and reconstruction with a tumor
resection prosthesis was performed. He
received one course of adjuvant chemotherapy
following the operation. After the adjuvant
chemotherapy, hyperemia, increased
temperature and then a purulent discharge were
observed at the incision line. The first
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laboratory results of the case were ESR=84
mm/h, CRP= 58 mg/dl. In the microbiological
examination, Corynebacterium sp. was grown
as the causative agent in swab culture obtained
from the wound site. When the same procedure
was performed 10 days later to rule out skin
contamination, no microorganism was grown,
and the growth of Corynebacterium sp. was
accepted as skin contamination. No culture
growth was determined in other swab cultures
taken from the sinus tract at the same time. As
no pathogen was grown, wide spectrum
antibiotic  treatment was started with
teicoplanin 1*400 and ciprofloxacin 2*200,
and maintenance treatment was given for six
weeks. However, there was no clinical
recovery, despite the wide-spectrum antibiotic
treatment, and the discharge continued.

As there was no clinical recovery, the same
center planned a two-stage debridement plus
antibiotic spacer application and revision
endoprosthesis operation. Prosthetic implants
were removed and a manufactured antibiotic
impregnated spacer was implanted during the
same operation. No sign of local infection was
determined during the periodical postoperative
examinations, and sedimentation and CRP
returned to normal values.

As postoperative ESR and CRP values were
normal three times during postoperative
controls, the manufactured spacer was
removed and  endoprosthetic  implant
reconstruction was performed in the second
operation.

When the patient applied to our clinic on the
postoperative Day 20, he had wound discharge
and a purulent sinus tract. As there was no
culture growth in previous swab samplings, it
was decided to obtain the tissue sample for
culture under the sterile operating room
conditions. Under deep sedation, biopsy
materials were obtained from the sinus tract,
and tissue biopsy was performed from deep
layers using blunt incisions. Also a piece of the
prolene mesh, which had been used to close
the fascia defect, was biopsied. Both samples
were inoculated immediately into an
appropriate microbiological culture media for
microbiological examination.

In the microbiological examination,
Sphingomonas paucimobilis was grown in
EMB agar. An antibiogram test revealed that
the causative species was resistant to
piperacillin, third generation cephalosporin,
sulbactam from beta lactamase inhibitors, and
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fluoroquinolones, and it was moderately
sensitive to fourth generation cephalosporin,
carbapenem, and meropenem. It was sensitive
to aminoglycosides, poymyxins and imipenem.
Antibiotic treatment of the patient was
specified to the target with the help of
infectious diseases consultation, and it was
ordered as meropenem 3*1 g, teicoplanin
1*400 mg intravenous infusion. After 10 days,
it was observed that the discharge volume had
decreased, but nevertheless it was continuing.
On Day 18 of the treatment, ESR was 18
mm/h, and CRP was 16 mg/dl. Ciprofloxacin
2*1 750 mg was started as intravenous
infusion on treatment Day 10. Discharge at the
wound site was decreased, but continued until
treatment Day 20, and ESR was 11 mm/h, and
CRP was 9 mg/dl. Therefore, ciprofloxacin and
meropenem were stopped, and teicoplanin at
the same dose with colistin 150 mg 2*1 were
administered as an intravenous infusion. The
discharge stopped after 10 days of treatment
with colistin, and local signs were completely
recovered (Figure - 3). After the first culture,
no growth was reported in swab samples
obtained from the sinus tract. The latest ESR
was 16 mm/h, and CRP was 6 mg/dl. After the
discharge was stopped at the wound site, and
the patient made a complete clinical recovery,
and a venous flap grafting was performed at
the wound site by the plastic and
reconstructive surgery clinic.

Figure 3: It is observed that wound tissue has
nearly complete recovered except 1*1 cm2 area on
the first wound following the appropriate antibiotic
treatment after the antibiogram but local infection
signs have totally recovered.

4. Tartisma ve Sonug

The most common and important
causative agents in prosthetic joint infections
are gram-positive cocci Staphylococcus aureus
and Staphylococcus epidermidis. Coagulase
negative  Staphylococcus epidermidis (S.
epidermidis) are responsible for 30-43%, and
S. aureus is responsible for 12-23% of
prosthetic infections. Streptococci, enterococci,
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gram-negative bacilli, anaerobic bacilli are the
other causative microorganisms (3).

There are three basic milestones to
achieve the successful treatment of an infected
prosthesis. These are: eligible patient selection,
and evaluation of patient related factors,
appropriate surgical technique, and selection of
the most appropriate antibiotics (4). In the
present case, clinical success could not be
achieved despite the appropriate surgical
technique, because the causative agent could
not be cultured.

There are many treatment options in
treating infected prosthesis. These can be
named as: suppression by using antibiotics,
debridement and prosthesis protection, single
stage revision, double stage revision, resection
arthroplasty, arthrodesis and amputation (5).
In the presented case, initially antibiotic
suppression was tried, and then when the case
did not respond, a two-stage revision operation
was performed.

Sphingomonas paucimobilis is a gram-
negative aerobic non-fermentative bacillus
without spores, which was oxidase and
catalase positive, and had yellow pigments,
and was previously known as pseudomonas
paucimobilis (6). S. paucimobilis is widely
dispersed in nature, especially in water and
soil. It is present in the water system, on
respiratory treatment equipment, and in
humidifying systems (7). It has been reported
that S. paucimobilis is associated with many
different infections including bacteremia,
ventilator related pneumonia, intravascular
catheter infections, meningitis, peritonitis,
osteomyelitis, septic arthritis, postoperative
endophthalmitis, pleural empyema, splenic
abscess, urinary tract infections, and biliary
tract infections (8).

It has been reported that the
microorganism has been isolated from various
clinical samples, such as blood, urine, sputum,
and cerebrospinal fluid (9). In the presented
case, Sphingomonas paucimobilis was grown
in the culture of the tissue biopsy sample
obtained from the sinus tract. In the literature
review, it was determined that S. paucimobilis
infection had always been defined as
accompanying different comorbidities, such as
malignancy, diabetes mellitus, alcoholism,
hepatic cirrhosis, late stage renal failure,
chronic obstructive pulmonary disease, burn
wounds, and acquired immune deficiency
syndrome (10). In the presented case, the
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comorbidity was tibial proximal osteosarcoma,
in addition to secondary immune suppression
due to the previous chemotherapy.

In the literature review, there are four
cases in which S. paucimobilis has caused
bone and joint infections. It was reported that
two out of four cases with bone and joint
infections were immunosuppressed, and two
were immunocompetent, while there was
septic arthritis in one case, and osteomyelitis in
three, and secondary septic  arthritis
accompanied by osteomyelitisin one case
(9,11,13-15) and besides these a few cases was
reported with orthopedic implants which was
caused by S. paucimobilis  specified with
primary prosthetic joint implantation (16-17).

As yet there is no standard procedure
for antibiotic sensitivity of S. paucimobilis.
Based on in-vitro sensitivity studies, case
specific  antibiotherapy  indication  was
required, because antibiotic resistance was
reported differently in many articles (9). Our
case was resistant to piperacillin, third
generation cephalosporin, sulbactam,
fluoroquinolone; moderately susceptible to
fourth  generation  cephalosporin,  and
meropenem from carbapenem; and susceptible
to  aminoglycosides,  polymyxins, and
imipenem.

In conclusion, S. paucimobilis is a rare
but opportunistic pathogen that may appear as
nosocomial or a population based infectious
pathogen; and although it has low virulence
and is non-fatal, it may cause serious problems
such as prosthetic joint infection. The
presented case is the prosthetic infection case
with  endoprosthetic tumor reconstruction
caused after an orthopedic bone and joint
replacement surgery by S. paucimobilis.
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An Acral lentiginous melanoma case with typical dermoscopy findings

Tipik dermatoskopik bulgulari olan Akral lentiginéz
malign melanom vakasi
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Akral lentigindz malign melanom (ALMM) nadir gériilen ve kétii prognozlu bir malign melanom alt tipidir.
Siklikla ileri evrede tan1 alir. Karakteristik dermatoskopik bulgulari olan bir ALMM vakasi sunmaktayiz.
Anahtar Kelimeler: Akral lentiginz melanom, dermatoskopi, kétii prognoz

ABSTRACT:
Acral lentiginous malignant melanoma (ALMM) a rare subtype of malignant melanoma with poor prognosis. It
is often diagnosed at advanced stage. We present a ALMM case with characteristic dermoscopy findings.
Keywords: Acral lentiginous melanoma, dermoscopy, dermatoscopy, poor prognosis

Giris-Amacg

Malign melanom (MM); melanositlerden
koken alan, deri ve mukozanin agresif
tiimorlerindendir (1). MM’nin insidans1 diger
kanser tiirlerine gore giderek daha fazla
artmaktadir (2). Bununla birlikte mortalite
oramt yaglilarda daha fazladir. Bu nedenle
erken tanm1 ve tedavisi mortalite acisindan
onemlidir (3).

MM’de dermatoskopik incelemede li¢ ozellik
benign malign ayiriminda 6nemlidir. Bunlar;
asimetri, atipik pigment ag1 ve mavi-beyaz
yapilardir. Bu kriterlerden 2 veya 3 tanesi
pozitif olursa lezyonun ¢ikarilmasi ve
histopatolojik inceleme yapilmasi Onerilir.
Bununla birlikte patern analizi, ABCDE kurali,
Menzies metodu, yedi ozellik kontrol listesi
gibi bircok degerlendirme algoritmasi da
bulunmaktadir (1).

Anatomik lokalizasyona, tiimoriin biiyiime ve
histopatolojik tipine gore dort ana tip
tamimlanmistir. En sik yiizeyel yayilan tip
goriilirken daha sonra sirasiyla, nodiiler,
lentigo ve akral lentiginéz malign melanom
(ALMM) goriilir (1,2). ALM MM’nin 4 ana
tipinden biridir. Olduk¢a nadir goriillen bir
tiptir ve ¢cogunlukla 60-70 yaslarinda goriiliir.
Tim MM’ler igerisinde ortalama %2-3
oraninda goriilir ve etnik gruplar arasinda

gortilme siklig1 birbirine benzerdir (2,3). Biz
bu raporda 79 yasinda, lenf nodu tutulumu
olan, gec  tani almis  karakteristik
dermatoskopik bulgulari olan bir hasta
sunmaktayiz.

Olgu

Yetmis dokuz yasinda erkek hastada, yaklasik
olarak yedi ay once sol ayak plantar yiizde 1-2
mm boyutunda koyu renkli bir lezyon ortaya
cikmisti. Lezyon total eksize edilmis, ancak
histopatolojik inceleme yapimamsti. Ug ay
sonra ayni bolgede lezyon niiks etmisti. Bu
sikayet ile poliklinigimize bagvuran hastanin
yapilan dermatolojik muayenesinde, sol ayak
plantar yiizde 12x10 cm boyutlarinda, medial
bolge ve arkus bolgesinde makiiler zemin
iizerinde yer yer iilsere mavi-siyah nodiiller
mevcuttu (Resim 1). Lezyonun dermatoskopik
ozellikleri incelendiginde; atipik pigment agi1,
mavi-beyaz alanlar, irregiiler nokta ve
globiiller, atipik vaskiiler ve hemorajik alanlar
olmak iizere MM’nin bir¢ok dermatoskopik
Ozelligi tespit edildi (Resim 2-4). Hastada
displastik veya kongenital neviis dykiisii yoktu,
hastanin ifadesinde soy geg¢misinde herhangi
bir 6zellik yoktu.

Lezyon histopatolojik inceleme amaciyla total
eksize edildi ve kalinligr 1.5 cm, Clark evre V
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MM olarak raporlandi. igsi hiicrelerin oldugu,
ancak lenfositik infiltrasyonun olmadig: tespit
edildi. Satellit nodiiliin olmadig1 saptandi.
Mitotik hiz1 6/10 biiyiik biiyiitme alani olarak
tespit  edildi, lenfatik/vaskiiler = bosluk
invazyonu vardi. Timor yan cerrahi sinirlarda
negatif, ancak taban cerrahi sinirinda
mevcuttu. immiinohistokimyasal olarak tiimér
hiicreleri Melan A, ve S-100 ile negatif iken,
ancak sadece HMB-45 ile pozitif saptand.

Sag inguinal bolgeden en biiyiigii 3.5 cm uzun
eksene sahip 18 adet lenf nodu diseke edildi,
yapilan histopatolojik incelemede 12 nodiilde

’ "’ ﬁ
)
o

Resim 2: Mavi-beyaz pege goriiniimii.
Tartisma

ALMM ilk olarak 1976 yilinda Reed
tarafindan tanimlanmistir (3). Tipik olarak renk
varyasyonlar1  gosteren, diizensiz kenarli,
asimetrik, kahverengiden siyaha degisebilen
renkte bir makiil olarak kendini gosterir. Bu
melanom tipi palmoplantar ve subungual
bolgeye yerlesir. Radial veya ‘lentigindz’
biiyiime fazi vardir. Lezyon 3 cm’nin iizerine
¢iktiginda nodiiler formasyon olugmaya baglar.
Ozellikle bagparmakta olmak {izere subungual
yerlesim yaygin goriiliir. Tirnakta kahverengi
veya siyah bant gériiniimii, tirnak distrofisi ve
Hutchinson bulgusu sik  goriilen klinik
bulgularidir. ALMM kutanéz melanomun
nadir gériilen bir tipidir. Ileri evrede tan1 aldig
icin kot bir prognoza sahiptir (1,3).

62

MM metastaz1 tespit edildi. Hemogram,
biyokimyasal tetkikler, eritrosit sedimantasyon
hizt ve c-reaktif protein normal saptandi.
Gorilintiileme tetkiklerinde metastaz
saptanmadi. Amerikan Kanser Komitesi
Birliginin belirlemis oldugu kriterlere gore
timorin TNM evresi IIIC (T2N3MO) olarak
tespit edildi. Hastanin ileri yas1 ve yan etki
profili gbz Oniine alinarak hastanin da kabul
etmemesi nedeniyle adjuvan tedavi

uygulanmadi. Hastanin 6 ay sonraki izleminde
herhangi bir patolojiye rastlanmadi. Hastanin
takibi devam etmektedir.

o ' ’

Resim 3: Atipik dot ve globiller

Resim 4: Ulsere alan.

Pigmentli deri lezyonlarinin tanisinda,
ayirict tamisinda  ve izlemlerinde oldukga
onemli bir yontem olan dermatoskopi, klinik
tan1 ile histopatolojik degerlendirme arasinda
onemli veriler saglayan bir ydntem olarak
onem kazanmustir (4). invaziv olmayisi, pratik
ve ¢abuk sonu¢ vermesi, hem hasta hem de
doktor agisindan zararsiz olmasi son yillarda
kullanim alanlarinin artmasini saglamistir (5).

Dermatoskopinin en Onemli rolil
ozellikle erken donemdeki malign melanomu
benign pigmente lezyonlardan ayirt
edebilmesidir.  Klinik  olarak  melanom
diisiiniilmeyen olgularda iyi bir dermatoskopik
degerlendirme ile melanoma Ozgii
degisikliklerin gosterilmesi ve erken tedavi
olanagi dogmaktadir. Bu da melanom ile
melanositik nevus ayrimmi  saglamakta,
melanomda tani dogrulugunu %90’lara kadar
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cikarmakta ve 5 yillik yasam sansini
arttirmaktadir (4).

ALMM’de tipik dermatoskopik
gOriintli paralel sirt paternidir. Bununla birlikte
multi komponent patern, irregiiler diffiiz
pigmentasyon, atipik pigment ag akral
melanomda goriilen diger dermatoskopik
bulgulardir(1). Histopatolojik incelemede;
dermo-epidermal bileskede melanosit
proliferasyonu, atipik melanositler, irregiiler
epidermal hiperplazi ve invaziv evrede
dermiste  igsi  hiicrelerin  varligit  tam
koydurucudur (1).

MM siiphesi tagtyan bir lezyonda ideal

tedavi 1-3 mm cerrahi sinirla lezyonun total
eksizyonudur.  Histolojik  taniy1r  takiben
Breslow kalinligina gore belirlenen uygun
cerrahi siirla yeniden eksizyon
uygulanmalidir. In-situ lezyon igin cerrahi sinir
0.5-1 cm iken, 1 mm’nin altindaki bir lezyon
icin 1 cm, 1-2 mm’lik bir lezyon igin 1-2 cm,
2-4 mm’lik lezyon i¢in 2 cm olmalidir. Yapilan
caligmalarda 2 cm’nin iizerinde saglam deriyi
almanin lokal rekiirrens oranini azaltmadigi
bildirilmistir (6,7).
Gerekirse ylizeyel fasyayi icine alacak sekilde
biitin  lenfatik kanallar cerrahi  olarak
cikarilabilir. Derin fasyada tiimér invazyonu
yoksa cikarilmasinin yasam siiresi ya da niiks
iizerine etkisi yoktur. Genellikle yara primer
olarak kapatilir. Genis doku kaybi varsa greft
veya flep ile yara kapatilir (7,8,9).

Bolgesel lenf nodu tutulumu kotii
prognoz isaretidir. Tedavi amaciyla yapilan
lenf nodu diseksiyonu yiizeyel lenf nodlarini,
klinik gereklilik halinde inguinal lenf nodlarini
icermelidir(10). Sonug olarak; ALMM, tanisi
ge¢ konulan ve prognozu kotii bir MM tipidir.

Olgu Sunumu
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Erken tan1 ve dogru yaklasimlar tedavi sansini
artirabilir.

Cikar catismasi: Yok
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Supra- and Infratentorial Cystic Metastases of Breast Cancer: Case Report

Meme Kanserinin Supra- ve Infratentorial Kistik Metastazlar1: Olgu Sunumu
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OZET

Meme kanserinin kranial metastazlari; kemik, dura veya beyin parankimine olmaktadir. Semptomlar metastazin
lokalizasyonuna gore degisir. Kitleler; solid, kistik veya parsiyel kistik sekilde olabilirler. Meme kanserinin
kistik intrakranial metastazlar1 olduk¢a nadirdir. Cerrahi sonrasi radyoterapi ve/veya kemoterapi uygulanir.
Kirksekiz yasinda bayan olgu, bas agrisi ve generalize tonik-klonik nobet sikayetleri ile bagvurdu. Sekiz yil 6nce
sol meme kanseri nedeniyle sol total mastektomi ve sol koltukalti lenfadenektomi ameliyati yapilmis. Patolojisi
adenoid kistik karsinom olarak gelmis. Lenf nodlarinda metastaz tespit edilen olguya adjuvan kemoterapi
uygulanmis. Meme ameliyatindan sekiz yil sonra yapilan kranial MRG’sinde (Manyetik Rezonans Goriintiileme)
sol frontalde ve serebellar orta hatta biiyilk kistik kitle lezyonlar1 tespit edildi. Yapilan PET-CT (Pozitron
Emisyon Tomografi) incelemesinde, baska herhangi bir organinda metastaz tespit edilmedi. Meme agisindan
yapilan genel cerrahi konsiiltasyonunda herhangi bir patoloji bulunmadi. Her iki kranial lezyon nedeniyle bir
hafta arayla iki kez ameliyat edilen olgunun yapilan patolojik incelemesinde, kistik meme kanseri metastazi
tespit edildi. Ameliyat sonrasinda olguya tiim beyin radyoterapi uygulandi. Kemoterapi uygulanmadi. Bu olgu
dolayisiyla kranial kistik metastazlarda, ender de rastlansa meme kanseri metastazlarini ayirict tanida
diistinmemiz gerektigini vurgulamak istedik.

Anahtar Kelimeler: Kistik intrakranial metastaz, meme kanseri, kistik metastaz, beyin metastazi

ABSTRACT

Breast cancer is most frequently metastasize dura, bone and parenchyma in cranial tissue. Symptoms vary
according to the location of the metastasis. Masses may be solid, cystic and partial cystic form. Cystic
intracranial metastases of breast cancer is very rare. Radiotherapy and/or chemotherapy could be performed after
surgery. Forty-eight-year-old female patient was admitted with complaints of headache and generalized tonic-
clonic seizure. Patient underwent surgery for cancer of the left breast for eight years ago. Left total mastectomy
and left axillary lymphadenectomy was performed. Pathology was determined as adenoid cystic carcinoma.
Adjuvant chemotherapy was applied to patients with lymph nodes metastasis detected. Cranial MRI (Magnetic
Resonance Imagination) was performed after eight years after breast surgery. In the left frontal and cerebellar
midline, large cystic mass lesions were detected in cranial MRI. PET-CT (Positron Emission Tomography)
examination was not detected in any other organ metastases. There was no pathology in terms of breast surgery
consultation. Both cranial lesions were underwent surgery twice in one week. In the pathological examination of
the patient, cystic breast cancer metastasis was detected. Whole brain radiotherapy was performed to the patient
after surgery. We want to emphasize that in cranial cystic metastasis, rarely come across if breast cancer
metastasis should be considered in differential diagnosis.

Keywords: Cystic intracranial metastasis, breast cancer, cystic metastasis, brain metastasis

Giris Meme  kanserinin  Kistik intrakranial
metastazlar1 olduk¢a nadirdir(2). Basagrisi,
Beyine metastaz yapan tiimérler i¢inde akciger bagdonmesi, nébet, bulanti, kusma gibi
kanserinden sonra ikinci siklikta meme kanseri sikayetlerle  bagvururlar  (3).  Metastazin
goriilir  (1). Meme kanserinin  kranial lokalizasyonuna gére hemiparezi, ataksi, afazi
metastazlar;; kemik dura veya beyin gibi bulgular olusabilir (4). Teshisten sonra
parankimine olmaktadir. Bulgular, metastazin tedavi, cerrahi olarak mimkiin oldugunca
lokalizasyonuna gore degisir. Kitleler; solid, kitleleri ~ ¢ikarmaktir. ~ Cerrahi  sonrasi
kistik veya parsiyel kistik sekilde olabilirler. radyoterapi ve/veya kemoterapi uygulanir.
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Olgu Sunumu

Kirksekiz yasinda bayan olgu, basagrisi ve
generalize tonik-klonik nobet sikayetleri ile
basvurdu. Sekiz yil 6nce sol meme kanseri
nedeniyle sol mastektomi ve sol koltukaltt
lenfadenektomi ameliyati yapilmis. Patolojisi
adenoid kistik karsinom olarak gelmis. Lenf
nodlarinda metastaz tespit edilen olguya
adjuvan kemoterapi uygulanmis.

Meme ameliyatindan sekiz yil sonra
yapilan  kranial MRG’sinde  (Manyetik
Rezonans Goriintiilemesi), sol frontalde ve
serebellar orta hatta biyiik kistik kitle
lezyonlart  tespit edildi (Resim 1,2,3).
YapilanPET-CT (Pozitron Emisyon
Tomografi) incelemesinde, bagska herhangi bir
organinda metastaz tespit edilmedi. Meme
agisindan yapilan genel cerrahi
konsiiltasyonunda  herhangi  bir  patoloji
bulunmadi. Meme kanseri teshisinden sekiz yil
sonra olusan iki kranial lezyon igin, olgu 1
hafta arayla iki kez ameliyat edildi. Olgunun
yapilan patolojik incelemesinde; 3-4 mm
kesitler ile H+E (Hematoksilen + Eozin)
boyama yapildi ve 11k mikroskopu ile bakildi.
Noroglial dokuyu infiltre eden epitelyal timor
gbzlendi. Dokuya; CK  (cytokeratin-
sitokeratin), GCDFP-15 (Gross Cystic Disease
Fluid Protein-15), Mamoglobin ve Ostrojen
Reseptorii uyguland1 ve hepsi pozitif olarak
geldi. Progesteron ve HER-2 (Human
Epidermal  Growth  Factor  Receptor-2)
reseptorleri ile boyanma tespit edilmedi.
Olgunun patolojisi, meme kanseri metastazi
olarak  degerlendirildi  (Resim  4,5,6,7).
Ameliyat esnasinda ve sonrasinda herhangi bir
komplikasyon gelismeyen olguya,daha sonraki
donemde tiim beyin radyoterapi uygulandi.
Kemoterapi uygulanmadi.

65

Resim 1

Resim 1: Kranial T1 agirlhikli kontrastli aksial
MRG (Manyetik Rezonans Goriintiileme) kesitinde
gevresel 6demi bulunan sol temporal kistik lezyon
goriilmekte.

Resim 2: Kranial T1 agirhikli kontrastli aksial
MRG kesitinde serebellar kistik lezyon izlenmekte.

Resim 3:Kranial T2 agirlikli aksial MRG kesitinde
hafif cevresel Odemi bulunan serebellar kistik
lezyon goriilmekte.
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Resim 4: H+E (Hematoksilen + Eosin) ile boyanan
ve ndroglial dokuyu infiltre eden epitelyal timor
gozlenmekte (X200, H+E).

Resim 5

Resim 5: GCDFP-15 (Gross Cystic Disease Fluid
Protein-15) ile pozitif boyanan tiimor hiicreleri
izlenmekte (X200, GCDFP-15).

Resim 6: Ostrojen ile pozitif boyanan epitelyal
tiimor hiicreleri goriilmekte (X200, +Ostrojen).

Resim 7: Mammoglobin ile pozitif boyanan timor
hiicreleri izlenmekte (X200, Mammoglobin).
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Tartisma

Yapilan bir c¢alismada meme kanserli 650
olgunun otopsisinde, 36 olguda intrakranial
metastaz tespit edilmistir(1).Sistemik kanseri
olan olgularin (akciger, meme, gastrointestinal
sistem, melanom, iirogenital sistem, tiroid)
%20-25’inde intrakranial metastaz olusma
olasilign vardir (2,3,4). Beyin metastazlarinin
%20-30'u serebellar metastaz olarak goriliir
(2). Eriskinde serebellar kitlelerin ¢ogunlugu
metastazdir. Serebellar metastazlarin %44 tek
lezyon iken, %56's1 ise birden ¢ok lezyon
barindirir. %64 olguda basagrisi, ylirlime
bozuklugu, bulanti, kusma veya basdonmesi
gibi semptomlar mevcuttur (2,3,4).

Akciger kanserinden sonra en sik
intrakranial metastaz yapan kanser, meme
kanseridir ve tiim metastazlarin % 20’sidir (5).
Meme kanseri genellikle solid kitle tarzinda
metastaz yapar (6). Meme kanserinin serebellar
kistik metastaz1 literatiirde oldukc¢a nadirdir

(.

Meme kanserinde adjuvan terapiler ile
primer hastaligin kontroliiniin iyi yapilmasi
sonucunda, rolatif olarak kemorezistan olan
intrakranial metastaz insidans1 artmaktadir.
Ortalama sagkalim yaklasik 12 ay, bir yilhik
sagkalim orani ise %57°dir (1).

Leavens ve ark., MD Anderson Kanser
Merkezi’nde soliter metastazektomi ile beraber
radyoterapi uygulanmus 33 olgu iizerindeki
caligmalarim1  yayinlamiglardir (6). Ortalama
sag kalim 15 aydir. Olgularm tiimi solid
metastazlardir.

Pieperve ark., 1983-1992 yillari
arasinda tedavi edilmis 63 olguluk bir seride;
cerrahi ile beraber radyoterapi uygulanmis bu
olgularda ortalama sag kalimi 16ay, bes yillik
sagkalim oranini ise %17olarak bildirmislerdir
(8). Sag kalimin uzun olmasmin faktorlerini
ise; yas, menopozal durum, postop radyoterapi
gormeleri, preop iyi nérolojik tabloya sahip
olmalar1 ve sistemik hastaligin kontrol altinda
olmasi olarak siralamiglardir.  Olgularin
hi¢birinde kistik metastaz yoktur.

De leso ve ark., HER-2 pozitif olan
olgularda, HER-2 negatif olan olgulara goére
ortanca sagkalim daha yliksek olup, daha
agresif lokal tedavi uygulanmasi gerektigini
vurgulamislardir (9). Leone ve ark., meme
kanserinin teshis anindaki evresi yiiksek
oldukga, teshis ile beyin metastazi gelismesi
arasindaki siirenin o kadar kisa oldugunu
gostermislerdir (10). Nishimura ve ark., beyin
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metastazt gelisen meme kanseri olgularinin
opere edildikten ve ardi sira tim beyin
radyoterapisi aldiktan sonra, olgulara sistemik
kapesitabin ve trastuzumab ile kemoterapi
uygulanmasinin ortanca sagkalimi anlamlt
sekilde uzattigini bildirmislerdir (11).

Bu olgu dolayisiyla kranial kistik
metastazlarda, ender de rastlansa meme kanseri
metastazlarint  ayirict  tanida  diisiinmemiz
gerektigini vurgulamak istedik.

Cikar Catismasi: Yok
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