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Radical nephrectomy for large renal tumors: evaluate perioperative and
oncological outcomes of stage T2a and T2b

Biiyiik renal kitlelerde radikal nefrektomi: T2a ve T2b renal tiimorlerde
perioperatif ve onkolojik sonu¢larin degerlendirilmesi
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OZET
Giris: Yedi cm ve {lizerindeki renal malignitelerde agik radikal nefrektominin perioperatif ve onkolojik
sonuglarinin degerlendirilmesi amaglanmustir.
Materyal ve Metod: Haziran 2010 ile Ocak 2015 tarihleri arasinda T2 klinik evre (>7 cm) ile agik radikal
nefrektomi yapilan 36 olgu retrospektif olarak degerlendirildi. Operasyon sonrasi nihai patolojileri onkositom,
anjiyomyolipom ve ksanto graniilamatoz piyelonefrit gelen 5 olgu ¢alisma dis1 birakildi. Olgular klinik evrelerine
gore 2 gruba ayrildi: T2a (7-10 cm) ve T2b (<10 cm). Olgularin demografik 6zellikleri, tiimoriin karakteristik
ozellikleri, perioperatif ve onkolojik sonuglar kayit edilerek karsilastirildi.
Bulgular: Calismaya alinan 31 olgunun 23 tanesinin (%71) klinik evresi T2a, 8’inin ise (%29) T2b. Tiimér boyutu
10 cm altinda bulunan 23 olgunun 8 tanesinde (%34), T2b tiimérlerde ise 4 olguda (%50) patolojik evre artmistir.
Olgularm %61’inde klinik ve patolojik evre korele bulunmustur. Toplam 9 olguda (%29) rekiirrens gelismis
bunlarin 5 tanesi (%16) lokal niiks, 4 tanesi ise (%13) uzak metastaz seklindedir. Uzak metastazlarin 2 tanesi
akcigere birer tanesi ise kemik ve beyine olmustur.
Sonug: Rekiirrens ile papiller histolojik varyantin, yiiksek Fuhrman derecesinin, vaskiiler tutulumun ve perinefritik
yayitlimin iligkili oldugu gozlenmistir. Klinik T2b varliginin rekiirrens ihtimalini artirdigi ancak tek basina
rekiirrensle iliskisi olmadig1 gosterilmistir.
Anahtar Kelimeler: Renal hiicreli karsinom, radikal nefrektomi, onkolojik sonuglar

ABSTRACT
Objective: We aimed analyzing the perioperative and oncological outcomes of >7 ¢cm renal tumors treated with
open radical nephrectomy.
Material and Methods: We retrospectively reviewed records of 36 cases undergoing open radical nephrectomy
due to T2 clinical stage (>7 cm) between June 2010 and October 2015. Five cases were excluded which have
pathology with oncocytoma, angiomyolipoma and ksantha granulamatousis pyelonephritis. The cases were
divided into 2 groups: T2a (7-10 cm) and T2b (<10 cm). The cases demographics, tumor characteristics,
perioperative and oncological outcomes were compared.
Results: Of the 31 cases, 23 (71%) had tumors stage T2a and 8 (29%) had tumors clinical stage T2b. The tumor
stage was more often up staged 8 cases (34%) in 23 patients at <10 cm, 4 cases (50%) in 8 patients at >10 cm. The
clinical stage correlated with the pathologic size in 61% of the patients. A total of 9 cases (29%) developed
recurrence, including 5 (16%) with local and 4 (13%) with distant recurrence. The sites of distant recurrence
included lung in 2, brain inl and bone in 1 case.
Conclusion: The significant predictors of recurrence were papillar histological variant, high Fuhrman grade, renal
vein invasion and perinephric extension. Stage T2b increased recurrence risk but not alone.
Key Words: Renal cell carsinoma, radical nephrectomy, oncological outcomes

Giris arasinda en sik gorillen 3. kanser tiirtdiir.
Ozellikle 6. ve 7. dekatta ve erkeklerde daha sik
Bobrek hiicreli kanser (BHK) tiim kanserlerin izlenmektedir (1,2). Tumdrin etyolojisinde

%2-3’{inii olusturmaktayken tirolojik tiimdrler sigara kullanimi, obezite ve antihipertansif
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tedavi alimi sayilmaktadir (2). Hastalar siklikla
asemptomatik iken hematiiri, yan agris1 veya
paraneoplastik semptomlar ile de
bagvurabilmektedir. Farkli nedenlerle yapilan
radyolojik tetkikler sirasinda tani konulan
olgularin ¢oklugu nedeniyle insidental timdr
olarak da adlandirilmaktadir 3. Bobrek hiicreli
kanserlerde tlimor boyutu 6nemli bir prognostik
faktordiir ve tedavinin seklini belirlemektedir
bu nedenle evreleme sistemi kritik Oneme
sahiptir 4. Bobrek tiimoriinde 2009 yilinda
belirlenen TNM evrelemesi halen kullanilmakta
ve boyutlarina gore evrelendirildiginde Tla 4
cm ve alti, T1b 4 cm ile 7 cm arasinda (7 cm
dahil), T2a 7 cm ile 10 cm arasinda (10 cm
dahil), T2b ise 10 cm tizerindeki kitlelerdir (5).
Radyolojik tetkiklerin gelisimi ile beraber
kiiglik renal kitlelerin tanisi kolaylasmaktayken
cerrahideki tecriibenin artmasiyla da biiylik
kitlelere yaklasimda daha az invazif yontemler
kullanilabilmektedir. Ilk agik  radikal
nefrektomi 1869°da G. Simon tarafindan ilk
acik parsiyel nefrektomi ise 1884 yilinda Wells
tarafindan uygulanmustir. lk laparoskopik
radikal nefrektomi tecriibesi ise Clayman ve ark
tarafindan 1991°de rapor edilmistir (6-8).
Avrupa Uroloji Birligi kilavuzlarinda 4 cm
altindaki (T1a) tiimorlerde parsiyel nefrektomi,
4 cm ile 7 cm arsindaki (T1b) tiimorlerde
laparoskopik radikal nefrektomi, 7 cm
iizerindeki kitlelerde ise agik radikal nefrektomi
onerilmektedir (5). Bu g¢alismada 7 cm
iizerindeki T2a ve T2b olgularin perioperatif ve
onkolojik sonuglart analiz edilmistir.

Materyal ve Metod

Klinigimizde Haziran 2010 ile Ocak 2015
tarihleri arasinda T2 klinik evre (>7 cm) ile agik
radikal nefrektomi yapilan 36 olgu ¢alismaya
alindi. Olgularin birine agik parsiyel nefrektomi
yapilmis ancak ilk patolojik bulgularda cerrahi
smir pozitifligi gelmesi lizerine agik radikal
nefrektomiye gegilmistir. Operasyon sonrasi
nihai patolojileri onkositom, anjiyomyolipom
ve ksanto graniilamatdz piyelonefrit gelen 5
olgu c¢alisma dis1 birakildi. Preoperatif donemde
tim olgulara aksiyel planda kontrasth
bilgisayarli tomografi (BT) veya manyetik
rezonans gorlintiilleme (MRG) yapildi. Olgular
klinik evrelerine gore 2 gruba ayrildi: T2a (7-10
cm) ve T2b (<10 cm). Olgularin demografik
Tablo 1. Hasta ve timor 6zellikleri

95

Ozellikleri, tiimoriin karakteristik oOzellikleri,
perioperatif ve onkolojik sonuglar kayit edilerek
karsilagtirildi.  Calisma  retrospektif olarak
gerceklestirildi. Hasta sayisi yeterli
olmamasindan  dolayr istatistiksel analiz
yapilamadi.

Bulgular

Caligmaya alman 31 olgunun 23 tanesinin
(%71) klinik evresi Tla, 8’inin ise (%29) T2b.
Her iki grubun da yas ortalamasi benzer
bulunurken, T2b olgularin timii erkek
cinsiyetten olugmakta idi. Grup 1 yani klinik
T?2a olgularin timdr boyutu ortalamasi 86,1 mm
iken grup 2’nin ortalamasi 119,6 mm olarak
hesaplanmigtir. Grup 1 olgularin  timor
patolojilerinde yogun bir sekilde berrak hiicreli
kanser patolojisi goriilmekte iken (%87), grup 2
de bu oran %50 seklindedir. Klinik evre ile
patolojik evrelerin karsilagtirilmasinda tiimor
boyutu 10 cm altinda bulunan 23 olgunun 8
tanesinde (%34) patolojik evrelerinde artig
gozlenmistir. Bu olgularin 5 tanesinde (%21)
perinefritik invazyon, 3 tanesinde ise (%13)
renal ven invazyonu goriilmistir. Klinik T2b
timorlerde ise 4 olguda (%50) patolojik evre
artmigtir. Olgularin 2’sinde (%25) perinefritik
invazyon, 2 tanesinde ise (%25) vaskiiler
tutulum  gorilmiistiir. Olgularin = %61 inde
klinik ve patolojik evre korele bulunmustur.
Hastalarin demografik ozellikleri ve timor
karakteristik ozellikleri Tablo 1’de
agiklanmustir. Onkolojik sonuglar
degerlendirildiginde grup 1’deki olgularin 4
tanesinde (%17,3) rekiirens goriiliirken grup 2
de bu say1 5 olgu (%62,5) seklindedir. Toplam
9 olguda (%29) rekiirrens gelismis bunlarin 5
tanesi (%16) lokal niiks, 4 tanesi ise (%13) uzak
metastaz seklindedir. Uzak metastazlarin 2
tanesi akcigere birer tanesi ise kemik ve beyine
olmustur. Rekiirens gelisen olgularin 4 tanesi
Fuhrman grade 3, 5 tanesi ise Fuhrman grade 4
ozelliktedir. Her iki gruptan da papiller varyanta
sahip olgularin tiimiinde rekiirrens gdzlenmistir.
Diger parametrelerin de degerlendirilmesiyle
rekiirrens ile papiller histolojik varyantin,
yilksek  Fuhrman  derecesinin,  vaskiiler
tutulumun ve perinefritik yayilmm iligkili
oldugu goézlenmistir. Klinik T2b varligmin
rekiirrens ihtimalini artirdigi ancak tek bagina
rekiirrensle iligkisi olmadig1 gosterilmistir.
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Hasta sayis1

Yas
Cinsiyet (E/K)

T2a
23 (%71)

58,6 (37-71 yas)

16/7

Timér boyutu 86,1 (71-95 mm)
Lateralite (Sag/Sol) 13/10
Histolojik alt tip
Seffaf hiicreli tip 20 (%87)
Papiller tip 1 (%4)
Kromofob tip 1 (%4)
Urotelyal tip 1 (%4)
Digerleri -
Sarkomatoid patern 4
Patolojik evre
pT2a 15 (%66)
pT2b -
pT3 8 (%34)
Perinefritik invazyon 5 (%21)
Renal ven invazyonu 3 (%13)
Fuhrman derece
2 8 (%35)
3 11 (%48)
4 4 (%17)

Tartisma

Bobrek tiimorlerinin tedavisinde timor boyutu
en Onemli prognostik faktorlerden biridir.
Kiigiik kitlelerde minimal invazif yontemler
tercih edilmekle birlikte timdr boyutu
blylidikce  daha  radikal  yaklasimlar
kullanilmaktadir. Bobrek tiimdrlerinin
cerrahisinde ana amag¢ tiim6rlii dokularin
tamamen c¢ikarilmasidir. Bu nedenle biiyiik
renal kitlelerde ilk zamanlar radikal nefrektomi,
teknolojinin ve goriintilleme yontemlerinin
ilerlemesi ile nefron koruyucu yaklagimlar ve
tecriibeli cerrahlarin yetismesiyle laparoskopik
radikal ve laparoskopik parsiyel nefrektomi
uygulanmistir (6). Bu ameliyat gruplarmin
birbirleriyle  perioperatif ~ ve  onkolojik

T2b Total
8 (%29) 31 (%100)
56,5 (36-60 yas) 53,2 (36-71)
8/0 24/7
119,6 (103-150 mm)
2/6 15/16
4 (%50) 24 (%77)
2 (%25) 3 (%11)
- 1 (%2)
- 1 (%2)
2 (%25) 2 (%8)
1 5
- 15 (%48)
4 (%50) 4 (%14)
4 (%50) 12 (%38)
2 (%25) 7 (%21)
2 (%25) 5 (%17)
- 8 (%26)
5 (%62) 16 (%51)
3 (%38) 7 (%23)

sonuglarmi  karsilagtiran pek ¢ok ¢aligma
bulunmaktadir (9,10). Bizim c¢alismamizda
tiimor boyutu 7 cm ile 10 cm arasindaki grupla,
10 cm’den biiyiik boyuta sahip grup perioperatif
Ozellikleri ve onkolojik sonuglarina gore
kargilagtirilmigtir.  Calismada T2b grubunda
hasta sayisi az olmasi nedeni ile istatistiksel
analizler anlamsiz ¢ikmig bu yiizden analiz
yapilmamistir. Her 2 grubun yas ortalamasi
benzer bulunmus. Histolojik alt tiplere
bakildiginda T2a grubunda %13’liik seffaf tipte
olmayan malignite gozlenirken bu oran T2b
grubunda %50’lere ¢ikmaktadir. Bu sonug
timor boyutu artisinin  seffaf hiicreli dist
histolojik alt tip patolojisine sahip olabilecegi
yorumunu yaptirmaktadir. Literatiir
incelendiginde benzer sonuglara ulagilmistir.
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Ozellikle 10 cm’den biiyiik renal tiimérlerde
kromofob ve papiller gibi varyantlarin daha sik
gozlendigi rapor edilmis, 10 cm altindaki
kitlelerde ise %90 civarinda seffaf hiicreli tip
gozlendigi bildirilmistir (8,11).

Calismalarin biiyilkk kisminda tiimor
boyutunun artis1 ile Fuhrman derecesinin de
arttigfn ~ ve  bunun  timdriin  biyolojik
agresifliginden kaynaklandig1 belirtilmektedir.
Rothman ve ark. SEER analizinde 19,932 olgu
incelenmis ve 4 cm’den kiiciik kitlelerin %851,
7 cm’den biiyiik kitlelerin ise %70’inde diisiik
dereceler gozlenmistir (11). Bu oran bazi
caligmalarda 7 cm’den biiyiik tiimorler icin
%33-48 seviyelerine kadar inmektedir (12). Bu
sonuglar ile biiyiik tiimorlii hastalarin 5 yillik
sagkalimlar1 olduk¢a diigmistiir (8,13). Mayo
klinikten 2003 yilinda yapilan bir analizde
timor boyutunun her 1 cm artisinda %32°lik
yiiksek derece artis1 oldugu bildirilmis ancak bu
calisma sadece seffaf hiicreli tiplerde
yapilmustir (14). Bu oram1 %13 olarak veren
yazarlarda mevcuttur (11). Calismamizda da
benzer olarak 10 cm iizerindeki kitlelerde daha
yiiksek Fuhrman dereceleri gézlenmistir.

Onkolojik sonuglar agisindan gruplar
karsilastirildiginda 10 cm tiizerindeki olgularda
daha sik rekiirrens oldugu  gorilmiistiir.
Patolojik  evre  atlamasinin  rekiirrens
gelisiminde 6nemli belirleyici bir faktor oldugu
bilinmektedir. Calismamizda T2b grupta %50
diizeyinde evre atlamasi olmustur. Literatiire
baktigimizda yine Mayo klinikten 2005 yilinda
yapilan bir ¢alismada perinefritik invazyon ve
renal ven invazyonu geliserek evre atlayan
olgularda rekiirrenssiz sagkalim ve kansere
baghh sag kalimda ciddi derecede diisme
gorildigi  belirtilmistir  (15).  Perinefritik
invazyon ve renal ven invazyonunun
rekiirrenste 6nemli bir belirteg oldugu pek ¢ok
calismada dogrulanmig ve sagkalima etkisi
belirlenmistir (8). Novara ve ark. yaptigi
calismada T2a ve T2b olgular karsilastirilmis ve
kanser spesifik sag kalimda belirgin fark
bulunmamustir ancak rekiirrenste yiiksek derece
varligi, seffaf hiicreli varyant varligi, renal ven
invazyonu ve perinefritik invazyon varliginin
etkili oldugu gosterilmistir (16).

Calismamizda bazi  limitasyonlari
bulunmaktadir. Ozellikle 10 cm iizerindeki olgu
sayisinin yetersiz olmasi nedeniyle istatistiksel
analiz sonuclar1 anlamsiz bulunmus ve
calismada belirtilmemistir. Calismadaki tiim
olgulara acik radikal nefrektomi uygulanmis ve
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merkezimizde laparoskopik radikal nefrektomi
de yeterli tecriibe bulunmadigi igin
karsilastirilma  yapilamamistir.  Retrospektif
olmasi ve olgularin bir kismi ile iletisimin
kurulamamasi nedeniyle sag kalim analizi
yapilamamustir.

Sonuc¢

Tiimor boyutu biiyiik olan renal kitlelerde agik
radikal nefrektomi giivenle yapilabilmektedir.
Timor boyutunu artmasi ile timor derecesinde
artis ve seffaf hiicreli olmayan histolojik alt
tiplerde artis goriilmekte bu da rekiirrenste
artisa yol agmaktadir. Renal ven invazyonu ve
perinefritik invazyon varligi rekiirrenste 6nemli
bir prognostik faktordiir.
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The assessment of bone marrow infiltration with 18FDG-PET in non-
haematopoietic solid tumors

Hematopoetik olmayan solid tiimorlerde 18FDG-PET ile kemik iligi
infiltrasyonunun degerlendirilmesi

Ayse Ocak Duran, Mevlude Inanc, Oktay Bozkurt, Ersin Ozaslan, Mahmut Ugar, Metin Ozkan
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OZET
GIRIS ve AMAC: Calismamizin amaci, solid tiimérlere bagh kemik iligi metastazi (KIM) diisiiniilen ve kemik
iligi biyopsisi (KIB) yapilmis hastalarda 18F-Fluorodeoxyglucose kullamilarak yapilan positron emission
bilgisayarli tomografisinin (18FDG-PET/CT) tanisal degerini arastirmaktir.
YONTEM ve GERECLER: Solid tiimér nedeniyle KIM oldugu diisiiniilen ve hem 18FDG-PET/CT hem de
KIB yapilmis 53 hasta geriye déniik olarak incelendi.
BULGULAR: 53 hasta icinde, 18FDG-PET/CT ile 36 hastada, KIB ile 33 hastada KIM metastaz1 tespit edildi.
9/53 hastada (16,9%) her iki yontem de KiM olmadigim gosterdi. 25/53 hastada (47.2%) her iki yontem de KiM
oldugunu gosterdi. 18FDG-PET/CT (+) olan 36 hastadan, KiB ne gére 25 hastada KIM mevcut idi (yanlis pozitif,
11/36, %30,5). 18FDG-PET/CT (-) olan 17/53 hastadan, KiB’ne gore 8 hastada KiM mevcut degildi (yanlis
negatif, 8/17, %47,5). KiB’ne gore KIM olan hastalarda, olmayanlara gére SUVmax degeri énemli derecede
yiiksek idi [7.1 (2.5-22.2) vs 3.3 (2.2 - 16.0, p = 0.79), p=0.024].
TARTISMA ve SONUC: Bu 6n sonuglar, kemik iliginin degerlendirilmesinde 18FDG-PET/CT’nin KiB’den
daha iistiin olmadigini &nermektedir. Bununla birlikte KIM degerlendirilmesi i¢in SUVmax degeri dikkate
alinmalidir.
Anahtar Kelimeler: Kemik iligi metastazi, solid timér, 18FDG-PET/CT

ABSTRACT
INTRODUCTION: We aimed to investigate the diagnostic value of positron emission computed tomography using 18F-
Fluorodeoxyglucose (18FDG-PET/CT) in bone marrow metastasis (BMM) due to solid tumors in patients who undervent bone
marrow biopsy (BMB).
METHODS: 53 patients who suspected BMM from solid tumors and underwent both 18FDG-PET/CT scans and BMB were
evaluated retrospectively. We also looked at the predictive value of the maximum standardized uptake value (SUVmax) to
detection of metastases from solid tumors.
RESULTS: Among 53 patients, BMM was detected in 36 patients via 18FDG-PET/CT and 33 patients via BMB. In 9/53 cases
(16,9%) both techniques showed no BMM. In 25/53 cases (47.2%) both techniques unclosed BMM. Among these 36 18FDG-
PET/CT (+) patients, 25 patients had BMM accoding to the BMB (false positive, 11/36 patients, 30,5%). Among 17/53 18FDG-
PET/CT (-) patients, 8 patients had BMM according to the BMB (false negative, 8/17 patients, 47.5%). SUVmax in patients
with BMM was significantly higher than in patients without BMM according to the BMB [7.1 (2.5-22.2) vs 3.3 (2.2 — 16.0, p
=0.79), p=0.024].
DISCUSSION AND CONCLUSION: These preliminary results suggest that 18FDG-PET/CT could not be superior to BMB
for bone marrow assessment. However, SUVmax value should be considered for the assessment of BMM.
Keywords: bone marrow infiltration, solid tumour, 18FDG-PET/CT

Inroduction

Bone marrow (BM) is a frequent site of
metastatic cancers, in particular from the
lypmphoma and solid tumors such as lung and
breast cancers (1). The early detection of bone
marrow metastases (BMM) is very important
for staging patients according to the poor

prognostic factors and choosing therapy. (2,3).
BM infiltration is found much more frequently
(approximately 50-85%) at autopsy and this
means that we are unable to recognize with the
routine staging procedures (4).

Detection of BMM is difficult and
many imaging modalities have been developed
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for the assessment of BM. Bone marrow biopsy
(BMB) is considered as the “gold standard”
method for the assessment of BMM in different
cancers (5). Positron emission
tomography/computed tomography using ®F-
Fluorodeoxyglucose (**FDG-PET/CT), which
is allowing a complete evaluation of the entire
skeleton at relatively low cost has been shown
to be a useful modality for staging malignant
tumors, evaluating metastasis and efficacy of
treatment (6,7). 8FDG-PET/CT is increasingly
used for the detection of metastases and
diagnosis of primary bone tumours (8-10).
Magnetic resonance imaging (MRI) of bone
marrow also one of the current approach for the
assesment of BMM (10).

There has been no previous study by
now comparing ¥FDG-PET/CT to BMB with
respect to bone marrow infiltration caused by
solid tumours. In the present study we aimed to
evaluate the ability of ¥FDG-PET/CT in
detecting BMM in patients with solid tumors.
We also looked at the predictive value of the
maximum  standardized  uptake  value
(SUVmax) to detection of metastases from solid
tumors.

Orginal Article

Methods
Patient population

From March 2011 to December 2012,
53 consecutive patients (26 women, mean age:
55) with various solid tumours underwent BMB
for evaluate BMM were included in the study.
BEDG-PET/CT was avaible in all these
patients. Inclusion criterion was a timeframe of
less than 1 month between ¥FDG-PET/CT and
BMB (mean 8.3 days, range 0-31 days, median
10.1 days). The solid tumours consisted of the
following: breast carcinoma n = 17, lung
carcinoma n = 14 (small cell 7, non-small cell
7), testis carcinoma n = 1, blader carcinoman =
1, prostate carcinoma n = 3, nasopharynx
carcinoma n = 1, gastric carcinoma n = 3, renal
cell carcinoma n = 2, malignant melanoma n =
1, leiomyosarcoma n = 2. colon cancer n = 1,
hepatocellular carcinoma n = 1, unknown
(NET, AMPULLA) 6. Patients were devided
four groups according to the BMB and ¥FDG-
PET/CT results: Group 1 was consisted of BM
positive and ¥FDG-PET/CT positive patients
(n:25), Group 2 was consisted of BM positive
and BFDG-PET/CT negative patients (false
negative group, n=8), Group 3 was consisted of
BM negative and ®FDG-PET/CT positive
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patients (false positive group, n=11) and Group
4 was consisted of BM negative and *FDG-
PET/CT negative patients (n=9).

PET scan:

BEDG-PET/CT was carried out using a

hybrid PET-CT imager (Biograph LSO,
Siemens  Medical  Solutions,  Erlangen,
Germany) after injection of ®FDG. The delay
between FDG injection and PET images
acquisition (3D mode) ranged from 46 to
184min (median 78min). CT images were
recorded for attenuation correction and image
fusion using a low-dose CT protocol. PET
Images reconstruction was performed using a
FORE rebinning and attenuation weighted
OSEM algorithm. Fused images were visually
interpreted together with standardized uptake
value (SUV) recording for each abnormal
uptake focus. At visual analysis, an increased,
non physiological FDG-uptake, was recorded as
positive. The absence of uptake was defined as
a negative finding. The maximum standardized
uptake value (SUVmax) was determined in
regions of interest (ROI) drawn on the
attenuation- corrected PET/CT images around
suspected lesion sites. SUV calculation for the
3D PET data was performed automatically
through the following formula:
SUV (g/cc)= K(Bg/cc) x [b.w(kg)/Ai(Bg)] x
1000g/kg where K is the calibrated pixel-value
(in Bg/cc), b.w. is the body weight of the patient
and Ainj is the injected activity in Bq corrected
for the decay at the time of acquisition.

Statistical analysis

Statistical analysis was performed
using SPSS v.16.0 for Windows (SPSS Inc.,
Chicago, IL). The distribution of the variables
was analyzed with The Kolmogorov-Smirnov
test for comparing the categorical variables,
Chi-square test was used. Student t-test and
Mann-Whitney U tests were used to compare
parametric and non-parametric variables. Data
are expressed as mean = SD for parametric
variables and median (minimum-maximum) for
non-parametric variables. p<0.05 was accepted
as statistically significant.
Receiver operating characteristic (ROC) curve
analysis was performed in order to determine
the best cut-off value of SUVmax and the
sensitivity and specificity at that point were
obtained for predicting BMM.
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Results

From March 20011 to December 2012,
53 consecutive patients with various solid
tumours underwent BMB for evaluate BMM
were included in the study. ®FDG-PET/CT was
avaible in all these patients. Main
characteristics of patents were presented in
Table 1. Median age was 55 years (range: 27—
86 years). BFDG-PET/CT detected BM lesions
in the 36/53 patients and BMB detected BM
lesions in the 33/53 patients. In 9/53 cases
(16,9%) both imaging techniques showed
concordantly no bone marrow infiltration. In
25/53 cases (47.2%) both BMB and ¥FDG-
PET/CT unclosed BMM. Among 36 ®FDG-
PET/CT (+) patients, 25 patients had BMM
accoding to the BMB (false positive, 11/36
patients, 30,5%). Among 17/53 FDG-PET/CT
(-) patients, 8 patients had BMM according to
the BMB (false negative, 8/17 patients, 47.5%).
Sensitivity and specificity of FDG-PET/CT
was 75% and 45% respectively.

In our study, SUVmax values were
available in 36 patients in the study and the
SUVmax in patients with BMM was
significantly higher than in patients without
BMM according to the BMB [7.1 (2.5-22.2) vs
3.3(2.2-16.0, p=0.79), p=0.024].

ROC curve analysis showed that
SUVmax at a cut-off point of 3.95 mg/L was
highly sensitive (83%) and specific (67%) for
predicting BMM from solid tumors (AUC =
0.731, p =0.026). Patients were devided two
groups according to the best cut-off value of
SUVmax for predicting BMM and high BMM
rate was seen according to the BMB in high
SUVmax group (SUVmax > 3,95, Table 2).
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Discussion

The early detection of BMM can
significantly change the staging and treatment
strategy of the malignant disease. (11,12). As
compared to standard morphological methods,
molecular imaging techniques applied to BM
lesion investigation had high diagnostic
accuracy especially in haemato lymphoid
disorders (7,13) ®FDG-PET/CT images are
able to show diffuse BM involvement as intense
activity throughout the skeletal system (14).
However, up to now, only a few studies exist
which directly evaluate the sensitivity and
specificity of ®FDG-PET/CT with respect to
BMM due to lymphoma and infiltration from
solid tumours. Also a few studies compared the
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effectiveness of BMB, ®FDG-PET/CT and
MRI with respect to BM infiltration (2, 15,16).
A few studies investigating the sensitivity and
specificity of the FDG-PET/CT for detection
of BM involvement in patients with lymphoma
and solid tumors are available. Recently,
investigators reported that *FDG-PET/CT is
highly specific for detection of BM
involvement in patients with lymphoma (true
negative rate 91 to 100% and a positive
predictive value of 100%) (17,18). Daldrup-
Link et al. observed the 90% sensitivity in
detecting BMM in cancer patients (15).

A few studies compare the effectiviness
of MR, BFDG-PET/CT and skeletal
scintigraphy with respect to BMM in patients
with lyphoma and solid tumors. Ghanem et al.
reported that MRIs greater sensitivity (78%),
specificity (88%), and diagnostic accuracy
(82%) than BFDG-PET/CT in detecting BMM
and infiltration in cancer patients (19). When
comparing  ®FDG-PET/CT  with  bone
scintigraphy, initial data suggest that *FDG-
PET/CT is more sensitive than conventional
bone imaging [15,20]. Daldrup-Link et al.
observed the following degrees of sensitivity:
90% !FDG-PET/CT, 82% MRI and in 71%
skeletal scintigraphy in detecting bone marrow
infiltration in cancer patients (15).

The significance and the best diagnostic
method of bone marrow infiltration in solid
tumors remains controversial. In the present
study, we observed 33/53 bone marrow
involvement by BMB with solid tumors. All
patients were assesed with *®FDG-PET/CT and
the sensivity and specifity of ®FDG-PET/CT
was 75% and 45% respectively. Thus, PET scan
seems to have a low sensitivity and specifity for
the detection of bone marrow infiltration in
patients with solid tumors.

According to our results, SUVmax
values which obtained from ¥FDG-PET/CT
can also be used for predicting BMM from solid
tumors. We reported that SUVmax value in
patients with BMM was significantly higher
than in patients without BMM according to the
BMB [7.1 (2.5-22.2) vs 3.3 (2.2 — 16.0, p =
0.79), p=0.024]. Thus, SUV max value may be
used for detection of BM involvement in
patients with lymphoma and solid tumors.

Our study did not confirm the results of
previous studies that investigate the
effectiveness of PET scan in lymphomas and
solid tumors. In these studies, sensitivity and
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specificity of PET scan are higher then our
study. Our study population were very
heterogeneous in terms of types of cancer and
this might create a certain bias in our direct
comparison. Further prospective studies with a
selected patient group are necessary. According
to our results, SUVmax values were predicted
BMM with a very high sensitivity and
specificity and so, we can use SUVmax values
for prediction of BMM from solid tumors.
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Conclusion

These preliminary results suggest that
BEDG-PET/CT could not be superior to BMB
for bone marrow assessment. However,
SUVmax value should be considered for the
assessment of BMM.

Disclosure of interest
The authors declare that they have no
conflict of interest concerning this article.

Table 1: Characteristics and labarotory parameters of patient population

BMM (+) BMM (-) p PET/CT(-) PET/CT(+) P
Age (years) 58+13 50+ 8 0.03 60+ 11 53+ 12 0.1

19 (57%) 8 (42%) 0.3 9 (56%) 18 (50%) 0.7
Gender (Male)
Smoking (n, %) 8 (24%) 3 (15%) 0.4 3(18.8) 8 (22%) 0.7
HT (n, %) 5 (15%) 3 (15%) 0.9 2 (12%) 6 (16%) 0.7
SUVmax 7.1(2.5-22.2) 3.3 (2.2-16) 0.02 - 6.6(2.2-22.2)
WBC 5.1(1.3-16.4) 5.3(1.4-16.6) 0.8 6.3(1.3-9.9) 5.2(1.4-16.6) 0.4
Hemoglobin 102+2.4 10.7+£2.0 0.3 102+2.1 10.5+£23 0.8
Neutrophil 3.6(0.5-13.2) 3.4 (0.5-9.2) 0.5 3.8(0.5-7.9) 3.5(0.7-13.2) 0.3
Lymphocit 0.6(0.04-2.94) 0.7(0.05-2.9) 0.8 0.6(0.05-2.9) 0.6 (0.04-2.9) | 0.8
LDH 557(143-3065) | 290 (122-2239) | 0.05 | 434 (139-2239) | 557 (122-3065) | 0.4
Total protein 6.5+0.8 6.5+0.8 0.2 62+0.9 6.2+0.9 0.8
Albumin 3.0+0.8 3.1+£0.8 0.8 2.8+0.8 3.1+£0.8 0.5

BMM: bone marrow metastasis, PET/CT: positron emission tomography/computed tomography,
mhypertension, SUVmax: the maximum standardized uptake value, LDH: lactate dehydrogenase
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Table 2: Association between high/low groups of SUVmax and BMM

Low SUVmax Group (n, %) High SUVmax Group (n, %) p
BMM (-) 8 (66.7%) 4 (33.3%)
0.005
BMM (+) 4 (16.7%) 20 (83.3%)

SUVmax: The maximum standardized uptake value, BMM: bone marrow
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Operative details after laparoscopic distal pancreatectomy: our experiences
in a tertiary center

Laparoskopik distal pankreatektomi operasyon sonuglari: 3.basamak
merkez deneyimlerimiz
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OZET
GIRIS ve AMAC: Minimal invaziv cerrahi pankreas cerrahisinde giderek artan siklikta kullanilmaktadir.
Calismamizda laparoskopik distal pankreatektomi operasyon deneyimi ve erken donem sonuglarimizin sunulmasi
amaglanmistir.
YONTEM ve GERECLER: Pankreas govde ve kuyruk yerlesimli tiimoral lezyonlar nedeniyle laparoskopik
distal pankreatektomi yapilan 15 hastanin verileri retrospektif olarak degerlendirildi. Hastalarin demografik
verileri, comorbidite, lezyon ozellikleri, cerrahi sonuglar ve uzun donem takip sonuglar1 kaydedildi.
BULGULAR: Laparoskopik distal pankreatektomi yapilan olgularin 7’si erkek (%46,6), 8’1 kadin (%53,3) idi.
Olgularin yas ortalamasi 60,4 & 9,82 idi. Tiimor ¢ap1 median 40,4 (30-70) mm saptandi. Ortalama ¢ikarilan lenf
nodu 6 (2-12) saptandi. Konversiyon laparatomi 6 (%40) hastada vaskiiler invazyon veya hemoraji sonrasinda
uygulandi. Postoperatif donemde 2 (%13,3) hastada Grade A pankreas fistiilii gelisti ve takip siiresince spontan
kapandi. Ortalama takip siiresi 22 aydi (12-36 ay). Takip doneminde duktal adenokarsinomu olan 1 (%9,09) hasta
14. Ayda uzak metastaz nedeniyle eks oldu.
TARTISMA ve SONUC: Pankreas govde ve kuyruk yerlesimli bening ve malign lezyonu olan hastalarda
laparoskopik distal pankreatektomi klasik cerrahi girisimlere alternatif olabilir.
Anahtar Kelimeler: Pankreas, kanser, laparoskopi, distalpankreatektomi

ABSTRACT
INTRODUCTION: Minimal invasive surgery is being increasing lyused in pancreas surgery. In this study, we
aimed to present our laparoscopic distal pancreatectomy experience.
METHODS: Data from 15 patients who underwent laparoscopic distal pancreatectomy (LDP) due to tumoral
lesions of the pancreas, located in the body and tail were retrospectively evaluated. Demographic data,
comorbidity, lesion characteristics, surgical out come and long term follow-up results were recorded.
RESULTS: There were 7 males (46.6%) and 8 females (53.3%) with theme an age of 60.4+ 9.82 in the study.
Mean tumor diameter was 40.4 (30-70) mm and mean derived lymph nodes was 6 (2-12). Conversion laparotomy
was necessary in 6 (40%) patients due to invasion of the adjacent vascular structures or hemorrhage. During the
post-operative period, 2 patients (13.3%) developed grade A pancreas fistula and spontaneously closed during
follow-up. Mean follow-up period was 22 months (12-36). Operation related mortality wasn’t seen. During the
follow-up period, one (6.6%) patient with ductal adenocarcinoma died due to distant metastasis at post-operative
14th month.
DISCUSSION AND CONCLUSION: Laparoscopic distal pancreatectomy seems a safe alternative to open
surgery in patients with benign and malignant lesions of the pancreas body and tail.
Keywords: Pancreas, cancer, laparoscopy, distal pancreatectomy

located in the pancreas body and tail (1). In

INTRODUCTION ) O )
pancreas lesions, laparoscopic interventions
Removal of the left part of the portomesenteric have started with staging and palliative
vein of the pancreas tissue is described as distal procedures. First laparoscopic distal
pancreatectomy. Laparoscopic distal pancreatectomy was performed in 1994 (2).
pancreatectomy (LDP) is commonly performed Laparoscopy is becoming preferred method

in malignant or potential malignant lesions,
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especially in distal lesions with the advantage of
does not require any reconstructive procedure
contrarily to head lesions (3). On the other hand,
minimal invasive resections are still limited due
to retroperitoneal localization of pancreas, close
adjacency to major vascular structures and the
need for experienced surgical team in advance
Laparoscopy. Approximately 20% of the distal
pancreatectomies are performed
laparoscopically in USA in 2015 (4,5).
Performing distal pancreatectomy  with
laparoscopic method provides significant
advantages of less morbidity, shorter
hospitalization, less wound problems and clear
imaging of the anatomic structures during
surgery (6).

In this study, we present surgery and
follow-up results of patients undergoing LDP.

MATERIAL and METHODS

Data from 15 patients who underwent
laparoscopic distal pancreatectomy for pancreas
tumor between January 2014 and January 2015
was retrospectively assessed. All procedures
performed in studies involving human
participants were in accordance with the ethical
standards of the 1964 Helsinki declaration and
its later amendments or comparable ethical
standards. Informed consent was obtained from
all individual participants included in the study.
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Demographic data, body mass index
(BMI), comorbidity, the American Society of
Anesthesiologist (ASA) score, the tumor
diameter, operation time, intraoperative blood
loss, postoperative morbidity and mortality,
hospitalization time, histopathological
diagnosis and follow-up time were recorded.

Preoperative evaluation of lesions and
their relationship with adjacent vascular
structures was performed by ultrasonography
(USG), computed tomography (CT) and
magnetic  resonance  imaging  (MRI).
Endoscopic ultrasonography is performed if
necessary.

Following incision from the umbilicus,
pneumoperitoneum (12 mmHg) was created
with carbon dioxide. 30° telescope was used for
the operations. Intraabdominal region was
explored. 3 or 4,5 mm trochars was placed into
abdomen under camera vision. Gastrocolic
ligament was opened using high-energy
instruments (Harmonic scissors, Ethicon, USA)
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along the major curvature of the stomach.
Retroperitoneum was dissected in inferior side
of the pancreas and pancreas was elevated with
blunt and sharp dissections. The splenic artery
and vein was revealed. Superior side of the
pancreas was dissected and the pancreas was
totally suspended. After the pancreas body and
tail sections were completely mobilized,
pancreas was divided by using an endoscopic
linear stapler (EchelonFlex™, Ethicon, USA)
min. 2 cm away from the tumoral lesion.
Splenic artery and vein were taken into the
stapler in splenectomy performed cases.
Kimura technique was applied by the pancreatic
minor vein and the arteries were clipped and cut
in spleen preserved ones. Specimen was placed
into an organ bag (Endobag™, Covidien, USA)
and was taken out via pfannenstiel mini-
incision. Fibrin tissue sealent (Tissel™, Baxter)
was sprayed to pancreatic stapling line and an
adsorbent drain was placed into the pancreas
stump.

Drain amylase detected 3fold higher
than simultaneous serum amylase is accepted as
pancratic fistula based on the criteria defined by
the international pancreatic fistula group (The
International Study Group of Pancreatic Fistula
(ISGPF) (7).

Statistical Analysis

Statistical analyses were performed using
Statistical Package for Social Sciences (SPSS)
for Windows version 21.0 (SPSS. Inc., Chicago,
IL) software. Mean = standard deviation for
parametric  values and median values
(minimum-maximum) for non-parametric data
were expressed.

RESULTS

Patient demographics, BMI, comorbidity,
tumor diameter and location and ASA scores
are presented in Table 1. Three patients had
hypertension (20%), two patients had type 2
diabetes mellitus (13.3%) and three patients
(20%) had both. Spleen was preserved in four
patients with Kimura technique. The median
tumor diameter was 40.4 mm (30-70 mm).
Tumor localization was observed at similar
rates in the pancreas body and tail (60% and
40%, respectively).

Table 1: Demographic data of the

patients and disease morphology
n
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Gender

F/IM 8 (53.3%) / 7 (46.6%)
Age (years) 60.4 +9.82
BMI (kg/m?) 29.6 +6.22
Comorbidity 8 (53.3%)
Tumor diameter (mm) 40.4 (30-70)
Tumor localization

Body 9 (60%)
Tail 6 (40%)
ASA 4 (26.6%) / 10 (66.6%)
1/2/13 /1 (6.66%)

BMI: Body mass index

Conversion laparotomy was necessary in Six
patients (40%). The conversion reason was
invasion of the adjacent vascular structures in
two patients and hemorrhage was in four
patients (Table 2). The mean duration of
laparoscopic operations was 144.3 minutes
(160-210). During the postoperative follow up
period, acute neurologic infraction was seen in
one (6.66%) patient and treated with medical
treatment. Pancreatic fistula was detected in two
(13.3%) patients, both was Grade A. An
approximate daily drainage was 50-100 cc. First
patient was discharged at postoperative 11"
days and the second was 15". Both patients
were discharged with drains. The patients were
requested to record daily drainage amounts and
checked every week. The fistulas were closed
on postoperative 30" and 45" days. No
mortality occurred during the postoperative
period.

The final histopathologic examination
revealed ductal adenocarcinoma in five cases
(33.3%), mucinous cystadenoma in eight cases
(53.3%) and serous cystadenoma in two cases
(13.3%) (Table 3). Surgical margins were
negative in all malignant patients and they
underwent adjuvant chemotherapy program.
The mean number of the lymph nodes was 6 (2-
12).

Table 2: Operative and post operative
follow up data

n

106
Operationtechnique
Laparoscopy 9 (60%)
Conversion 6 (40%)

Operation time (minutes) 144.3 (110-210)

Morbidity 3 (20%)
Mortality

Pankreatic Fistula 2 (13.3%)
Hospital stay (days) 6.8 (4-15)

Follow-up time (month) 22 (12-36)

The mean duration of follow-up was 22 months
(12-36 months). In long term follow up, one
patient (6.6%) died due to distant metastasis at
the postoperative 14" month. No metastasis or
local recurrence was detected in the other
patients (Table 2).

Table 3: Histopathologic examination of
the specimens

Pathological diagnosis

Ductal Adenocarcinoma 5 (33.3%)

Mucinous Cystadenoma 8 (53.3%)

Serous Cystadenoma 2 (13.3%)

Lymph Node 6 (2-12)
DISCUSSION

Pancreatic ductal adenocarcinoma is the 5"
leading cause of mortality associated with
cancer and the rate of 5-year survival is only 6%
after diagnosis (8). In case of pancreas cancer,
the only potential curative treatment choice is
surgery. Approximately 20% of the pancreas
cancers are located in the body and tail.
Presence of non-specific symptoms at early
stages of disease leads to late diagnosis and at
the time of diagnosis, 80% of the patients have
unresectable disease due to metastasis or major
vascular invasion (9,10).

Pancreatic cystic tumors which have
premalignant potantial should be resected to
avoid cancer progression. The prevalence of
pancreatic cystic tumors is 2.5%, which
increases with age and reaches 10% after 7t
decade (11). They are divided into subgroups as
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serous cystadenoma (SCA), mucinous cystic
neoplasia (MCN), intraductal papillary
mucinous neoplasia (IPMN) and solid
pseudopapillary neoplasia (SPN) with the
prevalence rates of IPMN (38%), MCN (23%)
and SCA (16%) (12). The malignancy risk was
approximately 17% for MCN, 45% for IPMN
located in the main ductus, and <1% for SCA
(11). Because they have malignancy potential,
surgical resection is important for MCN and
IPMN (13). Because small-diameter serous
cystadenomas have low malignancy potantial,
they can be followed up. On the other hand,
serous cystadenomas with large diamater
should be resected (12). Eight patients were
operated for mucinous cystadenoma in our
study.

Orginal Article

In patients with suspected malignancy,
regional lymph nodes should also be dissected
along with distal pancreatectomy. Some authors
suggest splenectomy in these cases to be able to
resect adequate lymph node dissection. On the
other hand, growing interest in splenic
immunological function has led surgeons to
perform distal pancreatectomy with spleen
preservation. This can be performed either by
preserving the splenic vessels as in Kimura
technique or by resecting them as in Warshaw's
technique relying on the blood inflow through
the short gastric vessels. Lymph nodes should
be dissected along the splenic vessels in Kimura
technique  applied patients.  Warshaw's
technique has advantages of  lower
intraoperative blood loss, shorter operative
time, reduced hospital stay and a lower
complication rate. In cases of distal
pancreatectomy with or without splenectomy,
no significant differences were detected with
respect to major complications ie, pancreatic
fistula with similar rates (14). However, in
patients with preserved spleen, perioperative
infection and hospitalization durations were
reported to be reduced (14). Spleen was
preserved in our 4 patients. Splenectomy was
performed in the other ones due to close
adjacency of the lesion to spleen hilus or
bleeding from the spleen capsule.

Laparoscopy has  well  known
advantages to open surgery and localization of
the pancreatic lesion, malignancy and tumor
diameter are not limiting factors for
laparoscopic procedures (15). Operation times
of laparoscopic distal pancreatectomy were
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reported shorter, equal or longer when
compared to open surgery (15). Variability in
operation times was explained by surgical
experience (16). The mean operation time was
144.3 minutes (60-210) in our cases, which was
consistent with the literature data (15). The
conversion rate was reported to be 0-33% in
literature (17). Obesity, adhesions, large and
proximally located tumors, difficulty in
localization  of  intraoperative  lesions,
hemorrhage or margin positivity were the
reported reasons to conversion. Local fibrosis
and inflammation can  reduce tumor
mobilization in case of malignant lesions,
located in the pancreas tail and complicate
dissection in this region (18). We observed a
conversion rate of 40% in our trial. Conversion
reasons were hemorrhage or invasion of
adjacent vascular structures in our cases.

Following laparoscopic distal
pancreatectomy, morbidity was reported at an
approximate rate of 26-40% (19). In our study,
we detected a morbidity rate of 20%. Pancreas
fistula occurs as a result of the failure in closure
of the pancreatic ductus. Fistula rates have been
reported distinctly between studies due to
differences in  fistula  definition and
classification. Some studies were accepted
fistula in only intervention required cases. Thus,
the International Study Group on Pancreatic
Fistula (ISGPF) made a definition and
classification (7). Pancreatic fistula rates were
reported to be similar following laparoscopy
and open surgery, ranging between 13% and
50% (19,20). There were no differences
between suture and stapler use in pancreas
stump in some studies (21). However, the others
reported potantial effect of stapler using in
preserving fistula formation especially 2.5-mm
stapler than 4.5-mm (21). In our cases, we used
stapler routinely for dividing the pancreas
however fistula developed in 2 patients. In case
of fistula occurrence, up to 90% of the patients
can achieve recovery with conservative
approaches as in cases (22). Patients, who are
refractory to medical treatment, may require
radiologic drainage, and they may rarely need
surgery (22). In some studies, somatostatin
analogues were claimed to prevent fistula
development (22,23). Somatostatin analogues
were particularly recommended for patients
with soft pancreas tissue, small-diameter
pancreatic ductus and marked intraoperative
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blood loss (23).

Hospitalization in laparoscopic resected
patients is shorter in most literature and was
reported as 6-27 vs. 5-22 days following open
and laparoscopic resections, respectively
(15,17,19). In our trial, mean hospitalization
time was 6.8 days.

Orginal Article

Surgical outcome of LDP is similar to
open. Positive surgical margins were reported
as 0-26% vs. 0-27%, dissected lymph nodes
were 6-14 vs. 9-17, primary tumour diameters
were 2.5-3.3 vs 3-7.7 ¢cm. spesimen lengths
were 7.7-9.4 vs. 9.4-10 cm. in LDP and open
distal pancreatectomy respectively. (15,19,20).
Various reports had showed that small tumour
size is a selection bias for laparoscopic
procedures (19,20). In our patients; mean
tumour diameter is 40.4 (30-70) mm and mean
count of dissected lymph nodes is 6 (2-12).
Long-term oncologic outcomes of LDP in
malignant cases is also similar to open. Average
3 years survival was reported as 36% and a
median survival time was 15-23 months (24).
The average follow up period is 22 months (12-
36) in our study. Only one patient with ductal
adeno carninoma had died in post-operative 14™
month due to distant metastasis occured after
surgery. The other patients under follow up
period are still disease free.

Mortality has been reported as <1% in
LDP cases (19,20). No operation related
mortality was observed in our patients.

CONCLUSION

Having experience on advanced laparoscopic
methods is determinant in laparoscopic distal
pancreatectomy. LDP is adopted as an effective
and safe, standard procedure in benign lesions.
However, in malignant patients, the place of
laparoscopy will be clearer upon prospective
randomised studies.
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The clinicopathological characteristies of the patients with solid
pseudopapillary tumor of the pancreas

Pankreasin solid psodopapiller tiimorlii hastalarin klinikopatolojik
ozellikleri

Yakup Bozkaya, Nuriye Yildirrm Ozdemir, Mutlu Dogan, Efnan Algin, Ozan Yazici, Oznur Bal, Nurullah
Zengin
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OZET
GIRIS ve AMAC: Bu calismada klinigimizdeki pankreas solid psodopapiller timorlii (SPT) hastalarin klinik
verileri esliginde tedavi ve takip uygulamalari ile bunlarin sonuglari tartisiimstir.
YONTEM ve GERECLER: Eyliil 2005- Ocak 2016 yillar1 arasinda klinigimizde SPT tanis1 alan 12 hastanin
klinik ve patolojik parametreler, aldiklar1 tedaviler ve uzun siireli takip sonuglari agisindan degerlendirildi.
BULGULAR: Hastalarin 2/3°1i kadin ve median yas 39.5 (aralik 19-71) idi. Primer tiimoriin en sik yerlesim yeri
(58.3%) pankreas kuyruk kesimi idi. Cerrahi tedavi olarak 7 hastaya distal pankreotektomi, 4 hastaya Whipple, 1
hastaya ise total pankreatektomi uygulanmisti. Ortalama tiimor boyutu 8.4 ¢cm (4-15) olarak saptandi. 3 hastada
perindral invazyon (PNI) ve 2 hastada lenfovaskiiler invazyon (LVI) saptandi. Ug hasta malign SPT olarak
dusunuldu ve bu hastalardan birine adjuvan kapesitabin kemoterapisi sonrasi adjuvan radyoterapi verildi. Geriye
kalan iki hastaya ise adjuvan gemsitabin kemoterapisi verildi. Medyan genel ve hastaliksiz sagkalima ulagilamadi.
Medyan takip stiresi 25.1 ay (1.9-84.1 ay) idi ve takiplerde 3 (25%) hastada niiks meydana geldi.
TARTISMA ve SONUC: Pankreasin SPT'inde lenf nodu tutulumu, LVI, PNI, ileri yas ve erkek cinsiyet kotii
prognostik faktorler olabilir. Bu hastalarda kemoterapi ve/veya radyoterapi diistiniilebilir. Ancak SPT'de kotii risk
faktorlerinin belirlenmesi ve kotii risk grubundaki hastalarda adjuvan tedavinin yerini belirleyebilmek igin
prospektif klinik ¢aligmalara ihtiyag vardir.
Anahtar Kelimeler: Pankreasin psddopapiller tiimorii, malign psédopapiller tiimor, pankreatektomi, gemsitabin

ABSTRACT
INTRODUCTION: In this study we aimed to evaluate the follow up and treatment modalities along with the
results of the patients with pancreatic pseudopapillary tumors (SPT)
METHODS: We evaluated the clinical and pathological parameters, treatments and long-term follow-up results
of 12 patients diagnosed with SPT between 2005 and 2016 in our clinic.
RESULTS: Two thirds of patients were female and median age was 39.5 years (range 19-71). Pancreatic tail
(%53.8) was the most common site for tumor localization. Distal pancreatectomy (n=7), Whipple surgery (n=4)
and total pancreatectomy (n=1) were the surgical procedures. Mean tumor diameter was 8.4 cm (range= 4-15 cm).
We identified perineural invasion (PNI) in 3 patients and lymphovascular invasion (LVI) in 2 patients. Three
patients received adjuvant radiotherapy following 6 cycles of adjuvant chemotherapy since they were considered
as malign SPT. Two of them received 6 cycles of gemcitabine whereas the other one was 6 cycles of capecitabine
as adjuvant chemotherapy. Median overall and disease-free survival were not reached. Only 3 (25%) patients
relapsed at a median follow-up of 25.1 months (range= 1.9-84.1).
DISCUSSION AND CONCLUSION: We consider that nodal involvement, LVI, PNI, advanced age and male
gender might be poor prognostic factors in SPT. Ajuvant chemotherapy and/or radiotherapy might be considered
for these patients. However, we need prospective clinical trials to determine poor risk factors and the treatment
modalities for the patients with poor prognistic factors.
Keywords: Pancreatic pseudopapillary tumor, malign pseudopapillary tumor, pancreatectomy, gemcitabine
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Giris

Pankreasin kistik lezyonlar1 sik goriilmekle
birlikte ¢ogunlugunu psddokist ve retansiyon
kisti olusturmaktadir. Kistik lezyonlarm %10-
15 kadann ise kistik neoplazilerdir (1).
Pankreasin solid psddopapiler tiimorii (SPT),
oldukga nadir goriilen diisiik malign potansiyele
sahip bir tiimordiir. Daha c¢ok 20-40 yas
arasindaki  kadmnlarn  etkilemektedir  (2).
Asemptomatik  olduklar1  gibi  dispeptik
yakinmalar, erken doygunluk, bulanti, kusma
ve abdominal kitle bagvuru semptomlari olabilir
(3,4).

Radyolojik goriintiilemelerde
genellikle iyi smirli, solid, kistik ve
kalsifikasyon iceren bir kitle olarak karsimiza
cikmaktadir [5]. Tan1 ¢ogunlukla postoperatif
olarak konulmaktadir. Temel tedavisi cerrahi
olup hastalarin %95 inden fazlasinda kiir
saglanmaktadir (6,7). Bu caligmada
klinigimizde pankreas SPT’li 12 hastanin klinik
verileri esliginde tedavi ve prognozlari
degerlendirildi.

Gere¢ ve Yontem

Eyliil 2005- Ocak 2016 tarihleri arasi
Ankara Numune Egitim ve Arastirma Hastanesi
Tibb1 Onkoloji klinigine bagvuran 639 pankreas
malignite tanist1 almisg hastalarin  dosyasi
retrospektif olarak incelendi. Histopatolojik
olarak pankreas SPT tanis1 almms 12 hasta
caligmaya dahil edildi.

Hastalarin  yas, cinsiyet, basvuru
semptomu, performans durumu gibi klinik
parametreler, tiimor c¢api, lenfovaskiiler
invazyon (LVI), perinéral invazyon (PNI), lenf
nodu metastazi gibi patolojik parametreler ve
aldiklar1 tedaviler agisindan degerlendirildi.
Performans durumunu degerlendirmede Eastern
Cooperative Oncology Group Scale (ECOG)
performans skalasi, evreleme Diinya Saglik
Orgiitii 2010 (WHO-2010) tiimér smiflamasina
gore yapildi.

Hastalarin yasam durumlar1 hem hasta
dosyalarindan hem de Tiirkiye Cumhuriyeti
Merkezi Niifus Idare Sistemi kayitlarindan
kontrol edilerek tespit edildi.

Bulgular
Toplam 639 pankreas maligniteli
hastanin 12'sinde (1.8%) SPT tespit edildi.

111

Hastalarin klinikopatolojik 6zellikleri tablo 1 de
Ozetlenmistir. Hastalarin 2/3’1i kadin ve median
yas 39.5 (19-71) idi. En sik bagvuru semptomu
karm agris1 (58.3%) olmakla birlikte 2 hastada
(16.7%) rutin inceleme sirasinda insidental
olarak saptandi. Daha 6nceden en az komorbid
bir hastaliga sahip hastalik oran1 66.7% (n=8)
ve komorbid hastaliklar i¢cinde en sik (50%,
n=4) diyabetes mellitus saptandi. Tani
doneminde performans skoru 75% hastada 0-1
idi. Primer tiimoriin en sik yerlesim yeri
(58.3%) pankreas kuyruk kesimi idi. Biitiin
hastalarda tan1 Oncesi karsinoembriyonik
antijen (CEA) ve karbonhidrat antijeni 19-9
(CA19-9) normal olarak bulundu. Cerrahi
tedavi olarak 7 hastaya distal pankreotektomi
(5'i splenektomisiz, 2'si splenektomi) 4 hastaya
Whipple, 1 hastaya ise total pankreatektomi
uygulanmigti. Ortalama tiimor ¢api 8,4 cm (4-
15) olarak saptandi.

Cerrahi tedavi esnasinda 8 hastada lenf
nodu disseksiyonu yapilmist1 ve bu hastalarin
sadece birinde lenf nodu metastazi saptandi.
Histopatolojik degerlendirmede, 3 hastada
perinoral invazyon (PNI) ve 2 hastada
lenfovaskiiler invazyon (LVI) bulundu. Ug
hasta malign SPT olarak dusunuldu ve bu
hastalardan birine adjuvan oral kapesitabin
kemoterapisi sonrasi1 adjuvan radyoterapi
verildi. Geriye kalan iki hastaya ise adjuvan
gemsitabin kemoterapisi verildi.

Medyan takip siiresi 25,1 ay (95% ClI,
1.9-84,1 ay) ve medyan genel ve hastaliksiz
sagkalima ulagilamadi. Takiplerde 3 (25%)
hastada niiks meydana geldi. Niiks gelisen
hastalarin medyan yas1 61 ve bu hastalarin 2’si
tant doneminde PNI ve LVI olan erkek
hastalardi. Yine takiplerde 3 hasta oldi.
Bunlarda biri SPT disi nedenlere bagli diger 2 si
ise (strasiyla niiks tarihinden 6 ve 10 ay sonra)
SPT nedeniyle meydana geldi.

Tartisma

Pankreasin SPT biitiin kistik pankreas
timorlerin %3 {inli ve egzokrin pankreas
tiimorlerin ise yaklasik %1-2 sini olusturan
nadir goriilen timorlerdir (8,9). SPT biitiin yas
grubunda goriilebilmesine karsin en sik geng
yas (ortalama 27) gruptaki kadinlar etkilemekte
ve kadin/erkek orami yaklasik 8:1 olarak
bulunmustur (10). Merkezimizde de SPT
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hastalik ~ orammz  1.8%  ile  Onceki
caligmalardaki oranlara benzer olarak bulundu.
Bizim vaka serimizde kadin hasta sayis1 daha
fazla olmakla birlikte Onceki c¢alismalara
nazaran kadm/erkek oranm1 (K/E=2) daha
diisiikti.

Solid psodopapiller tiimérlii hastalar
genellikle karin agrisi, bulanti kusma ile daha az
siklikta sarilik ve hematemez sikayetiyle
bagvurabildigi gibi herhangi bir semptom
olmadan asemptomatik olarak da bagvurabilir
(11,12). Tan1 doneminde ortalama timor ¢api
9.5 cm olarak saptanmakla birlikte non-spesifik
semptomlar veya asemptomatik hastalik olmasi
nedeniyle 30 cm’ye varan boyutlarda karsimiza
¢ikabilmektedir (9,13). Calismamizda yapilan
diger calismalara benzer sekilde hastarin 58.2%
sinde non-spesifik olarak karin agris1 vardi ve
asemptomatik hastalik oram1 16.7% idi.
Ortalama timér ¢apt 8,4 cm ile yine diger
caligmalara benzer olarak bulundu.

Lokalizasyon olarak SPT genellikle
pankreas kuyruk kesiminde iyi sinirh kapsiille
cevrili bir tiimoral yap1 olarak karsimiza
cikmaktadir (14). Hastalar pankreasta yerlesim
gosteren izole bir kitle ile bagvursa da bazi
hastalarda dagimik c¢ok sayida kitlesel yapi
goriilebilmektedir (15). Calismamizda en sik
(58.3%) pankreas kuyruk kesiminde ve biitlin
hastalarin tan1 doneminde pankreasta izole tek
kitlesi vardi. SPT igin spesifik herhangi bir
timor markirt mevcut olmamakla Dbirlikte
genellikle CA 19-9 ve CEA normal diizeylerde
saptanmaktadir (3,10). Biitiin hastalarimizda
benzer olarak CEA ve CA19-9 seviyeleri
normal sinirlarda saptandi.

SPT diislik malignite potansiyeli olmasi
nedeniyle tant doneminde yaklagik 85%’i
pankreasa sinirli iken geriye kalan 10-15%
kadar1 ise metastaz ile bagvurmaktadir. En sik
metastaz bolgeleri ise karaciger, bolgesel lenf
nodlar1, omentum ve peritondur (16). Hem lokal
hem de metastatik hastalik grubunda temel
tedavi cerrahidir. Tiimor yerlesim yerine gore
pankreatoduodenektomi veya distal
pankreatektomi + splenektomi yapilmaktadir.
Daha radikal cerrahiler veya genis lenf nodu
disseksiyonu lokalize hastalik durumunda
genellikle Onerilmez. Bizim serimizde de tiim
hastalara radikal cerrahi yapilmasinin yani sira
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8 hastamizda lenf nodu disseksiyonu yapilmisti.
Bunlar arasinda sadece bir hastada lenf nodu
metastaz1 saptandi. Bu hasta grubunda lenf
nodu metastaz oram diisiik saptanmasi
nedeniyle genis lenf nodu disseksiyonu
Onerilmeyebilir. Ancak vaka sayimizin az
olmasi nedeniyle bu konuda genis hasta
sayistyla prospektif c¢aligmalarin yapilmasi
uygun olacaktir.

Lokal ileri unrezektabl olan hastalarda
tiimorii kiigliltmek ve sonrasinda cerrahi tedavi
yapmak icin gemsitabin ve radyoterapinin
etkinligi birkag¢ caligmada gosterilmistir (17-
19). SPT’nin tedavisinde adjuvan kemoterapi
ve radyoterapinin rolii acik degildir. Hasta
serimizde kotii prognostik faktdr olarak lenf
nodu tutulumu ve PNI ile LVI tutulum olan bir
hastamizda kapesitabin  sonrast1  adjuvan
radyoterapi  verildi ve takiplerde niiks
gelismedi. Malign ozellikler tasiyan diger iki
hastamiza adjuvan tedavi olarak sadece
gemsitabin verildi ancak takiplerde niiks gelisti.
Yapilacak daha yiiksek sayili hasta igeren
caligmalar bize niiks agisindan daha riskli bir
grup tanimlayabilir ise adjuvan tedavi verilecek
bir alt grup belirlenmesi miimkiin olabilir.

Malign ozellikler daha ¢ok erkek ve
yasli hastalarda goriilmektedir (20). PNI ve LVI
ve pankreatik dokularin derin invazyonu
malignite ve cerrahi tedavi sonrasi niiks ile
iliskilidir (20-22). Kang ve arkadaslarinin 33
hastada yaptig1 retrospektif caligmada timor
capinin 5 cm’nin {izerinde olmasi tek degiskenli
analizde malign potansiyel i¢in anlamlh
raporlanmistir (21). Takiplerde niiks gelisen 3
hastamizda tan1 doneminde medyan yas 61, 2 Si
erkek ve 2 hastanin histopatolojilerinde LVI ile
PNI mevcuttu. Malign potansiyel sahip 3
hastamizin timdr c¢apt 5 cm iizerindeydi
(swrastyla  7,8,15 cm). Mevcut verilerimiz
literatiir ile tamamen uyumlu idi.

Sonug olarak pankreasin SPT'inde lenf
nodu tutulumu, LVI, PNI, ileri yas ve erkek
cinsiyet kotli prognostik faktdrler olabilir. Bu
hastalarda kemoterapi ve/veya radyoterapi
distintilebilir.  Ancak SPT'de koti risk
faktorlerinin  belirlenmesi ve kot risk
grubundaki hastalarda adjuvan tedavinin yerini
belirleyebilmek  igin  prospektif  klinik
caligmalara ihtiyag vardir.
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Cikar Catismasi: Yok

Klinik Ozellikler Hasta Sayisi
(%)
Yas
Medyan (y1l) 39.5
Min - Max 19-71
Cinsiyet
Kadin 8 (66.7)
Erkek 4 (33.3)
Semptom
Karn agris1 7 (58.4)
Bulanti-kusma 1(8.3)
Sarilik 1(8.3)
Ishal ve kilo kayb1 1(8.3)
Asemptomatik 2 (16.7)
Komorbidite
0 4 (33.3)
1 5 (41.7)
>2 3(25)
Lokalizasyon
Bas 4 (33.3)
Govde 1(8.3)
Kuyruk 7 (58.4)
Boyut (ortalama,cm) 8.4 (4-15)
Perinéral Invazyon 3 (25)
Lenfovaskiiler Invazyon 2 (16.7)
Cerrahi tedavi
Distal pankreatektomi+/- splenektomi 7 (58.4)
Pankreatikoduodenektomi 4 (33.3)
Total pankreatektomi 1(8.3)
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The depression and related factors among cancer patients and their family
caregivers in Turkish Population

Tiirk Toplumunda kanserli hastalar ve yakinlar arasindaki depresyon ve
depresyonla iliskili faktorler
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OZET
GIRIS ve AMAC: Kanserli hastalar arasinda depresyon oram %29 olarak bildirilmistir. Depresyon varligi, hem
hastay1, hem de hastaya bakmakla yiikiimlii aile liyelerini olumsuz yonde etkiler. Bu ¢alismada, kemoterapi alan
hastalar ve onlara bakmakla yiikiimlii yakinlarinda depresyon varligini, sosyo-demografik faktorler ve giinliik
aktivitelerin depresyonla iliskisini degerlendirdik.
YONTEM ve GERECLER: Toplam 302 kanser hastas1 ve 302 yakinini inceledik. Depresyonu Beck Depresyon
Envanteri (BDE) ile degerlendirdik. Depresyon i¢in sinir degeri 17 olarak kabul ettik ve depresyonla iliskili sosyo-
demografik 6zellikleri analiz ettik.
BULGULAR: Depresyon skorlar1 hasta grupta yakinlarina gore daha yiiksekti (12,5 ile 8). Hastalig1 yeterince
bilmeme, giinliik sosyal aktivitelerde kisitlilik, hem hasta hem yakinlarinda depresyon varlig: ile iliskiliydi.
Korrelasyon analizi ile hasta yakinlarinda, egitim seviyesi, is durumu, aylik gelir depresyonla ters orantil iken,
hastanin hastaligini bilme, depresyonla iliskiliydi. Hastalar i¢in ise, semptom varlig, aile ziyaretleri, depresyonu
predikte eden faktorlerdi. Bununla beraber, hasta yakinlari i¢in aile ziyaretleri ve aylik gelir depresyonu predikte
eden bagimsiz faktorler olarak bulundu.
TARTISMA ve SONUC: Hem hasta, hem de yakinlarinda kiiltiirel farkliliklar bazinda depresyonu predikte eden
faktorleri tesbit etmek, tedaviye yardimer olacag gibi hayat kalitelerinin de artmasina yardimei olacaktir.
Anahtar Kelimeler: depresyon, kanser hastasi, bakim veren aile iiyesi, Beck depresyon envanteri, depresyon
skoru

ABSTRACT
INTRODUCTION: Depression has been reported as 29% in frequency among cancer patients. The presence of
depression negatively effect both the patients and their family member who provide the care the patients. In the
present study we evaluated the presence of depression in cancer patients receiving chemotherapy and their
caregivers and the relatioship between socio-demographical factors and daily social activities with depression.
METHODS: Totally,302 cancer patients and 302 family caregiver of them were evaluated. Depression was
analyzed with Beck Depression Invantery(BDI). The cut-off value for depression was 17 and the socio-
demograpfical factors related with depression were analyzed.
RESULTS: Depression scores was higher in patients then their caregivers(12.5vs8). Insufficent information about
disease and rare social activities were related with depression for both cancer patients and their caregivers. By
correlation analysis, educational level, occupational status and income were inversely related with depression but
the knowing the the diagnosis of the patients by caregiver was positively related with depression. The presence of
symptom and family visit were independent predicting factor for depression of patients. On the other hand family
visit and income were important independent factors for caregiver depression.
DISCUSSION AND CONCLUSION: Findings of the predicting factor of depression for both patients and their
caregiver according to culturel diversity may help treatment management and improve the quality of the life.
Keywords: depression, cancer patients, family caregiver, Beck depression score, depression score.
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Introduction

Depression and anxiety are common psychiatric
problemsin cancer patients (1). Patients with
cancer experience a high disease load together
with increased severity of disease as well as
functional decline due to progression of their
disease (2). In a meta-analysis included 70
studies, depression rate was reported as 16.3%
with the 6.3% of them was major depression (3).
For palliative care patients this rate increases up
to 24.6-30% (4). Major depression rate was
reported in the range of 5% to 30% among
cancer patients. The diversity for several studies
related with different diagnostic criteria and
interview types have been used. By clinical
interview, questionnaires and  self-report
guestionnaires with variable cut-off value
depression can be diagnosed. Beck Depression
Inventory (BDI) is specific for depression, it is
a 21-item, self-report rating inventory that
measures characteristic attitudes and symptoms
of depression (5)

Patients with cancer and comorbid
depression have worse anxiety, worse symptom
like pain, fatique, poor adherence to treatment,
impaired  physical, social and family
functioning than other cancer patient without
combined depression(1,6). Personal history of
depression, being alone, low-socioeconomic
status, lack of social support, type of cancer,
advanced stage, uncontrolled physical
symptoms, the presence of treatment toxicity
and comorbiditieshave been reported as
predictor factors for depression (4). To diagnose
and management of depression which is linked
with poor quality of life and shortened survival
is important (7).

The diagnosis of cancer is recognized as
chronic stressor not only for patients and also
for their caregivers and effects negatively their
psychological, social and economic status (8).
Informal caregiver as family members provide
care to cancer patients. Caregivers had been
reported that higher depression score compared
the age matched general population (8). Studies
have shown that the rate of distress and
psychiatric disorders among family caregiver
were similar to those of the patients (9).
Depression moods of carers of cancer patients
was reported up to 70% (10). While younger
age caregivers had higher depression score,
relationship between gender, educational status,
marital status and depression was contradictory
(11). A few studies have addressed depression
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and the relationship  between  socio-
demographical features of cancer patients and
their family caregivers. To evaluate the factors
predictors for depression of both cancer patients
and their caregiver is important to allow more
effective palliation and to improve survival of
the patients.

Turkish family units are important in
traditionally. People might feel responsible for
looking after their family. The extended family
included grandfather, grandson and their wives
and the nuclear families included husband,
wives and children are common in Turkey (12).
One of the family member who lives with
cancer patients takes all responsibility in
diagnosis, treatment, follow-up and care of the
patients. While generally family caregivers
want to know diagnosis and decide treatment of
the patients, they don’t want patients to know
all  diagnosis and  treatment  detail
sopsychological and social load of caregivers
increase. Inhere we evaluated whether any the
difference between depression scores of the
patients and their caregivers. Furthermore we
analyzed also any socio-demographic features
or to know diagnosis abilty of affect the
depression scores. Regular physical activity is
not habit for our population. On the other hand
traditionally family, friend or neighbor visits are
frequent. We evaluated also frequency of the
daily social activities of both patients and their
caregivers and their relationship between
depression scores.

Material and Methods

This is prospective cohort study of the case and
performed between April 2016 September
2016. Totally 302 cancer patients who had been
treated in outpatient chemotherapy unit of
Haydarpasa Numune Education and Research
Hospital in Istanbul and 302 caregivers of these
patients were included. To be eligible for his
study, patients had to have cancer and who had
been treated with chemotherapy in our unit.
Patients lived together with family members
who  weretheir  primary  caregiverswere
included. Patients and their caregivers
completed BDI quesitionnarse at the same time
if they had no concurrent malignancy. Subjects
need to be understand or communicate for the
content of the questionnaireand had no
cognitive disorders and were older than 18 years
of age and they could read and understand
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Turkish.The participation was voluntary but all
subjects provided informed consent for
participation the study. After the questionnaires
were completed, they were evaluated by one
oncologist and one psychologist. Before
begining the study, the permission from local
ethical comittewas obtained.

Demographic datas including the age,
gender, place of birth, marital status, education
level, income, emplyoment status, presence of
chronic or psychiatric disease were recorded for
both patients and their caregivers. The cancer
type, stage of the disease and treatment
modalities  were  obtained from the
patients’files. The daily social activities of
subjects included visit of family members,
neighbourhoud or friends, watcing television,
having a picnic, going to cinema, eating out,
shopping, going to holiday, walking together or
shopping were queried. The number of daily
activities which were performed by both
patients and their caregivers were classified as
none, 1-3, 4-6, 7-8 and 9-10.

Subjects were completed the Beck
Depression Inventory (BDI) which is a 21-item,
self-report rating inventory that measures
characteristic attitudes and symptoms of
depression (5). It takes approximately 10
minutes to complete, fifth — sixth grade reading
level to adequately understand the questions
(13). Turkish version of BDI which was pointed
as reliable and valid for outpatient clinic by
Hisli was used for our subjects (14). All items
are scaled as 0-3. After subjects completed the
guestionnaire, thescore for each of the twenty-
one questions by counting the number to the
right of each question they marked were added.
The range of the total test was 0-63. The
depression was classified as normal if the total
score was between 0-10, 11-16 was minimal,
17-20 was borderline, 21-30 was intermediate,
31-40 was severe and >40 was exterme
depression. The depression score of 17 as a cut-
off point was used to diagnose the depression.
If the depression scores was between 0 and 16,
it was accepted as normal, depression was
diagnosed when the total score was >17.
Internal consistency for the BDI ranges from .73
to .92 with a mean of .86. (15). The BDI
demonstrates high internal consistency, with
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alpha coefficients of .86 and .81 for psychiatric
and non-psychiatric populations respectively
(15).

Statistical Analysis: Statistical analyses were
performed using SPSS 17.0 (SPSS Inc.,
Chicago, IL, USA) software. The relationship
between the presence of depression and socio-
demographical factors were analyzed by the
chi-squared test and Fisher’s exact
test.Furthermore we analyzed any relationship
between depression score and  socio-
demographical  factors and  daily-social
activities of all subjects by Sperman correlation
test. The comparison of the depression scores of
patients and their caregiver was analyzed by
Mann-Whitney U-test. Factors found to be
significant by chi-square were also examined
with logistic regression analysis to determine
predictive factors for depression.The 95%
confidence (Cl) was used to quantify the
relationship between survival time and each
independent factor. All p values were two-sided
in tests and p values less than or equal to 0.05
were considered to be statistically significant.

Results

Totally 604 subjects, 302 of them cancer
patients and 302 were their caregiver were
included the study. The median age of the
patients and caregivers were 54 and 42 years
respectively. Over the 60% of the patients and
48.7% of caregivers were female. Although
over 95% of all subjects were placed in Istanbul,
birth place of only 21.9% of the patients and
41.7% of the caregiver was Istanbul.
Aproximately one third of subjects were lived
with spouse and children as nuclear family.
Nearly 10% lived with extentded family and
1.7% of patients lived alone. Most of the subject
graduated from primary or high school. 52% of
the patients and 32% of the caregiver were
unemployed. Nearly 95% of the patient knew
their disease. Caregiver of patients were spouse
(43.2%), children (44.9%), mother or father
(3%) or sister (9%). Table 1 shows the socio-
demographic features of both patients and their
caregivers.
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Table 1: The socio-demographic characteristic of the patients and patient caregivers
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Patients
Patients caregiver
Number % Median Range Number % Median Range
Age 54 27-84 42 16-76
Beck depression score 12.5 0-50 8 0-50
Gender
female 188 62.3 147 48.7
male 114 37.7 155 51.3
Place of residence
Istanbul 291 96.4 296 98
out of Istanbul 11 3.6 6 2
Birth place
Istanbul 66 21.9 126 41.7
out of Istanbul 236 78.1 176 58.3
Household
composition
spouse-children 231 76.5 194 64.8
Mother-father 5 1.7 51 16.9
Only mother or father 7 2.3 9 3
Extended family 31 10.3 35 11.6
alone 5 1.7 2 0.7
spouse 11 3.6 9 3
children alone 12 4 2 0
Educational level
literate 58 19.2 13 4.3
primary school 164 54.3 125 41.4
high school 44 14.6 79 26.2
associate 12 4 18 6
university 23 7.6 54 17.9
graduate 1 0.3 13 4.3
Employement status
student 20 6.6
officer 6 2 28 9.3
self-emplyoment 30 9.9 79 26.2
worker 21 7 46 15.2
housewife 146 48.3 73 24.2
retired 86 28.5 49 16.2
unemployed 13 4.3 7 2.3
Income
none 97 32.1 78 25.8
<1000 65 21.5 47 15.6
1000-2000 113 37.4 119 39.4

>2000 27 8.9 58 19.2
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Marital status

single 10 3.3 60
married 250 82.8 226
widow 42 13.9 16
Chronic disease

present 72 23.8 43
absent 230 76.2 259
Psychiatric disease

present 19 6.3 12
absent 238 93.7 290
Does patient know his

dissease?

yes 286 94.7

no 16 5.3

Stage

1 11 3.6

11 53 17.5

11 108 35.8

v 130 43

Operation

present 194 64.2

absent 108 35.8

Radiation

present 74 24.5

absent 228 75.5

Symptom

present 91 30.1

absent 211 69.9

Family history

present 69 22.8

absent 233 77.2

Family caregiver

spouse 131
mother or father 9
child 135
sister 27
Beck categorical

values

normal 130 43 178
minumum 77 25.5 68
borderline 37 12.3 29
intermediate 42 13.9 18
severe 11 3.6 5
extreme 5 1.7 4
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The median depression scores were 12.5(0-50)
for patients and 8 (0-50) for their caregivers
respectively and this value was statistically
significant (p<0.001). Depression was more
frequent in patients with advanced stage disease
(p=0.02) and patients who didn’t know their
disease (p=0.02) and also performed infrequent
daily social activities (p=0.005). For patients
caregivers, low income (p=0.001), history of
psychiatric disease (p=0.03), rare social
activities (p=0.002) and sufficient
knowledgeabout the disease of patients
(p=0.03) were together with depression. Marital
status, household composition, family history of
malignancy for patients or caregiver position as
family member were not found related with
presence of depression. Table 2 shows the
relation between depression and socio-
demographical characteristics.

By using correlation analysis, stage of
the cancer was positively correlated with
depressionamong patients (p=0.005,
r=0.110).0n the other hand educational level
(p=0.005, r=-0.163), occupational status
(p=0.008,r= -0.153) and income (p=0.001, r= -
0.185) were inversely correlated with
depression among caregivers but the knowing
the the diagnosis of the patients by caregiver
was positively related with depression (p=0.03,
r=0.121).Table 3 the results of the related
factors with Beck depression scores.

The most common daily social
activities of Turkish populations were visit of
family, friends, neighbour, going to cinema,
eating out, having a picnic, shopping, watching
television, going to holiday, walking together
(Table 4). The number of daily social activities
of both patients and their caregiver were
classified as none, 1-3, 4-6, 7-8 and 9-10 and
table 5 shows this classification for both groups.

The presence of symptom (p=0.01) and
family visit (p=0.005) were independent
predicting factor for depression for patients. On
the other hand family visit (p=0.01) and income
(p=0.05) were important for caregiver
depressionby logistic regression analysis.
Discussion:

Cancer is life-threatening disease so
psychiatric ~ disorders like anxiety and
depression have been common among cancer
patients (16). The rate of the depression in
cancer patients is four times higher than general
population (17). The prevelance of depression
was reported as 3% to %38 in cancer patients
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and highest rate related with advanced stage,
disability, unrelieved pain (17). One meta-
analysis included 211 studies reported the
depression rate in cancer patients was 8% to
24% (18). This variabilities is caused by
depression was measured by different
instruments in different cancer types or stages
(19). BDI was assessed as screening method for
depression and it was considered favourable,
generalized and potantially useful across cancer
types and disease stage (20). Several reviews
reported that BDI has appropiate sensitivity and
specificity (19,20). BDI is easy for use and
quick to complete so we used this short test to
determine depression score of both 302 patients
and 302 their caregiver in the chemotherapy
unit when they came to take chemotherapy. The
median depression scores of patients were
higher in patients compared than their
caregivers (12.5 and 8 respectively). While
68.8% of the patients had depression, 18.6% of
the healthy caregivers had intermediate or
severe depression.  Although traditional
extended family still common in east part of
Turkey, one third of our patients live in nuclear
family in Istanbul so caregivers were mostly
spouse (43.2%) or children (44.9%).Several
factor have been reported as risk factors for
depression like younger age, low socio-
economical status, social isolation, past
depression, advanced stage disease, toxic effect
of chemotherapy regimen, presence of
symptom, functional impairment (21).While in
general population depression is more prevelant
in women, depression rates are similar in both
gender and age among cancer patients
(17).Over the 60% of the our patients and 48.7%
of caregiver were female and depression was
not different between male or female group.
Walker et al. screened depression in
21151 cancer patients (6). Major depression
was frequent in lung cancer, gynecological
cancer, breast, colorectal and genitourinary
cancer. Betweeen these groups younger age and
low social deprivation score were associated
with  more depression (6). And also
oropharyngeal cancer, pancreatic, breast and
lung cancer were reported more associated with
depression (17). Advanced stage disease, lower
performance, status have been reported to be
related with severity of depression (16,22).
Most of diagnosis in our patients were breast
(44.7%), gastrointestinal system(37.7%), lung
(5.3%), gynecological system (4%),
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genitourinary system (2.4%), head and neck
cancer (1.6%) and others in order of freqiuency.
Although there was a no difference between
cancer type and depression, advanged stage
were asociated with higher depression similar
the literature. Breast cancer is common in our
center and the prognosis of breast cancer is
relatively better than other cancer types so
depression was not different according to cancer
types with infrequently seen head and neck or
pancreatic cancer.

Different from us, Mitchell et al.
reported that depression was not different
between healthy control and cancer patients (3).
They didn’t investigate the effect of the
treatment, symptoms, work status and also they
analyzed depression 2 years after from the
diagnosis. We evaluated patients while taking
median 4 cycle of the chemotherapy after the
diagnosis so the negative effect of treatment
toxicity on depression was included. Salvo et al.
analyzed 1439 cancer patients and they reported
that 55% of at least mild depression. They found
that low performance, female gender, cancer
type such as lung cancer were significantly
associated with severe depression and pain was
not independent factor for depression (16).
Pscychological stress was reported as lower in
breast cancer patients who had a job (23).
Employed women had wider social enviroment
so more self confidence. Socioeconomic status
which was measured by annual income of
family was important in determining quality of
life of cancer patiens (23). In our study, 52% of
the patients and 32% of the caregiver were
unemployed, but neither emplyoment status nor
the other social parameters like income,
educational levels were related with depression
score among patients. The presence of symptom
and family visit were only two independent
predicting factor for depression.

The diagnosis of cancer leads to serious
psychiatric distress the affected person as well
as their close family member (24). Primary
caregivers with female gender, spousal
relationship, older age, poorer health, caring
advanced stage patientswerefound to be more
tendency for depression (25). Because of the
closest support, partners have vital role in the
care of cancer patients (24). In most studies
caregivers was female and they reported that
higher level of stress compared the male
caregivers (26). Inhere77.4% of caregivers were
spouse of the patients andnearly half of them
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were female but no difference in respect to
depression from the male caregiver were
detected.Badr et al. analysed 49 patients with
head and neck cancer who underwent
radiotherapy and their caregivers. They found
that both patients and their caregivers had
similar paterns of changes in distress overtime
but caregivers were more distressed than
patients over the course of radiotherapy (27). It
may be related head and neck radiotherapy
disrupt daily activities more common than other
cancer therapy which is more common in our
center.

Grunfeld et al reported that cancer
patients and their caregives experienced similar
level of depression (28). Heckel et al. analyzed
150 caregiver of cancer patients with one third
of them had depression score of 16 or above.
83% of them was partner and 39% educated
from secondary school and 36% from the
university (10). Caregiver depression score was
not related with patients’ demographical
features (10). Stadfford et al also didn’t find any
relationship between caregivers’ depression and
patient  depression and any clinical
characteristics (29). As a family caregiver being
older age and being a partner had negatively
affect the quality of the life (24). Family
caregivers play a vital role during treatment and
follow-up time of cancer patients particularly in
Turkey. Yesilbakan et al. evaluated symptom
checklist of 80 cancer patients and their
caregivers (30). Over 80% of the population
was unemployed and 41% of them completed
secondary school. Spousal relationship was
common as 49% as caregiver. Among two
groups depressive mood was higher among
caregivers than cancer patients (30). We found
that educational level, occupational status and
income were inversely correlated with
depression among caregivers. On the other hand
marital ~ status, household  composition,
caregiver position as family member were not
found related with presence of depression.

Physical activity in cancer patients
especially in breast cancer, has been shown to
improve quality of life and reduce depression
(31). Regular physical activity is not habit for
our population. On the other hand traditionally
family, friend or neighbor visits going to
cinema, eating out, having a picnic, shopping,
watching television, going to holiday, walking
together are frequent. We evaluated also
frequency of the daily social activities of both
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patients and their caregivers and their
relationship between depression scores. For
both patients and their family caregiver
increasing the daily social activitie numbers
were together with lower depression score.
Another issue, in our society, generally
family caregivers want to know diagnosis and
decide treatment of the patients, they don’t want
patients to know all diagnosis and treatment
detail so psychological and social load of
caregivers increase. Although nearly 95% of the
patient knew their diseasehere, other 16 patients
who didn’t their diagnosis had worse depression
score. In respect to family caregivers oppositely
if they know their diagnosis detail, they had
more depression. In all chemotherapy unit
psychologist and work together multidisiplinary
should be exist to explain diagnosis and
oncological treatment plan, to patients and
family caregiver together before starting the
treatment. In addition nurses working in
oncology unit should educated pscychological
guidence to interwiev patients caregiver also.
This is one of the few study to compare
depression score of both patients and their
caregivers. We think that this study is important
to mention the relationship between socio-
demographical features and daily-social
activities of both patients and their caregivers
reflecting the West part of the Turkey.
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Pulmonary Findings Of HIN1 Infection In Children With Malign Disease

HIN1 Infeksiyonu Geciren Kanserli Hastalarda Akciger Bulgular:
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OZET
Giris: HIN1 influenza virusu, malign hastaliklarda ve kronik hastaliklarda immunsupresyona bagli dldiiriicii
olabilmektedir. Hastalar gribal enfeksiyon semptomlari, yiiksek ates, ishal sikayeti ile daha ¢ok basvurmakta,
klinik tablo solunum yetmezligine kadar gidebilmektedir. Bu ¢aligmada kanser tanist ile izlenen HIN1 enfeksiyonu
geciren hastalarin radyolojik bulgularinin degerlendirilmesi amaglandi.
Materyal Method: Ocak 2010- Ocak 2016 yillar1 arasinda hematoloji-onkoloji kliniginde kanser tanisi ile takip
edilen 94 vakadan, HIN1 PCR’1 pozitif olan 10 vaka ¢alismaya dahil edildi. Vakalar absolii nétrofil sayisina gore;
>500 /uL tstii absolii nétrofil sayist olanlar Grup A (bes vaka) ve <500 pL alt1 absolii n6trofil sayisi olanlar grup
B (bes vaka) olmak iizere ikiye ayrildi. Hastalarin akciger grafileri ve toraks bilgisayarli tomografi sonuglari
degerlendirildi.
Sonuglar: On hastadan sekizi aktif kemoterapi aliyordu. Baglangigta tiim hastalarin akciger grafisi normaldi. Grup
A’da bir, grup B’de bes hasta olmak iizere alt1 hastanin (%60) akciger grafi bulgularinda bilateral pulmoner
infiltrasyon izlendi. En sik akciger alt zonlarinda tutulma mevcuttu ve en belirgin akciger grafi bulgusu yama
seklinde konsalidasyondu. Grup A’da iki, grup B’de bes hastada olmak {izere on hastadan yedisinde (%70) toraks
bilgisayarli tomografide buzlu cam alanlar1 ve konsalidasyon gozlendi. Grup A’da bir vaka, grup B’de ciddi
ndtropenisi olan ii¢ vaka olmak tizere toplam dort vaka (%40) solunum yetmezliginden kaybedildi.
Tartisma: HIN1 influenza virus enfeksiyonu gegiren hastalarda hastanin klinik bulgusu olmasina ragmen erken
donemde akciger grafi bulgulart siklikla normal olabilmektedir. Klinik tablo ilerledik¢e radyolojik bulgu
belirginlesmektedir. Bu nedenle yiiksek doz kemoterapi tedavisi alan ya da tedaviye direngli malign hastalarda
gribal enfeksiyon semptomlari saptandiginda akla HIN1 influenza virus enfeksiyonu gelmeli ve tedaviye hemen
baslanmalidir. Erken tedaviye baslanmasi bu hastalarda hayat kurtarict olabilmektedir.
Anahtar Kelimeler: HIN1 influenza enfeksiyonu, radyolojik bulgular, malign hastalik

ABSTRACT
Introduction: HIN1 influenza virus may be fatal due to immunosuppression in malignant diseases and chronic
diseases. Patients frequently present with influenza-like symptoms, high fever, and diarrhea, and the clinical
course may be aggressive, possibly ending in respiratory failure. The purpose of this study was to examine the
radiological findings of patients who were diagnosed with cancer and had H1N1 infection.
Material and Method: Ten cases with a positive HIN1 PCR among 94 patients who were followed-up with a
diagnosis of cancer at the hematology and oncology clinic between January 2010 and January 2016 were included
in the study. Cases were divided into two groups according to the absolute neutrophil count, having a neutrophil
count >500 /uL in Group A (five patients) and neutrophil count <500 pL in Group B (five patients). Chest x-ray
and thoracic computed tomography of the patients were evaluated.
Results: Eight of ten patients received active chemotherapy. Chest x-rays of all patients were initially within
normal ranges. Bilateral pulmonary infiltration was observed in the findings of chest x-ray in six patients (60%),
one in Group A and five in Group B. The most frequently involvement was at the lower zones of the lungs. The
most obvious chest x-ray finding was a patch-shaped consolidation. Seven out of ten patients (70%), two in group
A and five in group B, had a ground glass appearance and consolidation in thoracic computed tomography. A total
of four cases (40%) died due to respiratory failure, one in group A and three with severe neutropenia in group B.
Discussion: Early chest x-ray findings might frequently be normal in patients who have H1IN1 influenza virus
infection at the moment, although they have clinical signs. Radiological findings become more significant with
the advancement of the clinical picture. Therefore, HIN1 influenza virus infection should be considered when
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symptoms of influenza infection are encountered in patients who are receiving high dose chemotherapy or who
have a malignant disease resistant to therapy, and treatment should be started immediately. The immediate
initiation of treatment may be lifesaving in this group of patients.

Keywords: H1N1 influenza infection, radiologic findings, malign disease

Introduction
The first case of the 2009 H1N1 virus surfaced
in Mexico in April. Subsequently, the virus
spread quickly through many countries. The
World Health Organization escalated the
pandemic to alert phase 6 in early June 2009 (1).
The pandemic H1N1 virus caused severe illness
and death in previously healthy young and
middle aged persons (2). The signs and
symptoms of the HIN1 virus are fever, cough,
sore throat, body aches, headache, chills,
fatigue, nausea, vomiting and/or diarrhea (3,4).

HIN1 influenza can cause lethal
diseases in patients undergoing high dose
chemotherapy, having resistance or
uncontrolled malign disease and primary or
secondary immune deficiency, pregnant
women, and elderly individuals. People at high
risk should receive an antiviral agent
(oseltamivir) as soon as the flu symptoms
appear (4, 5).
The most common cause of death in HIN1
influenza is respiratory failure. The radiologic
findings of patients with HIN1 virus infection
are multifocal patchy peripheral, rounded,
peribronchial and ground glass opacities
(GGO), and pleural effusions (5, 6, 7).

The purpose of this report is to discuss
the radiological findings of pandemic H1N1
virus in children with malign diseases.

Material and Method
Ten cases with a positive HLIN1 PCR among 94
patients who were followed-up with a diagnosis
of cancer at the hematology and oncology clinic
between January 2010 and January 2016 were
included in the study.

The 10 patients were divided into two
groups. Group A consisted of five patients
whose absolute neutrophil count of >500 /uL.
Group B consisted of the remaining five
patients in which absolute neutrophil count of
<500 /pL in initial laboratory testing. The initial
chest radiographs on admission were obtained

in all patients. The follow-up chest radiographs
and subsequent computed tomography (CT)
examinations were performed within 2-5 days
in which clinical course got worsen and
respiratory distress developed. The
abnormalities ~ were  characterized as
consolidation (opacification obscuring the
underlying vessels), ground-glass opacity
(GGO; increased attenuation without obscuring
the underlying vessels), nodules.

Neutropenic ~ fever  was  firstly
considered in these malign patients. Therefore,
these patients were initially treated with broad-
spectrum systemic antibiotic (ceftazidime 100-
150 mg/kg/day, amikacin 15 mg/kg/day) and
granulocyte colony stimulating factor (G-CSF
5-10 ug/kg/day). Amphotericin B was added in
patients whose fever was persistent despite
antibiotics and abnormal radiological findings
occurred. Oseltamivir (according to weight of
children <15kg 2x30mg, 15-23kg 2x45mg, 23-
40kg 2x60mg, >40kg 2x75mg) was also started
because of presence of resistant fever, frequent
cough, watery and mucusless diarrhea, and
coinciding pandemic H1INL1.

The nasopharyngeal swab for H1N1
influenza was performed because of flulike
symptoms and coinciding pandemic HIN1.
HIN1 was confirmed with real-time reverse
transcription polymerase chain reaction.

Results

The study population numbered 10 malign
patients. The clinical characteristics of the
patients are shown in Tablel. The presenting
symptoms in all patients were fever greater than
38° C, cough, diarrhea, and nasal discharge.
Physical examinations revealed nasal and
postnasal serous to purulent discharge,
hyperemic mucosa on nasal cavity and
oropharyngeal wall. Chest auscultations in all
patients did not reveal any findings on
admission.
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Table 1: Clinical characteristics of 10 patients infected with HIN1
GROUP A GROUP B
Patient 1 | Patient 2 Patient 3 | Patient 4 Patient 5 Patient 6 Patient 7 Patient 8 Patient 9 Patient 10
Histopathologic ALL ALL NBL NHL MDS ALL ALL ALL AML ALL
diagnosis
Age (year) 4 5 45 17 17 14 35 8 15 15
Sex male male male female female female female male female female
WBC (/uL) 2700 1200 2900 27200 7200 3600 1400 300 200 600
ANC (/uL) 1200 600 1000 19400 1900 480 170 0 0 0
Chest radiograph Normal Normal Normal minimal noduler | Bilateral Bilateral Bilateral Bilateral Bilateral Bilateral
infiltration and | pulmonary pulmonary pulmonary pulmonary pulmonary pulmonary
patch opacities | consolidation | consolidation consolidation consolidation consolidation consolidation
Computerized No No No GGO GGO No No GGO GGO GGO
Tomography
Mechanical No No No No Yes No No Yes Yes Yes
ventilation
Outcome Recovere | Recovered | Recovere | Recovered Died Recovered Recovered Died Died Died
d d

ALL: Acute lymphoblastic leukemia, AML: Acute myeloid leukemiaNBL: Neuroblastoma, NHL: Non-Hodgkin lymphoma, MDS: Myelodisplastik syndrome
WBC: White blood countANC: Absolute neutrophil countGGO: Ground Glass Opacities
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Of these malign patients in Grup A there were
two patients with acute lymphoblastic leukemia
(ALL), one patient with neuroblastoma (NBL),
one patient with non-hodgkin lymphoma
(NHL), one patients with myelodisplastik
syndrome (MDS). Of these patients, 3 patients
were undergoing chemotherapy. Their ages
ranged from 4 years to 17 years. Three were
males and two were females. The initial chest
radiographic images were normal. In Grup A,
the follow-up chest radiographic images of two
patients within 2-5 days were abnormal. But, it
was developed minimal nodular infiltrate and
patch opacities in patients with NHL and
bilateral involvement on chest radiographic
image in patient with MDS within 2 to 5 days.
At the following of these two patients,
respiratory distress developed and the findigs
on chest radiographic increased and concurrent
CT evaluation showed GGO. Subsequent CT
evaluation of two patients in group A showed
GGO and focal consolidation most commonly
found in the central and lower lung zones on the
right and upper and lower lung zones on the left.
All patients were confirmed to have HINI.
Three patients in group A were treated with
multiple broad-spectrum antibiotics and with
oseltamivir. Antifungal therapy was also added
according to CT findings in two patients in
group A. Antifungal therapy was ended when
H1N1 was confirmed. In group A, four patients
completely  cured Patient 5  with
rhabdomyosarcoma received chemotherapy 5
years ago. This patient was also being followed
with diagnosis of MDS for nearly a year and
receiving support of a red blood cell and platelet
transfusions about every 10 days. On the 15th
day of admission acute respiratory distress
syndrome (ARDS) developed in patient with
MDS. The patient then mechanically ventilated
and later died at the follow-up.

In Grup B there were 4 patients with
ALL and 1 patient with Acute myeloid
leukemia (AML). All patients received active
chemoteraphy. Two patients were resistant to
treatment. One patient was high risk ALL. One
of the patients was male, the others were female
and their ages varied between 3.5-15 years.
ANS numbers were between 0-480. Patients
initially had normal chest radiographic findings,
but within 2-5 days bilateral pulmonary
infiltration was observed on chest x-ray of all
patients. At the follow-up of three patients
(Patient 8, Patient 9, Patient 10), subsequent CT
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evaluation showed GGO after development of
raspiratory disttress and progression of chest x-
ray findings. Subsequent CT evaluation of three
patients in group B showed GGO and focal
consolidation most commonly found in the
central and lower lung zones on the right and
upper and lower lung zones on the left. The
extent of disease was greater in group B
patients. Both chest radiography and CT
showed extensive bilateral lung disease
involving four or more lung zones in all
patients. The lung abnormalities were initially
most commonly found in the lower lung zones.
The predominant chest radiographic finding
was patch consolidation. The CT examinations
showed predominantly a combination of GGO
and consolidation (Figure 1, 2).

Figure 1, chest rdigra> , 'éhti}ér‘i‘t 5 shdwé?i bilateral
nodular infiltration, patch opacities a.

Figure 2: chest computerized tomography, patient 5
showed bilateral pulmonary ground glass opacities and
focal consolidation

All patients were confirmed to have
H1N1. Two patients group B were treated with
multiple broad-spectrum antibiotics and with
oseltamivir. Antifungal therapy was ended
when H1N1 was confirmed.
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Patient 8 with resistant ALL was
hospitalized with complaints of fever and cough
on the second day after ending his
chemotherapy. Patient 9 with relapse AML was
hospitalized with complaints of fever, cough
and diarrhea after an aggressive multiagent
chemotherapy. Patient 10 with high risk ALL
was hospitalized with complaints of fever,
cough and diarrhea for three days while she was
treated with aggressive multiagent
chemotherapy. ARDS developed within 5-15
days in three patients (patient 8,9,10) in group
A despite multiple broad-spectrum antibiotics,
oseltamivir, and antifungal therapy. These
patients required mechanical ventilation. The
disease was severe and all patients died.

Statistical analysis could not be
performed because the number of cases was not
sufficient between two groups. But, mortality
rate was higher in Group B, which is
neutropenic.
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Discussion

Pandemic (H1N1) 2009 in the general pediatric
population can have a wide range of
presentation. One case series described the
clinical spectrum of 43 children with pandemic
(H1N1) 2009. The most common symptoms at
presentation was fever (n=41, 95%) and
following cough (n=40, 93%) (8). In our study,
the common clinical symptoms were fever, dry
cough, fatigue and diarrhea.

The HIN1 virus commonly affects
young to middle-aged patients, more than half
the patients were 13-47 years and 90% of
patients were <52 years of age. Otherwise,
seasonal influenza commonly affects elderly
and young children (2). The patients who are at
a higher risk, such as pregnant women, children
from six months to 19 years of age, chronic
medical or immunosuppressive conditions (e.g.
undergoing chemotherapy) suffer severe illness
caused by this virus (4). Six pregnant women
died due to pneumonia and subsequent acute
respiratory  distress syndrome  requiring
mechanical ventilation (9). Our patients, aged
from 3.5 to 17 years, who had malign diseases
undergoing high dose chemotherapy and
resistance leukemia, died due to ARDS.

Agarvall et al (10) tried to evaluate the
imaging appearances both of the mild and the
severe forms of the illness. Their findings
indicated that the initial chest radiographic
images were normal in more than half of
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patients with HINZ1 infection, most of whom
were out-patients. They determined that the
predominant chest radiographic findings were
GGO alone or with patch consolidation, which
is the second most common predominant
radiologic finding. They also observed that the
most frequent pattern of radiologic abnormality
was bilateral alveolar disease with lower and
central lung preponderance. In hospitalized
patients, the abnormalities progressed to severe
air-space disease  (10). Similarly, the
predominant chest radiographic finding was
patch consolidation. Consolidation and GGO
were the most common findings on the chest CT
examination in all cases of severe neutropenic
patients.

Perez-Padilla et al (2) described 18 fatal
cases of HIN1 as having abnormal chest
radiography and 11 patients as having bilateral
patch air-space disease affecting the basal
segments and involving three to four lung
segments (2).

Mollura et al (5) reported that a fatal
case of HIN1 displayed a pattern of rounded
peripheral GGO on the chest CT. They also
emphasized that the imaging findings of their
case suggest a differential diagnosis of atypical
infections (viral infections, Mycoplasma,
Chlamydia, or Legionella infections), septic
emboli, ARDS, cryptogenic organizing
pneumonia, eozinophylic pneumonitis and
hypersensitivity pneumonitis. Moreover, they
observed that the CT findings of the patient was
different from hydrostatic or cardiogenic
pulmonary odema, which usually shows a
perihilar distribution of confluent GGO
associated with pleural effusion (11,12).

Increasing recognition of the halo sign
and air-crescent sign by improved CT
technology has greatly facilitated the diagnosis
of invasive pulmonary aspergillosis in
immunocompromised patients. Although these
radiological features are characteristic, they are
not diagnostic of invasive pulmonary
aspergillosis (13,14,15).

We did not initially suspect HIN1
infection in patients with severe neutropenia
since the clinical findings related to HIN1 were
not so distinct. Three of our patients received
intensive chemotherapy and later developed
neutropenic fever. Therefore, we started the
treatment of severe neutropenicsepsis and
continued it. Furthermore, the lung and CT
findings were reported as aspergillosis. These
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patients were started on oseltamivir ampiric due
to the presence of HIN1 pandemic influenza.
However, we lost our patients despite the
treatment since they underwent intensive
chemotherapy and had severe neutropenia.
Hence, we consider that HIN1 treatment should
be started immediately by paying more attention
to pandemic periods, taking into account that
clinical manifestations of HIN1 can be
confused with other illnesses, particularly
aspergillosis.

Conclusion, HIN1 influenza should be
considered in patients undergoing high dose
chemotherapy and having resistance malign
disease with complaints of cough, fever,
diarrhea, and flu-like symptoms. We suggest
that the mortality rate is high in patients with
malign diseases with severe neutropenic in
initial hemogram, and in patients undergoing
intensive chemotherapy and having resistance
malign disease. However, we observed in this
study that HIN1 influenza infection in patients
with cancer may not have initially obvious
radiographic findings. In addition, it was
observed that the most predominant
radiological findings were patch consolidation
on chest radiographic and consolidation and
GGO on the lower zone of thorax CT when
clinical signs progressed.
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Survival Analysis in Breast Cancer Patients: Frailty Models

Meme Kanserli Hastalarda Yasam Analizi: Frailty Modeli
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OZET
GIRIS ve AMAC: Meme kanseri hastalarina ait heterojen yasam verilerinin modellenmesi ve sagkalim siiresini
etkileyen faktorlerin belirlenmesi.
YONTEM ve GERECLER: 181 meme kanseri hastasindan retrospektif olarak elde edilen yasam verilerinin
zayiflik modeli ile analizi yapildi.
BULGULAR: Analize alinan 181 meme kanserli hastanin ortanca genel sagkalimi 74 ay (%95 giiven araligy;
61.88-86.78) olarak bulundu. Tiimor boyutu, lenf nodu sayisi, hormon reseptoriiniin negatifligi basarisizligi
etkileyen 6nemli bir faktor olarak bulundu (p<0.05). Ayrica cerrahi islem ile kemoterapi baglama tarihi arasindaki
stirenin uzatilmasi yasam siiresini etkileyen bir faktér olarak bulundu (p=0.002). Herhangi bir meme kanseri
hastasinin belirlenen bir zamanda, tiim hastalar i¢in belirlenen riskten yaklasik 3 kat daha fazla risk tastyabilecegi
bulundu (p<0.001).
TARTISMA ve SONUC: Yapilan analiz sonucunda meme kanseri hastalariin yasam siiresini etkileyen timor
boyutu, lenf nodu biiyiikliigli, hormon reseptoriiniin negatifligi ve cerrahi miidahale ile kemoterapi baglama tarihi
arasinda gegen zamanin uzatilmasi gibi faktorlerin yani sira yasam siiresini etkileyen ¢evresel ya da genetik gizli
faktorlerin oldugu sdylenebilir. Bu gizli faktor ya da faktorlerin herhangi bir meme kanseri hastasinda 3 kat daha
fazla risk olasilig1 tagidigini ifade edebiliriz.
Anahtar Kelimeler: Meme Kanseri, Yasam Analizi, Zayiflik Modeli

ABSTRACT
INTRODUCTION: Modelling of heterogeneous survival data of breast cancer patients and the determination of
the factors affecting the time of survival.
METHODS: Retrospectively obtained survival data of 181 breast cancer patients were analyzed by means of the
model of frailty models.
RESULTS: The median of survival time of 181 breast cancer patients analyzed was determined as 74 months (95
% ClI, 61.88 to 86.78). Size of the tumor, number of lymph nodes and the negativity of hormone receptor (p<0.05)
were found as important factors influencing the failure. In addition, the time between the chemotherapy and
surgical operations influence the failure directly (p=0.002). It is found that a breast cancer patient is under 3 times
more risk than any other patients (p<0.001).
DISCUSSION AND CONCLUSION: The analysis findings have put forward that there may also be some latent
genetic or environmental factors influencing the survival time of the breast cancer patients in addition to factors
such as the size of the tumor, size of the lymph node, the negativity of hormone receptor and the time between the
chemotherapy and surgical operations and these latent factors may increase the risk level three fold.
Keywords: Breast Cancer, Survival Analysis, Frailty Model

Giris yanitlarin1  belirleyen ¢ok sayida o&zellik

belirtilmis ve timor c¢api, timor grade’i, hasta
Meme kanseri heterojen tipte bir kanser tiirtidiir. yas1, hormon reseptorlerinin durumu ve aksiler
Meme kanseri kadinlarda kanser olgularinin lenf nodlarinin tutulmasi temel prognostik
9%23’inii ve kanser Oliimlerinin %14’iinii faktorler olarak saptanmustir. Bu g¢aligmanin
olusturmaktadir  (1).  Literatirde —meme amact meme kanserli hastalarin yagsam siiresini

kanserinin ~ farkli  tedavi  segeneklerine etkileyen prognostik faktorleri arastirmaktir.
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Gerec¢ ve Yontem
Bu calismada Hatay Devlet Hastanesi’nin 181
meme kanseri hastasindan retrospektif olarak
alman verilerin analizinde SPSS 21.0 ve Stata
14 demo silirimi  kullanilmistir (2). Bu
caligmada, hastaligin primer tedaviden sonra ilk
nilkse kadar gecen toplam siire ‘“hastaliksiz
sagkalim siiresi” olarak alindi. Hastaligin
niiksetmesi “basarisizlik” olarak ifade edilmis
ve hastalig1 niiksetmeyen hastalar
“durdurulmus” olarak tanimlandi. Hastalarin
basarisizlik veya durdurulmus siireleri sagkalim
stireleri (minimum 1 ay, maksimum 120 ay)
olarak ifade edilmistir. Calismada hastalarin
demografik o6zellikleri (¢ocuk sayisi, yas,
menopoz durumu, egitim durumu, sigara
Oykiisii, timor lokalizasyonu, timor grade’i,
timor boyutu, metastatik lenf nodu sayisi,
hormon profili, C-ERB B2 durumu, tam
konmasi ile tedavi baslangici arasinda gecen
siire, metastaz bolgeleri gibi parametrelerin
sagkalim siireleri iizerine etkileri arastirildi.
Degerlendirmeler retrospektif olarak hastalarin
kanser tani ve takip kartlarindan yapildi ve
ortalama hastaliksiz sagkalim siiresi hesaplandi.

Hormon reseptdrleri (Ostrojen reseptorii
(ER) ve progesteron reseptorii (PR)) pozitifligi
hastaliksiz sagkalim ve genel sagkalim ile
iliskilidir. Onceleri biyokimyasal testler tercih
edilirken gliniimiizde immunohistokimyasal
testler kullanilmaktadir. ER pozitifligi; timor
hiicrelerinin %1 veya daha fazlasinin pozitif
niikleer boyanma gostermesi olarak kabul edilir
(3). Arastrmamizda timdr Ornekleri her
ikisinin negatif olmast durumunda hormon
reseptdr (HR) negatif olarak degerlendirilirken,
herhangi birinin pozitif olmasi1 durumunda da
HR pozitif olarak alindu.

C-ERB B2 (HER-2/NEU) onkogeni
185 Kda’lik transmembran glukoproteini
kodlar. Glukoproteinin intraselliiler tarafinda
tirozin kinaz aktivitesi vardir. C-ERB B2
epidermal biiylime faktorii ailesindendir. Bu
reseptorler  epidermal ileti  yolaklarmin
aktivasyonunda Onemli bir role sahiptir.
Epidermal  yolaklar  epitel  hiicresinin
biiylimesini ve diferansiyasyonunu kontrol
eder. C-ERB B2 onkogeninin over ekspresyonu
invaziv meme kanserlerinin yaklasik %30’unda
mevcuttur. HER-2/NEU aktivitesinin ol¢timii
cesitli metodlar ile yapilir. Fluoresan in situ
hibridizasyon (FISH) metodu HER-2/NEU
amplifikasyonunu tespit edebilir. HER-2/NEU
RNA overekspresyonu ise Northern Blot veya
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reverse  transkripsiyon  polimeraz  zincir
reaksiyonu (RT-PCR) ile saptanabilir. Bunun
yaninda HER-2/NEU protein iiriinleri Western
Blot, enzime bagli immunosorbent assay
(ELISA) veya immunohistokimyasal (IHK) ile
degerlendirilebilir (4). Bizim c¢alismamizda
[HK ve FISH y&ntemi kullanildi. THK ile skor
0: membran boyanmasi yok, skor 1: tiim
membrani cevreleyen %10’dan az boyanma,
skor 2: invaziv karsinom hiicrelerinin en az
%10’unda sitoplazmik membrani tiimiyle
cevreleyen orta siddette boyanma veya %
30°dan daha az kuvvetli boyanma, skor 3: en az
% 30’unda sitoplazmik membrani g¢evreleyen
kuvvetli boyanmadir. Skor 0 ve 1 THK olarak
negatiftir, in situ hibridizasyon gerekmez. Skor
2 IHK olarak siipheli pozitiftir, in situ
hibridizasyon o6nerilir. Skor 3 IHK olarak
pozitiftir, in situ hibridizasyon onerilmez (5).
TNM evrelemesi olarak American Joint
Committee on Cancer (AJCC) 2010 evrelemesi
kullanildi. T1: tiimdr boyutu 2 cm’den kiigiik,
T2: tim6r boyutu 2 cm ve 5 cm arasi, T3: timor
boyutu 5 cm’den biiyiik, T4: timdr herhangi bir
boyutta, gdgiis duvarina invazyonu veya deri
tutulumu  olmast  olarak  smiflandirildi.
Calismamizda N1: aksillada 1-3 lenf nodu
tutulumu, N2: 4-9 lenf nodu tutulumu, N3: 10
ve daha fazla lenf nodu tutulumu olarak
siiflandirildi.

Calismaya aldigimiz 181 hastanin 26
hasta evre 1, 61 hasta evre 2, 69 hasta evre 3, 25
hasta da evre 4 hasta grubunda idi. Evre 1,2,3
olan hastalar adjuvan tedavi ile tedavi edildi.
Evre 4 olan metastatik hastalar kemoterapi,
hormonal tedavi ve semptomlarina gore palyatif
radyoterapi ile tedavi edildi.

Calismamizdaki meme kanseri
hastalarma ait yasam verisinin analizinde
modelleme siirecinin amaci, hazard

fonksiyonunu etkileyen degiskenlerin sagkalim
stresini  nasil  etkiledigini  belirlemek
oldugundan veriyi analiz etmek i¢in sagkalim
analizinde en sik kullanilan model Cox
regresyon  olarak  adlandirdigimiz  yar
parametrik modeli kullanmay1 hedefledik.
Ancak bu modeli kullanabilmek i¢in orantili
hazard varsayiminin, hazard oraninin zamana
karst sabit olmast varsayimini saglamasi
gerekmektedir (6). Bu varsayimin saglanip
saglanmadigi Schoenfed artiklari ile yasam
strelerinin ~ rankinin ~ korelasyon  testi
kullanilarak incelenebilir. Bu teste gore, orantili
hazard  varsayimimnin  saglanmasi icin
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korelasyonun sifira yakin olmasi beklenilir (7).
Caligmamizda “orantii  hazard varsayimi
saglanmaktadir” seklinde kurulan yokluk
hipotezi reddedilmistir. O halde analizimizde
Cox regresyon modelini kullanmak miimkiin
degildir. Literatiirde orantili hazard varsayimi
saglanmiyorsa yasam verilerinin
modellenebilmesi  i¢in  yar1  parametrik
modellerden orantisizliga neden olan degisken
kullanilarak tabakalandirma yapilarak
tabakalandirilmis Cox regresyon modeli
kullanilabilecegi gibi, parametrik regresyon
modelleri ya da bireyler arasindaki heterojenligi
ortaya cikarmak i¢in parametrik regresyon
modellerinden zayiflik modeli kullanilabilir (8).
Zayiflik modeli hastalar arasindaki
heterojenligi agiklamak icin Olgiilemeyen
rastgele etkiyi hazard fonksiyonuna dahil eder
(9). Zay1flik modeli hazard fonksiyonu tizerinde
gbzlenemeyen etkiyi modellemek i¢in kullanilir
(10,11). Ayrica arastirmamizda sagkalim siiresi
analizi Kaplan-Meier yontemi ile hesaplandi.

Orginal Article

Bulgular

Cox regresyon modelinin orantili hazard
varsayimmint saglayip saglamadigi Schoenfed
artiklar1 ile yasam siirelerinin rankinin
korelasyon testi ve grafik kullanilarak incelendi
(Sekil 1). Timdr boyutu degiskeni igin orantill
hazard varsayiminin saglanmadigi goriildii
(p=0.0002).

Varsayim saglanmadiginda literatiirde
tanimlanan farkli sagkalim modelleri vardir.
Calismamizda bu modellerden zayiflik modeli
kullanild1. Yasam analizinde hastalar arasindaki
gozlenemeyen dlglilemeyen heterojenligi ortaya
cikarmak ve modele dahil etmek i¢in zayiflik
modeli kullanilmaktadir. Bu ¢alismada meme
kanseri hastalar1 arasindaki goézlenemeyen
etkiyi agiklamak i¢in zayiflik modeli ile analiz
yapildi.  Oncelikle zayiflik modelinde hangi
parametrik regresyon modelinin kullanilacagina
karar vermek icin meme Kkanseri verileri
parametrik regresyon modellerinden Ustel,
Weibull, Log-lojistik, Log-normal, Gompertz
regresyon modelleri kullanildi.  Modellerin
anlamliligini test etmek icin olabilirlik oran test
istatistigi kullanildi ve tiim modellerin istatistiki
olarak anlamli oldugu bulundu (p<0.05). Model
seciminde ise AIC ve BIC kriter degerlerine
bakilarak karar verildi.

Tablo 2’de yer alan sonuglara gore en
uygun modelin en kiiciik AIC ve BIC

132

degerlerine gore Log-Normal regresyon
olduguna karar verildi. Uygun modelin Log-
Normal dagilim olduguna karar verildikten
sonra Gamma zayiflik terimi igeren Log-
Normal modeli ile analize devam edildi ve
analizin sonuglar1 tablo 3’te verildi.

Gamma zayiflik terimi ile kurulan
modelin anlamlilig1 olabilirlik oran testi ile
degerlendirildiginde p<0.001 bulundugundan
zayiflik teriminin model iizerinde etkiligi
oldugu sonucuna varildi. Bu sonug bize yasam
stiresinde etkili bir gizli faktor ya da faktorlerin
oldugunu ifade eder. Diger bir ifade ile zayiflik
terimi heterojenligin Sl¢iisii olup karekdkiiniin
ustel ifadesi heterojenligin etkisini
gostermektedir. exp (v1.28 ) = 3.1 bu deger
herhangi bir meme kanseri hastasinin belirlenen
bir zamanda, tiim hastalara ait riskten yaklasik
3 kat daha fazla ya da yaklasik 3 kat daha az risk
tagiyabilecegini ifade eder. Tablo 3’teki p
degerleri incelendiginde tiimoér boyutu, lenf
nodu sayisi, hormon reseptorleri ve cerrahi
islem ile kemoterapi baslama tarihi arasinda
gecen siire faktorlerinin  yasam  siiresini
etkileyen Onemli risk faktorleri oldugu %95
giiven seviyesinde bulundu. Timoér boyutunun
basarisizligi etkileyen 6nemli bir faktor oldugu
goriilmektedir (p<0.001). Lenf nodu sayisinin
cok olmast durumu basarisizligi etkileyen
onemli bir faktordiir (p<0.001). Cerrahi islem
ile kemoterapi baglama tarihi arasindaki siire
basarisizligi etkileyen bir faktordiir (p=0.002).
Hormon reseptoriiniin negatifligi basarisizlig
etkileyen bir faktor olarak bulundu (p=0.02).
Oysaki; yas degiskeni (p=0.15), tiimoér olan
bolgenin viicudun sag ya da sol tarafinda olmast
(p=0.09), tiimor cap1 (p=0.48) gibi faktorlerin
yasam siiresi iizerinde etkisi istatistiki olarak
anlamli bulunmamistir. Timdr boyutu biiyiik
olan hastalarin yasam siiresi timor boyutu
kiiclik olan hastalara gore yaklasik 3.7 (exp
(1.33)=3.7) kat daha kisadir. Lenf nodu sayis1
fazla olan hastalarin yasam siiresi lenf nodu
say1si az olan hastalara gore yaklasik 4.3 (exp
(1.47)=4.3) kat daha kisadir. Hormon reseptorii
negatif olan hastalarin pozitif olan hastalara
gore yasam stiresi yaklasik 3.1 (exp (0.76)=3.1)
kat daha kisadir. Caligmamiz, cerrahi islem ile
kemoterapi baglama tarihi arasindaki siire
uzadik¢a hastanin daha riskli oldugunu ve bu
stireyi ~ geciktiren hastalarm  bu  siireyi
geciktirmeyen hastalara gore yaklasik 3.06
(exp(1.12)=3.06) kat daha fazla risk tasidigini
gostermektedir.
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Analize alman 181 meme kanserli hastanin
ortanca genel sagkalimi 74 ay (%95 giiven
araligt; 61.88-86.78) olarak bulundu. Hastalarin
genelinde elde edilen Kaplan-Meier sagkalim
egrisi sekil 2” de gosterildi.

Orginal Article

Tartisma ve Sonug¢

Chang ve ark, meme kanseri
arastirmasinda Bcl-2 ekspresyonu ve hormon
reseptorii  faktorlerinin sagkalimi etkiledigini
ispatlamiglardir (12). Gioia ve ark, ca 15-3’i
aragtirdiklart makalede tiimor ¢api, metastatik
lenf nodu (LN) sayisi, negatif hormon reseptorii
durumu ve HER-2/NEU pozitifligi gibi koti
prognostik faktorler ile iligkili oldugunu
bildirmislerdir (13). Robertson ve ark, meme
kanserli hastalarda yapilan calismada primer
timoriin sagkalimi belirleyen 6nemli bir faktor
oldugunu bulmuslardir (14). Sezgin ve ark,
metastatik meme kanserli hastalarda yaptiklari
caligmada sagkalimi etkileyen faktorlerin
hormon reseptor negatifligi, diisiik performans
durumu ve metastaz varli§i  oldugunu
bildirmislerdir (15). Bizim arastirmamizda ise
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timor boyutu, metastatik lenf nodu sayisi,
hormon reseptorleri ve cerrahi islem ile
kemoterapi baslama tarihi arasinda gecen siire
faktorlerinin yasam siiresini etkileyen onemli
risk faktorleri oldugu bulundu. Faradmal ve ark,
yaptiklari ¢caligmada meme kanseri hastalarinda
zayiflik modeli ile Cox regresyon modeli
kargilagtirmiglar ~ ve  zayiflik  modelinin
heterojenligi ortaya ¢ikardigini ifade etmislerdir
(16). Bizim aragtirmamiz ise Cox regresyon
modeli varsayimi saglanamadigi igin analiz
zayiflik modeli ile yapildi. Bu arastirmada
Gamma zayiflik terimi igeren Log-Normal
modeli ile yapilan analiz sonucunda meme
kanseri hastalarimin yasam siiresini etkileyen
tiimor boyutu, lenf nodu biiyiikliigii, hormon
reseptoriiniin negatifligi ve cerrahi miidahale ile
kemoterapi baslama tarihi arasi gegen zamanin
uzatilmasi gibi faktorlerin yani sira ¢gevresel ya
da genetik gizli faktorlerin  olabilecegi
sOylenebilir. Bu gizli faktor ya da faktorlerin
herhangi bir meme kanseri hastasinda 3 kat
daha fazla risk tagidigini ifade edebiliriz.
Bundan sonraki  ¢aligmalarimizda
tekrarlayan metastaz hastalarinin
basarisizliklarint modellemeyi diistinmekteyiz.

Cikar Catismasi: Yok

e et P P e -

] 20 40 60 a0
Time

bandwidth = .8

Sekil 1: Tiimor boyutu degiskeninin Schoenfeld grafigi

Adress for correspondence: Uzm. Dr. isa Dede, Antakya Devlet Hastanesi, Tibbi Onkoloji Klinigi, Samsun - Tiirkiye

e-mail: scetin@omu.edu.tr
Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi


javascript:admin('emu.asp?pdir=aot&plng=tur&abstract_un=AOT-54254&postto=Mcorres&user_un=U-5526435855')
http://www.actaoncologicaturcica.com/

A O,
ACTA
ONCOLOGICA
& TURCICA

Orginal Article 134
Tablo 1: Hastalarin demogratif 6zellikleri ve prognostik faktorleri
Degisken diizeyleri
Durdurulmus | Basarisiz Olay
Degiskenler (Ortalama, + Standart N (%)
Olay Sayisi1 (%) Sayisi1 (%)
Hata)
Hastanin Yasi 48,79 + 0,88
Premenopozal 103 (56.90) 75 (72.80) 28 (27.20)
Menopoz Durumu
Postmenopozal 78 (43.10) 58 (74.40) 20 (25.60)
Tiimor Sol MRM 96 (53.00) 66 (68.80) 30 (31.30)
Lokalizasyonu Sag MKC 85 (47.00) 67 (78.80) 18 (21.20)
<2cm 53 (29.30) 28 (52.80) 25 (47.20)
Tiimoér Boyutu 2-5cm 95 (52.50) 79 (83.20) 16 (16.80)
>5cm 33 (18.20) 26 (78.80) 7 (21.20)
0 60 (33.10) 39 (65.00) 21 (35.00)
Metastatik Lenf 1-3 35 (19.30) 30 (85.70) 5 (14.30)
Nodu Sayis1 4-9 62 (34.30) 46 (74.20) 16 (25.80)
=10 24 (13.30) 18 (75.00) 6 (25.00)
Negatif 51 (28.20) 38 (74.50) 13 (25.50)
Pozitif 130 (71.80) 95 (73.10) 35 (26.90)
Negatif 110 (60.80) 84 (76.40) 26 (23.60)
C-ERB B2
Pozitif 71 (39.20) 49 (69.00) 22 (31.00)
HR: Hormon Reseptorii
Tablo 2: Parametrik regresyon modelleri igin AIC ve BIC degerleri
Kriter Ustel Weibull Log-lojistik Log-Normal Gompertz
AIC 344.10 334.22 332.61 328.81 339.18
BIC 350.50 343.82 342.20 338.41 348.77

AIC: Akaike bilgi kriteri BIC:

Bayesci bilgi kriteri
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Tablo 3: Gamma zayiflik terimi igeren Log-Normal model ile analiz

Orginal Article 135

Standart Giiven Arahgi
Degiskenler p p )
Hata Alt Ust
Yas 0.02 0.01 0.15 -0.007 0.04
Tiimér Boyutu 1.33 0.33 <0.001 0.67 1.98
Metastatik Lenf Nodu 1.47 0.38 <0.001 0.72 2.22
Tiim6r Olan Boélge 0.52 0.31 0.09 -0.08 1.13
Tiimér Cap1 -0.28 0.40 0.48 -1.06 0.50
HR 0.76 0.34 0.02 0.09 1.43
CERBB2 -0.38 0.49 0.43 -1.35 0.58
Metastaz Bolgesi 0.16 0.63 0.79 -1.08 141
Cerrabhi ile Kemoterapi
1.12 0.36 0.002 0.41 1.83
Arasinda Gegen Siire
Zayiflik Terimi (0) 1.28 <0.001

HR: Hormon Reseptorii

~Survva Function
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Sekil 2: Meme kanserli tiim olgularin Kaplan Meier sagkalim egrisi
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Sekil 4: Metastazi visseral ve visseral olmayan iki grubun sagkalim egrileri
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Sekil 6: Metastatik lenf nodu sayisi NO: 0, N1: 1ve 3 arasi, N2: 4 ve 9 arasi, N3: 10°dan biiyiik
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Oral cancer prevention and early detection awareness of Ankara dentists

Agiz kanserinin 6nlenmesi ve erken teshisi konusunda Ankara’daki dis
hekimlerinin farkindahg:

Giizin Neda Hasanoglu Erbasar!, Cansu Alpaslan?

!Ankara Yildirim Beyazit Universitesi Dis Hekimligi Fakiiltesi, Agiz, Dis ve Cene Cerrahisi Ana Bilim Dal,
Ankara
?Gazi Universitesi Dis Hekimligi Fakiiltesi, Ag1z, Dis ve Cene Cerrahisi Ana Bilim Dali, Ankara

Dergiye Ulasma Tarihi: 11.01.2017 Dergiye Kabul Tarihi: 28.04.2017 Doi: 10.5505/a0t.2017.44977

OZET
GIRIS ve AMAC: Tiim diinyada dis hekimlerinin agiz kanserine iliskin farkindaligina ve tutumlarma yonelik
cesitli anket ¢aligmalariin yiiriitilmiis olmasina ragmen, Tiirkiye’de giiniimiize kadar bu konuyla ilgili herhangi
bir arastirma yapilmamustir. Bu anket ¢alismasinda Ankara’daki dis hekimligi fakiiltelerinde egitim géren stajyer
dis hekimlerinin, arastirma gorevlilerinin ve serbest dis hekimlerinin agiz kanserinin 6nlenmesi ve erken teshisi
konusundaki bilgilerinin ve farkindaliklarinin degerlendirilmesi amaglanmustir.
YONTEM ve GERECLER: Calismada katilimcilara Horowitz ve arkadaslari tarafindan gelistirilen anket formu
Tiirkceye c¢evrilerek uygulanmistir. Anket formu, katilimcilarin agiz kanseri muayenesine iliskin uygulamalarina
ve hastalardaki risk faktorlerinin degerlendirilmesine ve agiz kanseri konusundaki egitim seviyelerine dair
diisiincelerine yonelik sorulardan olugsmustur. Elde edilen veriler, lisansli SPSS 11,5 istatistiksel veri analiz
programina aktarilarak degerlendirilmistir. Istatistiksel anlamlilik igin p degeri <0.05 olarak kabul edilmistir.
BULGULAR: Calismaya 118’1 stajyer dis hekimi, 145’1 arastirma goérevlisi, 74’0 serbest dis hekimi toplam 337
katilimci dahil edilmistir. Calismadan elde edilen veriler incelendiginde Ankara’daki dis hekimlerinin 40 yas
tizerindeki hastalara agiz kanseri muayenesi yapma oraninin oldukga diisiik oldugu; hastalarin tibbi anamnezini
alirken agiz kanseri i¢in risk olusturan faktorleri degerlendirdikleri ancak risk olusturmayan faktorler konusunda
bilgi yetersizlikleri bulundugu goriilmiistiir. Ayrica dis hekimlerinin yaklasik yarisi agiz kanseri konusunda
aldiklar1 liniversite egitimini de zayif bulmaktadir.
TARTISMA ve SONUC: Dis hekimleri agiz kanseri muayenesi yapmalari i¢in tesvik edilmeli ve hekimlerin
konuyla ilgili eksikliklerini gidermek i¢in demonstrasyon seklinde egitim etkinlikleri hazirlanmalidir. Ayrica hem
lisans diizeyinde hem de siirekli egitim etkinlikleri ¢ercevesinde agiz kanseri risk faktorlerini belirleme ve ortadan
kaldirma konusunda dis hekimlerinin hastalarina hizmet sunabilecek egitimi almalar i¢in gerekli diizenlemeler
yapilmalidir.
Anahtar Kelimeler: agiz kanseri, erken teshis, dnleme, farkindalik, anket

ABSTRACT

INTRODUCTION: Several surveys have been cunducted all over the world to evaluate dentists” awareness and
behaviors towards oral cancer, but there is no study that assesses the Turkish dentists' awareness related to oral
cancers. The aim of this survey was to investigate the knowledge and awareness of trainee dentists, research
assistants and general dental practitioners in Ankara regarding prevention and early detection of oral cancer.
METHODS: Turkish translation of the questionnaire that developed by Horowitz and colleagues was used in this
study. This questionnaire was designated to evaluate dentists’ practices about oral cancer, the screening for risk
factors in patients and opinions about their education in oral cancer. Statistical analysis of obtained data was carried
out with the use of the SPSS 11.5 for Windows. The significance level was determined as p<0.05.

RESULTS: A total of 337 participants included to the survey; 118 of those were trainee dentists, 145 were
research assistants, and 74 were general dental practitioners. When the data were examined; the frequency of oral
cancer examination in age of 40 and above was found very low by Ankara dentists, it was also identified that they
were proficient in assessing the risk factors for oral cancer when taking a medical history of their patient but their
knowledge about non-risk factors showed deficiencies. Besides approximately half of the participants rated their
undergraduate training as poor.
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DISCUSSION AND CONCLUSION: Dentists should be encouraged to perform oral cancer examination and
demonstration based courses should be arranged to overcome their deficiencies related to oral cancer. Moreover,
necessary regulations as a part of both undergraduate training and continuing education programs about detection
and prevention of the oral cancer risk factors should be carried out in order to dentists can provide these services

to their patients.

Keywords: oral cancer, early detection, prevention, awareness, questionnaire

Giris

Agiz kanseri dudak, dil, agiz tabani, damak,
diseti, alveoler mukoza, yanak mukozasi veya
orofarinksi etkileyen kanser tiiriidiir (1). Diinya
genelinde her yil419.000’den fazlaagiz ve
farinks kanseri teshis edilmekte olup bu
malignansiler 240.000’den fazla &liime yol
acmaktadir  (2,3). GLOBOCAN’mn  son
verilerine gore ise 2012 yilinda Tirkiye’de
1910 yeni agiz kanseri vakasi teshis edilmis ve
792 6liim meydana gelmistir (4).

Agiz kanseri vakalariin yaklagik yarisi
ile bu kanserlerle iligkili 6liimlerin biiylik
cogunlugu 65 yas ve 1stii bireylerde
goriilmektedir (1). Ancak agiz kanserlerinin
genclerde olugma egilimi de her gegen giin artis
gostermektedir (5,6). Tiitlin ve alkol kullanimi
agiz kanserinin en Onemli risk faktorleri
arasinda yer almaktadir (1,7). Ayrica
epidemiyolojik ve deneysel aragtirmalar insan
papilloma viriislerinin (HPV) de agiz kanseri
patogenezinde rolii oldugunu gostermistir.

Agiz kanseri risk faktorlerinin ortaya
¢ikartilmasi, hastanin bu konuda
bilgilendirilmesi ve oOzellikle de yiiksek risk
grubundaki  hastalarda agiz  kavitesinin
periyodik muayenesi dis hekiminin
sorumluluklar1 arasinda yer almaktadir. Dis
hekimleri malignant ve malignansi olasiligi
olan agiz lezyonlarinin teshisinden sorumlu
olmasina ragmen, g¢esitli tllkelerde yapilan
calismalar dis hekimlerinin ve dishekimligi
Ogrencilerinin agiz kanserinin Onlenmesi ve
erken teshisi ile ilgili prosediirleri diizenli
olarak uygulamadiklarin1 ortaya koymaktadir
(1,8). Agiz boslugu viicudun en kolay
ulagilabilen, herhangi bir cihaz gerektirmeden
sadece goz ile muayenesi yapilabilen bir bolgesi
olmasina karsin, agiz kanseri yalnizca %26-48
oraninda erken teshis edilebilmektedir (9).

Elde edilen wveriler, lisansli SPSS 11,5
istatistiksel veri analiz programina aktarilarak

Tim diinyada dis hekimlerinin agiz
kanserine iliskin farkindaligina ve tutumlarina
yonelik  pek ¢ok anket galigmasinin
yiurttilmistir. Fakat Tirkiye’de glinlimiize
kadar bu konuyla ilgili herhangi bir aragtirma
yapilmamistir. Bu ¢aligma ile Ankara’daki dis
hekimligi fakiiltelerinde egitim goren stajyer dis
hekimlerinin, arastirma gorevlilerinin ve serbest
dis hekimlerinin agiz kanserinin dnlenmesi ve
erken teshisi konusundaki bilgilerinin ve
farkindaliklarinin degerlendirilmesi
amaglanmustir.

Materyal ve Metod

Calismamizda Horowitz ve ark (1)
tarafindan gelistirilen anket formu Tiirkgeye
gevrilerek uygulanmistir, Anket ¢aligmasi
oncesinde lokal komisyon ¢alisma onay1
alinmistir.  Oncelikle dis hekimlerine anket
caligmas1 hakkinda 6n bilgi verilmis; ¢alismaya
dahil olmayi kabul eden katilimcilara toplam 38
soru yoneltilmis ve bu sorularin kendilerine en
uygun sekilde cevaplandirilmasi istenilmistir.

Anket formu, katilimcilarin demografik
ozelliklerine, agiz kanseri muayenesine iliskin
uygulamalarma  ve  hastalardaki risk
faktorlerinin degerlendirilmesine, agiz kanseri
lezyonlarmin belirti, bulgu ve karakteristikleri
hakkindaki bilgilerine ve agiz kanseri
konusundaki  egitim  seviyelerine  dair
diisiincelerine yonelik sorulardan olusmustur.
Katilimcilarin goriiglerini 6lgebilmek i¢in bazi
sorularin evet-hayir-bilmiyorum veya kesinlikle
katiliyorum-katiliyorum- katilmiyorum-
kesinlikle katilmiyorum bilmiyorum seklinde
cevaplandirmalar1  istenmigtir. Son olarak
katilimcilarin agiz kanseri konusunda stirekli
egitim kurslarma yonelik istekleri ve tercihleri
incelenmistir.

degerlendirilmistir.  Istatistiksel  analizde;
tamimlayic1  istatistiklerden, frekans/ oran
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dagilimlarindan ve degiskenler arasindaki
iliskiyi incelemek i¢in capraz tablolamalardan
yararlanilmistir.

Orginal Article

Sonuglar

Calismamiza 118’1 stajyer dis hekimi,
145’1 arastirma gorevlisi, 74’1 serbest dis
hekimi olmak tizere toplam 337 katilime1 dahil
edilmistir (Tablo 1). Katiimcilarin haftalik
baktiklar1 ortalama hasta sayis1 29’dur.
Katilmcilarin ~ baktigi  hastalarin  ortalama
%79 unun sosyal saglik sigortasi
bulunmaktadir. Katilimcilarin baktigi hastalarin
yas dagilimina gore oranlari; 18-39 yas arasi
%41, 40-64 yas aras1 %42 ve 65 yas ve {listii
%17’dir.

Hastalarin Agiz Kanseri Risk Faktorleri
Acisindan Degerlendirilmesi:

Katilimcilarin neredeyse timii tibbi
anamnez alirken hastanin su anki tiitiin
kullanimint ~ (%97,6), ailesinde  kanser
hikayesinin olup olmadigim (%92,6) ve
gecmisteki titin ~ kullanimini (%92)
degerlendirdigini belirtmistir. Dis
hekimlerinin%383,3linlinhastalarin ~ su  anki
alkol kullanimini ve %71,2’sinin de gegmis
alkol kullanimini dikkate aldig1 goriilmiistiir.
Gergek risk faktorlerine iliskin; katilimcilarin
%94,1°1 tiittin trlnlerinin kullanimini, 89,9’u
ailedeki kanser gegmisini, %88,7’si onceki agiz
kanseri lezyonlarini, %78,9’u alkol kullanimini
ve %069,1°1 ilerlemis yast dogru sekilde
tanimlayabilmistir. Buna karsin katilimcilarin
yalnizca %31,8’i meyve ve sebzelerin az
tiketiminin agiz kanseri i¢in risk faktori
oldugunu  belirtmistir  (Sekil 1). Risk
olusturmayan faktorler degerlendirildiginde ise
dis hekimlerinin %84,6’s1 obezitenin, %64,4’1
sicak yiyecek ve igeceklerin, %54,6’s1 baharatl
yiyeceklerin  agiz  kanseri  igin  risk
olusturmadigini ifade etmistir. Katilimcilardan
yalmizca %39,2°si kotii agiz hijyeninin ve
%25,2’si uygunsuz protezlerin agiz kanseri i¢in
risk teskil etmedigini belirtmistir (Sekil 2).

141
Agiz Kanseri Muayenesi:

Calismaya katilan tim dis
hekimlerinin%56,4’t  ilk  veya  kontrol
randevusunda  hastalarma  agiz  kanseri
muayenesi yaptigim1  ifade ederken; ilk
randevuda bu muayeneyi yapan hekimlerin
orani %19,9’dur. Katilimcilarin %89,9’u 40 yas
ve Ustll hastalara yilda bir kez agiz kanseri
muayenesi yapilmasi gerektigini ifade etmistir.
Ancak katilimcilarin sadece %3,3’liniin kirk yas
iistll tiim hastalarina ilk randevuda agiz kanseri
muayenesi  yaptigi  Ogrenilmistir. Ik
randevularinda 40 yas iistii hi¢bir hastasina agiz
kanseri muayenesi yapmayan dis hekimlerinin
oram1 ise %>59,1’dir. 1k ve kontrol
randevularinda ag1z kanseri muayenesi yapilan
hastalarin yas gruplar1 ile belirtilen hekim
gruplar1 arasindaki oran dagilimi Sekil 3’te
gosterilmistir. Calismamizda digsiz hastalarina
agiz kanseri muayenesi yapan dis hekimlerinin
oran1%19’°dur (Sekil 4). Tiim digsiz hastalarina
ilk randevuda agiz kanseri muayenesi yapan
katilimcilarin orani ise %5,3tilir. Calismamizda
lenf nodu palpasyonu ile agiz kanseri
muayenesi yapilan yetigkin hastalarin orani
%32,3 olarak bulunmus iken 18 yas tizerindeki
tim hastalarina ilk randevuda lenf bezi
muayenesi yapan dis hekimlerinin orant
%11,6’dir. Katilimeilarin %32,6’s1 ise higbir
hastasina lenf bezi muayenesi yapmadiklarini
belirtmistir.40 yas Ustii hastalara, agiz kanseri
muayenesi  yapilmama  sebebi  olarak
katilimcilarin  %34,4°4 yeterli teknige sahip
olunmamasini; %16,9’u ise muayene isleminin
cok zaman almasini gostermistir.

Tim katilimcilar arasinda, gecmis 12

ay boyunca siipheli agiz lezyonlar1 i¢in biyopsi
yapilan hastalarin oran1 %1,5’tir. Katilimcilarin
%75,7’si gegmis 12 ay boyunca higbir hastasina
biyopsi yapmamistir. Tiim katilimcilarin
%97,9’u siipheli lezyon teshis ettikleri hastalar1
uzmanlara yonlendirdiklerini ifade etmislerdir.
Gegmis 12 ayhk zamanda siipheli oral
lezyonlarin teshisi igin uzmanlara yonlendirilen
ortalama hasta sayis1 2,13 tiir.
Katilimeilarin agiz kanseri konusunda bilgi
diizeylerini 6lgmek amaciyla agiz kanserinde
erken donemde ortaya c¢ikan en yaygin
semptomun ne oldugu sorulmustur.
Katilimcilarin %35’1 soruyu iilserasyon olarak
yanitlarken, %34,1’1 erken donem agiz kanseri
hastalarinin  asemptomatik oldugunu ifade
etmislerdir (Tablo 2).
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Dis hekimlerine agiz kanseriyle ilgili
aldiklari tiniversite egitimini nasil
degerlendirdikleri soruldugunda; 2000 yilindan
sonra mezun olan dig hekimlerinin %54,4’i ¢ok
iyi ve iyi olarak, %41,3’li ise zayif ve ¢cok zay1if
olarak yanitlamistir. Ayni soruyu 2000 yilindan
once mezun olan dis hekimlerinin %21,2’si iyi,
%69,3’10 ise zayif ve c¢ok zayif olarak
yanitlamistir.

Orginal Article

Calismamiza katilan dis hekimlerinin
%52,3’1i agiz kanseri muayenesi yapabilecek
diizeyde egitim aldiklarini belirtmistir. Bu oran
ogrencilerde %52,4, aragtirma gorevlilerinde
%68,5, serbest dis hekimlerinde ise %283 tiir.
Tim katilimcilarin %76,8’1 ise hastalarin
boynundaki lenf nodlarinipalpe edebilecek
diizeyde egitim aldiklarini ifade etmiglerdir.

Ag1z Kanseri Konusunda Siirekli Egitim
Ihtiyac::

Bu anket calismasinda katilimcilarin
agiz kanserinde siirekli egitim konusundaki
ilgileri de degerlendirilmistir. Tim
katilimeilarin  %63,5’1 gelecek donemlerdeki
siirekli egitim programina ilgileri oldugunu
belirtirken, %18,7’si ise bu egitimlere ilgi
duymadiklarint ifade etmistir. Siirekli egitim
icin demonstrasyon kurslart  (%23,1) ve
uzmanlarla konferans goriismeleri (%20,5) en
cok tercih edilen yaklagimlardir.

Agiz kanseri konusunda bir egitim
programina en son ne zaman Kkatildiklari
soruldugunda dis hekimlerinin %41,5’1 su ana
kadar hicbir agi1z kanseri konulu egitim kursuna
katilmadiklarini; %26,1°1 ise gegmis 12 ayda bu
konuyla ilgili bir egitime katildigini belirtmistir
(Tablo 3).

Tartisma

Bu anket ¢alismasi, agiz kanserinin onlenmesi
ve erken teshisi konusunda dis hekimlerimizin
farkindaligini arastiran Tiirkiye’de yapilmus ilk
calisma olup; elde edilen verilere gore
Ankara’daki dis hekimlerinin 40 yas {izerindeki
hastalarina agiz kanseri muayenesi yapma
oraninin oldukga diisiik oldugu; hastalarin tibbi
anamnezini alirken agiz kanseri igin risk
olusturan faktorleri degerlendirdikleri ancak
risk olusturmayan faktorler konusunda bilgi
yetersizliklerinin bulundugu goériilmiistiir.

142

Calismamizda Ankara Dis hekimleri
Odasi araciligi ile Ankara’daki dis hekimlerine
e-posta yoluyla anket gondererek ¢cok daha fazla
sayida katilimciya ulasilmast hedeflenmis
olmasina ragmen dis hekimlerinden higbir geri
doniis alinamamistir. Bu nedenle tiim anketlerin
el ile dagitilarak doldurulmasi saglanmustir.
Sayisal agidan yeterli olmasa da bu dagilim
Ankara’daki dis hekimlerinin genel egilimini
yansitabilecek durumdadir. Diger iilkelerdeki
ilgili anket caligsmalarina bakildiginda da benzer
sayida dis hekiminin aragtirmalara dahil edildigi
goriilmektedir (2,5,7).

Dis  hekimlerinin  agiz  kanseri
muayenesi ve erken teshisi konusundaki
sorumluluklarinin yani sira hastalarint risk
faktorleri acisindan bilgilendirme
sorumluluklar1 da  bulunmaktadir. Ancak
popiilasyonun tamaminda ag1z kanseri taramasi
yapmak oldukga pahali olacagindan, taramanin
oncelikle yiiksek risk grubundaki kisilere
yonelik olmasi 6nerilmektedir. Bu nedenle, agiz
kanseri risk faktorlerinin bilinmesi ve risk
grubundaki hastalarin belirlenmesi biiyiik 6nem
tasimaktadir.  Arastirmamiza  katilan  dis
hekimlerinin biiytik kismi1 agiz kanseri i¢in risk
olusturan faktorleri tanimlayabilmistir. Ancak
kotii agiz hijyeni ve uygunsuz protezler gibi risk
olugturmayan faktorler ¢ok daha az sayida
katilime1 tarafindan dogru sekilde
tanimlanabilmistir. Farkli tlkelerde
gerceklestirilmis arastirmalarda da bu sonuclara
paralel olarak; katilimcilarin ¢ok biiyiik
yiizdesinin agiz kanseri i¢in risk olusturan
faktorleri dogru sekilde tanimlayabildigi ancak
risk olusturmayan faktorler konusunda yetersiz
bilgiye sahip oldugu rapor edilmistir (2, 10-12).

Calismamiza katilan dis hekimlerinin%89,9°u
40 yas Usti bireylere yilda 1 kez agiz kanseri
muayenesi yapilmasi gerektigini ifade etmesine
ragmen katilimcilarin yarisindan fazlasinin 40
yas Ustll hi¢bir hastasina agiz kanseri muayenesi
yapmadigini 6grenilmistir. Bu oran Amerika ve
Ingiltere genelinde ise%81 ila 93 arasinda
degismektedir (1,5,7,13). Ayrica
arastirmamizda tlim digsiz hastalarma ilk
randevusunda agiz kanseri muayenesi yapan dig
hekimlerinin oran1 %5,3 olarak bulunmustur.
Applebaum  ve ark  (7) tarafindan
Massachusetts’te yapilan arastirmada bu oran
%88 olarak rapor edilmistir ki bu farklilik
oldukca c¢arpict boyuttadir. Calismamizda
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izlenen bu diisik muayene oranlari;
iilkemizdeki dis hekimi basina diisen hasta
sayisinin Ingiltere ve Amerika’dan daha fazla
olmasi (14) ve/veya dis hekimlerinin klinik is
yogunlugunda agiz kanseri muayenesine zaman
ayirmak istememeleri ile agiklanabilir.

Orginal Article

Agiz kanseri muayenesinin 6nemli bir
komponentini de lenf bezi muayenesi
olusturmaktadir. Fakat calismamizda
katilimeilarin yalnizca iigte birinin agiz kanseri
muayenesi esnasinda lenf nodlarini palpe ettigi
Ogrenilmistir. Horowitz’in (1) ¢alismasinda
sekilde lenf bezi muayenesinin yapilma orani
%35 civarinda rapor edilmistir.  Dis
hekimlerinin lisans diizeyinde konuyla ilgili
aldiklar1 egitimin eksik olmasi, bilgilerini
strekli ~ egitim  programlariyla  giincel
tutmamalar1 ve/veya ag1z kanseri muayenesinde
yeterli teknige sahip olmamalar1 lenf bezi
muayenesinin yapilmama sebepleri arasinda
gosterilebilir. Bu bilgilerle ortiisecek sekilde
Ankara’daki dis hekimlerinin yalmzca %52,3’i
agiz kanseri muayenesi yapabilecek diizeyde
egitim aldiklarini  diisiinmektedir. Ozellikle
serbest dis hekimleri bu konuda yetersiz
olduklarini belirtmektedir. Mezuniyet yili esas
alinarak incelendiginde ise; 2000 yilindan dnce
mezun olan dis  hekimlerinin  biiyiik
¢ogunlugunun agiz  kanseri muayenesi
konusunda iiniversitede aldiklar egitimi zayif
bulduklar1 goriilmiistiir. ingiltere’de yapilan
benzer arastirmada da  pratisyen dis
hekimlerinin %41’i agiz kanserinin taninmasi
konusunda mezuniyet Oncesi derslerin yetersiz
oldugunu ifade etmistir (5). Dis hekimlerinin
mezuniyet sonrasinda diizenli olarak ihtiyag
duyduklari alanlarda cesitli egitim
etkinliklerinde  yer almalari,  bilgilerini
giincellemeleri ve profesyonel gelisimlerine
katki saglamalar1 bu meslek i¢in zorunludur.
Caligmamiza dahil olan dis hekimlerinin
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%41,5’1 mezuniyet sonrasinda agiz kanseri
konusunda herhangi bir egitim faaliyetinde yer
almadiklarii bildirmislerdir. Bununla birlikte
katilimcilarin  %60’dan fazlas1 bu konudaki
stirekli egitim programlarina ilgi duydugunu da
ifade etmistir. New York eyaletinde bir
yonetmelikle tim dis hekimlerinin siirekli
egitimin bir pargast olarak en az 2 saat agiz
kanserinin 6nlenmesi ve erken tanist konusunda
egitim almalar1 zorunlu tutulmaktadir (15).
Egitim faaliyetleri yaninda, farkindalik
kampanyalar1 da hem kamuoyu hem de dis
hekimleri tarafindan agiz kanserine gereken
onemin verilmesini saglayacaktir. Amerika
Birlesik  Devletleri'nde ~ Amerikan  Dis
Hekimleri Dernegi ve CDx Laboratuarlar
birlikte agiz kanserinin erken teshisinin onemini
vurgulamak icin ulusal diizeyde agiz kanseri
farkindalik kampanyasi yapmuislardir. Dis
hekimlerinin %251 bu kampanyadan sonra agiz
lezyonlarma daha fazla dikkat ettiklerini,
%39,6’s1 hastalarma agiz kanseri konusunda
bilgi verdiklerini, %8,6’s1 son 6 ayda daha fazla
lezyon teshis ettiklerini bildirmislerdir (16).

Ulkemizde iiniversitelerin ve meslek
kuruluslarinin, agiz kanseri konusunda dis
hekimlerinin isteklerini karsilayacak bigimde
yaygin egitim etkinlikleri sunmalar1 ve
hekimleri eksikliklerini gidermek igin bu
programlara katilmalari hususunda tesvik
etmeleri gerekmektedir. Ayrica gerek lisans
diizeyinde gerekse siirekli egitim programlari
cercevesinde dis hekimlerinin agiz kanseri risk
faktorlerini belirleme ve ortadan kaldirma
konusunda hastalarina hizmet sunabilecek
egitimi almalar1 i¢in gereken diizenlemelerin
yapilmast 6nem tagimaktadir. Agiz kanseri ile
iligkili mortalite ve morbidite oranlarinin ancak
iyi egitimli ve bilgili dis hekimleri ile
azaltilabilecegi unutulmamalidir.

Cikar Catismasi: Yok
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Tablo 1: Katihmeilarin demografik ozellikleri
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Cinsiyet
Erkek %45,5
Kadin %54,5

Mezuniyet Zamani

2000 yilindan 6nce %25,5

2000 yilindan sonra %74,5

Calisma sekli

Stajyer Ogrenci %35
Arastirma Gorevlisi %43
Serbest Dis hekimi %22

Tablo 2: Agiz kanserinin erken donemde en yaygin izlenen semptomlarina katilimcilar tarafindan verilen cevaplarin dagilimi

Stajyer Dis hekimleri Arastirma Gorevlileri Serbest Dis hekimleri
(%) (%) (%)

Agn 14,4 4,8 4

Ulserasyon 32,2 38,6 32,4

Sislik 2,5 14,4 27

Asemptomatik 35,6 35,8 28,3

Bilmiyorum 2,5 6,2 8,1

Tablo 3.Calismaya dahil olan dis hekimlerinin agiz kanseri konusunda bir egitim etkinligine katilma oranlar

Gegen yi1l %26,1
2-5 yil 6nce %014,8
5 yildan daha 6nce %3,6

Higbir zaman katilmayanlar %41,6
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Kaposi’s Sarcoma Epidemiology, Risk Factors, Staging and Treatment: AN
OVERVIEW

Kaposi Sarkoma Epidemiyolojisi, Risk Faktorleri, Evrelemesi ve Tedavi
Secenekleri: DERLEME.
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OZET
Kaposi sarkomu immun disfonksiyon ve muhtemel viral etiyolojiye bagli olusan anjioproliferatif bir hastaliktir.
Kaposi sarkomu etiyolojilerine gore 4 alt tipe ayrilir. Hastaligin tedavi segenekleri ve klinik seyri agisindan alt
tipler bizlere fikir verir. Ulkemizde ve diinyada nadir goriilen bir hastalik olmasi nedeniyle su an igin randomize
kontrollii caligmalari bulunmamaktadir. Kaposi sarkomundaki bilgilerimiz genelde retrospektif ve faz II
caligmalara dayanmaktadir. Bu derlememiz kaposi sarkomunun epidemiyolojisi, risk faktorleri ve son tedavi
stratejileriini igermektedir.
Anahtar Kelimeler: Kaposi sarkomu, risk faktorleri, tedavi

ABSTRACT
Kaposi’s sarcoma (KS) is an angioproliferative disease, with a viral etiology and a multifactorial pathogenesis that
depends on an immune dysfunction. It is divided into four types according to the aetiology. There was no
randomized controlled trials due to very rare disease. Thus clinical guidelines has not been established properly.
This review summarized epidemiology, risk factor, and recent treatment strategies in Kaposi sarcoma patients.
Keywords: Kaposi sarkoma, risk factors, treatment

Endemic Form (African): Occurs more often
among african men aged 25 to 40 years and
children of both sexes, the mean age of the
affected children is 3 years [2].

latrogenic type: This is associated with

History and Classification

Moritz Kaposi (1827-1902), a Hungarian
dermatologist, gave his name to disease who
described three fatal cases of multiple idiopathic
pigmented hemangiosarcoma in old men at the

University of Vienna in 1872 . KS is rare
disease. The most of the cases seen in Europe,
North America, African young — children, renal
allograft recipients, receiving other
immunosuppressive agents, and HIV infected
patients[1].

Kaposi Sarcoma Classification: After the
definition provided be Dr. Kaposi, clinicians
have defined four different types.

Classic Type: This type originally described by
Kaposi, is typically found in old Mediterranean
men, it has been diagnosed worldwide and
usually follows a benign course.

immunosuppression such as organ transplant
recipients, long time corticosteroid using for
various disorder, and patients immunosupressed
as a result of any therapeutic regimens,
including chemotherapy [3, 4].
Epidemic type (HIV-associated): An epidemic
of KS appeared among young men who had sex
with men in developed countries. Also
heterosexual men and women may have KS in
Africa[5].

The different epidemiologic and
clinical aspects of these four types are
summarized in the table 1.
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Table 1: Clinical aspects of Kaposi sarcoma types.
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Type Predominant risk Cutaneous Visseral Clinical course
groups presentation involvement
Classic 3:1 male:female Distal lower Uncommon Usually indolent,
(sporadic) ratio extremities Rarely aggressive or
Age>60 years disseminated
Mediterranean,
Eastern European or
Middle East
Endemic Male adults, Various: may be Internal organs Indolent to locally
(African) Children both sexes  similar to classic involved in a invasive in adults
Equatorial Africa or more locally  subset of Occasional rapid
aggresive, adults. But progression with
lower extremity common in visceral disease in
lymphedemain children adults
adults. especially lymp  Aggresive in
Cutaneous nodes and children
disease often viscera.
absent in
clildren
latrogenic Exogenous Distal lower Relatively May regress with
immunosuppression, extremities, common modification of
solid organ may be immunosuppression
transplantation, disseminated May be aggresive
steroid using
Older age>50 years
Epidemic Men who have sex Localized or Common with Aggresive or
(AIDS- with men disseminated poor HIV indolent
associated) (developed control May regress with
countries) effective HIV

heterosexual men
and female in Africa

treatment

Risk Factors:
Human Herpes Virus 8 (HHV-8): Is a gamma
herpes virus associated with Kaposi sarcoma,
multicentric Castleman disease, and primary
effusion  lymphoma, lymphoproliferative
disease that are most commonly observed in
immuncompromised individuals [6]. HHV-8
has been detected more than 95% of patients for
all types of KS [7]. HHV-8 found in body
secretions such as saliva and semen, may spread
through kissing or sexual intercourse, similarly
with other herpesviruses [8]. HHV-8 is a
oncogenic DNA viruses, expresses viral genes
that perturb p53 protein function and thereby
mediate viral oncogenesis[9].

Also anti- HHV antibodies and viremia
may be important for KS. A comparison of age

UpToDate Graphic 76370 Version 3.0

and sex-matched HHV-8 infected Italians with
and without Classic KS showed that HHV-8
DNA  detection in  peripheral  blood
mononuclear cells and high HHV-8 lytic and
latent antibody titers were significantly
associated with development of classic KS [10].
More recently, it has been suggested that a
certain subtype of HHV-8, strain A, may be
associated with higher blood viral loads and
more aggressive disease behavior than strain C,
which was associated with slowly progressive
disease [11].

But not all infected persons develop the
disease. For example, in the Mediterranean
area, Classic KS develops annually in only
0,03% of HHV-8 infected men and only 0,01%
of HHV-8 infected women over age 50 [12].
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Other findings suggest that host genetic factors
may affect the risk of Classic KS at least in part
by influencing the ability to develop antibodies
to HHV-8 and ultimately, control HHV-8
infection [13]. In the recent data, all types of KS
have a common etiology in HHV-8 infection
but all HHV-8 infected persons do not have
disease due to different genetic, immunologic
and environmental factors [14].

Immune  Deficiency: The role of
immunosuppression is  well defined in
iatrogenic and HIV-associated types. KS
prevalence is higher in post-transplant and
AIDS patients, being 500 times and 20.000
times, respectively, greater than in the general
population [14]. However, there is evidence that
more subtle degrees of immune suppression
may be present in people with Classic KS. The
significant decrease in the number of total and
B-lymphocytes has been linked to progression
of Classical KS from early stages to more
advanced disease [15]. Also an increased risk of
Classic KS has been reported among
individuals with history of topical corticosteroid
use (OR 2,73, 95% CI 1,35-5,51)[13]. This
suggests that local perturbations in cutaneous
immune function may be an important
predisposing factor for Classic KS.

Local immunodeficiency is another cause of
KS. In endemic KS, there is relationship
between KS and podoconiosis (non-filarial
elephantiasis) [16]. Also a body region where
there is chronic lymph stasis leads to an immune
stasis. The link between the impairment of
lymph circulation and regional immune
dysfunction in classical KS was first proven in
1984 [17].

Environmental factors: Related to skin
hygiene or skin disease may influence the
development of KS. Also in endemic KS,
walking barefoot on volcanic soils exposes
pores and sweat glands in bare feet permitting
abrasions and allowing alumino silicates and
possibly iron oxides to be taken up by
lymphatics. The silicates can cause an obstacle
to lymph flow, inflammation of regional lymph
nodes, and disruption of the immune control in
the feet and legs [16].

Miscellaneous: There is a statistically
significant reduction in KS risk among smokers
[18], particularly those with more intensive
(more packs per day) and more cumulative
(more pack-years) history of tobacco abuse [18-
20]. It has been suggested that the protective
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effect of smoking may be mediated by a
decrease in the production of inflammatory
cytokines [13, 16, 17].
A case control study documented a 3.65-fold
increased risk of Classic KS among patients
with chronic edema of lower extremities, and
among those with diabetes mellitus (OR 4,73)
[19].
CLINICAL FEATURES
Cutaneous KS: Although KS can involve any
site in the body, cutaneous disease is most
common and is the usual initial presentation of
KS. Lesions of KS appear most often on the
lower extremities, face (especially the nose),
oral mucosa, and genitelia. The dermatology
literature contains reference to at least 10
different morphologic variants of the cutaneous
lesions of KS [21]. KS is characterized by the
appearance of purplish, reddish blue or dark
brown-black macules, plagues and nodules on
the skin. Noduler lesions may ulcerate and bleed
easily. The lesions are not painful or pruritic and
usually do not produce necrosis of overlying
skin or underlying structures. The skin lesions
range in size from very small to several
centimeters in diameter, and they can remain
unchanged for months to years, or grow rapidly
within a few weeks and disseminate.
Visceral KS: KS involvement has been
observed in almost all visceral sites, including
lymph nodes, the liver, pancreas, heart, the
testes, bone marrow, bone and skeletal muscle
[22, 23]. The most frequent sites of non-
cutaneous disease are the oral cavity,
gastrointestinal tract, and respiratory system.
However, visceral involvement as the initial
manifestation of KS is relatively uncommon.
Also, now visceral disease appears to be much
less frequent in HIV-associated KS that receive
anti-retroviral therapy [24].

Oral cavity involvement occurs in KS.
The intraoral site most commonly affected is the
palate and gingiva [25]. Intraoral lesions are
easily injured which can result in pain, bleeding,
ulceration, or secondary infection.
Gastrointestinal tract involvement may be
asymptomatic or may cause weight loss,
abdominal pain, gastrointestinal bleeding, and
diarrhea [26, 27]. Gastrointestinal KS lesions
are typically hemorrhagic nodules and they may
occur in any portion of the gastrointestinal tract
[22]. However biopsies may not demonstrate
KS because the lesions tend to be submucosal.
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Pulmonary involvement is common in
epidemic (AIDS-associated) KS. The affected
patients may have the symptoms of dyspnea,
fever, cough, hemoptysis, chest pain or may be
asymptomatic. The radiological findings are
variable and can include nodular lesion,
interstitial infiltrates, pleural effusion, hilar and
mediastinal adenopathy.

Diagnosis: Presumptive diagnosis of KS can
often be made based upon the characteristic
appearance of, purplish, reddish blue, dark
brown patches, plaques or nodules. This should
be confirmed by a biopsy whenever possible.
The microscopic features of all four different
types of Kaposi sarcoma do not differ. All forms
show evidence of angiogenesis, inflammation
and spindle cell proliferation. In addition to
observing typical histological features on
standard microscopy, PCR (polymerase chain
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reaction) can be performed on the skin lesions
to detect amplified HHV-8 DNA sequences,
and immunohistochemical staining of biopsy
specimens can also be performed to detect the
presence of HHV-8 latency-associated nuclear
antigen (LANA-1) within the spindle cells, thus
confirming the diagnosis [28].

Staging: There is no commonly used or
universally agreed upon staging system for KS.
The American Joint Committee on Cancer
TNM staging system, which is the standard
staging for all cancer types, does not include
KS. But in contrast to HIV associated KS, the
most commonly utilized staging system for HIV
associated KS was developed by the AIDS
Clinical Trial Group (ACTG) of the National
Institute of Health [29] and summarized in
Table 2.

T TO0
(Extent of tumor)

Disease limited to the skin or
with minimal involvement of
the oral cavity

T1

More extensive oral cavity
involvement, other visceral
disease

| 10
(Immune status)

S SO
(severity of systemic illness)

CD4 >200 cells/microL

No history of opportunistic
infections or thrush

11
CD4 <200 cells/microL

S1
History of opportunistic
infections or thrush

No "B" symptoms- unexplained B symptoms

fever, night sweats, <10

Karnofsky performance status

percent involuntary weight <70

loss, or diarrhea persisting
more than two weeks.
Karnofsky performance status

>70

Other HIV-related illness
(neurologic disease,
lymphoma)

A proposed staging system for Classic Kaposi's
sarcoma is:

Stage | (Macronodular Stage) - Small lesions
(macules) confined to the lower extremities

Stage Il (Infiltrative Stage) - Larger lesions
(plaques) confined to the lower extremities

Stage Il (Florid Stage) — Multiple larger lesions
(plaques and nodules) confined to the lower
extremities

AIDS Clinical Trials Group Oncology committee[29].

Stage 1V (Disseminated Stage) — Multiple large
lesions extending beyond the lower extremities

The stages | or 1l disease had a slower
rate of progression, fewer complication and
lower occurrence of gastrointestinal/visceral
involvement. However, stage 11l or IV disease
had more rapid disease progression and more
frequent gastrointestinal, visceral involvement.
Patient evaluation: The initial evaluation of
KS patients consists of physical examination
and special attention to affected areas.
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Asymptomatic patients with classic KS rarely
require radiologic evaluation because of the
chronic and indolent course. Screening for
distant organ involvement is not needed due to
the low frequency of radiological evident
disease. If mucosal involvemet of the
gastrointestinal tract is present, it cannot be
visible in radiologic studies. Evaluation of
visceral  involvement is  guided by
symptomatology and basic laboratory testing.
Testing the stool for occult blood is the simplest
way to screen for gastrointestinal involvement.
Endoscopy is usually reserved for patients who
detected occult blood in stool or have
gastrointestinal symptoms. Also chest X-ray is
useful to screen for pulmonary lesions.
Bronchoscopy should be reserved for those with
an abnormal radiograph and persistent
respiratory symptoms. CT scanning of the
chest, abdomen, and, pelvis is typically not
necessary.

Treatments: There are no any prospective
randomized trials to investigate treatment
options for KS. The relative scarcity of the
disease and advanced age of the affected
individuals who had many comorbidities limit
treatment options and the ability to participate
in clinical trials.

The goal of KS specific therapy in all patients
with KS is symptom palliation and improved
quality of life. In patients with limited KS and
either no immune dysfunction or post-transplant
history, observation is reasonable. Indications
to administer specific systemic KS therapy
includes cutaneous disease which is rapidly
progressive, bulky, causes pain or lymphedema,
impairs function or causes psychological
distress. Visceral disease generally requires KS
specific therapy [30].

Observation without specific treatment is an
option for patients who have a limited number
of asymptomatic lesions that do not impair
function. However disease  progression
eventually occurs in most patients [31].
Symptoms related to limited lower extremity
edema can be alleviated in many patients with
elastic compression stocking [32].

Local treatment:

Surgery: If there is a single symptomatic lesion,
excision alone may provide sustained local
control [31, 33, 34], but new lesions commonly
develop at other sites.

Radiation therapy: All forms of KS are very
sensitive to radiotherapy. Durable local lesion
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control and symptom relief can be achieved in
over 90 percent of cases. Excellent palliation
has been obtained with doses at 20 Gy or
slightly higher.  However, because of the
multifocal disease involvement and the
tendency for new lesions to develop in non-
irradiated areas, it raises questions about the
place of radiation therapy. Therefore there is no
consensus in radiotherapy.

Cryotherapy: Liquid nitrogen cryotherapy is
sometimes used for local control of small
Classic KS lesions [35]. There is no information
about local cryotherapy on long term diseaes
control. The main effect is cosmetic
improvement and it is often used by
dermatologists.

Intralesional therapy: Intralesional injection of
chemotherapy such as low dose vinblastin (0, 1
mL of 0,1mg/mL) leads to local regression of
cutaneous KS [36].

Also intralesional injection of interferon alfa
has been reported to induce regression of
classical KS lesions [37]. IFN-alfa was used in
these studies; two or three times per week
therefore interferon is not suitable for use in
patients with multiple cutaneous lesions.
Topical therapy:Topical imiquimod
demonstrated an objective response in patients
with KS [38, 39].Topical 9-cis-retinoic acid is
approved by the FDA for KS, and is associated
with up to a 45% response in treated lesions
[40].

9-cis-retinoic acid gel (0,1%) is an FDA-
approved topical treatment for cutaneous KS. A
single case report of an elderly patient with
classic KS noted a good local control of
multiple treated cutaneous lesions. However the
patient continued to develop new lesions in
untreated skin [40].

Electrochemotherapy: Is another viable
option that is a type of chemotherapy approach
aimed at treatment of cutaneous and
subcutaneous tumor nodules of different
histologies. Electrochemotherapy, via cell
membrane permeabilising electric  pulses,
potentiates the cytotoxicity of non-permeant or
poorly permeant anticancer drugs with high
intrinsic cytotoxicity, such as bleomycin or
cisplatin, at the site of electric pulse
application[41-43].

Systemic treatments: Systemic therapies are
often required for patients with widespread,
bulky or rapidly progressive lesions, moderate
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to severe symptomatic edema or visceral organ
involvement [44, 45].

Chemotherapy: It is difficult to make
recommendations for preferred treatments on
basis of response rates, duration benefits, or
adverse effects because of absence randomized
trials [46].

Most clinicians consider pegylated liposomal
doxorubicin to be a first line therapy unless
there is a cardiac contraindication despite the
lack of randomized trials demonstrating
superiority. The benefit of first line pegylated
liposomal doxorubicin, 20 mg/m?, every three
weeks, was addressed in a retrospective analysis
with classic KS patients [47]. Liposomal
anthracyclines have a longer plasma half-life
than non-liposomal formulations. Liposomal
formulations have less toxicity in non-target
organs than conventional anthracyclines.
Liposomal anthracyclines can reliably shrink
tumors, lessen edema, and cause the color of
lesions to fade. Also response rates range from
30 to 60 percent [48-50].

The efficacy of taxanes (paclitaxel or docetaxel
), as agents with antiangiogenic properties and
interference with normal breakdown of
microtubules, has been described previously in
the treatment of KS. Although paclitaxel is
potentially more toxic than the liposomal
anthracyclines, it has efficacy as a second-line
treatment for KS [51-55], and may be an
alternative for initial therapy of patients with
advanced, symptomatic KS. Paclitaxel and
dosetaxel can be associated with significant and
severe toxicities. Albumin-bound paclitaxel
(nab-paclitaxel) a novel solvent-free taxane, has
demonstrated higher response rates and
improved tolerability[56]. As known, classic
KS predominantly affects elderly people, many
of whom do not tolerate aggressive
chemotherapy  regimes.  Therefore  nab-
paclitaxel may has a good and rapid efficacy
with lower toxicities in these patients.

Several authors have used single agent
vinblastine given as a weekly dose of 0.1 mg/kg
and doses of vinblastine were titrated in patients
according to white blood count. The most
patients usually had good response and they
required prolonged courses of therapy.

In a cohort study, aldoxorubicin that is a novel
prodrug of doxorubicin that binds to albumin
and released in the asidic environment
associated with solid tumors. Aldoxorubicin
was well tolerated and therapeutically active,
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including reductions in both pathological and
radiographic disease with nine HIV-associated
advanced KS patients. Aldoxorubicin may offer
an alternative to current therapy for KS[57].
Etoposide is an another drug may be effective in
KS. The single-arm study including 30 patients
with non-metastatic, local advanced showed
that overall response rate was 87%. Treatment
was well tolerated but haematological toxicity
was the principal dose limiting side effect[58].
Immunomodulators: IFN-alfa (interferon-
alfa) is approved for treatment of HIV-
associated KS in the US. However anti-tumor
activity of IFN-alfa is not known in KS. The
benefit of IFN-alfa may involve direct
antiproliferative effects, antiviral effects,
inhibition of angiogenesis, and modulation of
host immune responses [59]. But there is no
consensus on IFN-alfa dosage, frequency and
duration.

Thalidomide has anti-angiogenetic, anti-tumor
and immunomodulatory effects, and the drug is
active in epidemic HIV-associated KS and was
shown to have a 35%-47% overall response
rate, but thalidomide can be associated with
neurologic side effects [60, 61]. Second and
third generation immunomodulatory derivatives
of thalidomide, lenalidomide, and
pomalidomide are currently being evaluated for
the treatment of KS.

latrogenic type KS (organ transplantation,
chronic steroid using) may respond to reduction
or discontinuation of the immunsuppressive
regimen. This should be the first therapeutic
maneuver in iatrogenic KS. The decreasing
immunosuppressive therapy was associated
with the disappearance of mucocutaneous
disease and visceral involvement in some
patients [62, 63]. In addition, the substitution of
sirolimus for cyclosporin in renal transplant
recipients has been associated with regression
of KS lesions [64, 65].

Everolimus is the derivative of sirolumus and
works similarly to sirolimus as an inhibitor of
mammalian target of rapamycin (MTOR).
Clinical response and tolerance to everolimus
was evaluated in phase Il trial. But everolimus
did not demonstrate any advantage in KS [66].
Interleukin-12 (IL 12) is identified and cloned
from Epstein-Barr virus-transformed B-cell
lines. Although originally defined as an natural
killer stimulating factor. IL 12 acted early in
immunity to promote T-helper cell development
and enhance survival of cytotoxic T cell.
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Efficacy in patients with HIV related KS was
noted [67].

Anti-retroviral treatments:

Epidemic (HIV- associated) KS treatment is
totally different from other types. Combination
antiretroviral therapy (ART) is recommended
for all patients with HIV associated KS [44, 45,
68, 69]. If patients do not have more advanced
diseases or rapid progression, firstly we can
treat HIV associated patients with ART. The
introduction of ART has been associated with a
substantial decrease in the incidence, severity
and visceral involvement of newly diagnosed
HIV associated KS [70, 71]. The beginning of
treatment may worsen the patient’s symptoms.
This antity is called IRIS (Immune
Reconstitution Inflammatory Syndrome). IRIS
describes a collection of host responses that can
occur following the initiation of ART and it has
been associated with the progression of KS
within three to six weeks after starting ART [72,
73]. Chemotherapy may be considered in
addition to ART. There are two small
randomized trials that have looked at the role of
chemotherapy plus ART and ART alone. The
overall response rate of the KS was significantly
better for patient in chemotherapy plus the ART
group, but there was no overall survival
difference between the groups [74, 75].

Also we know that HHV-8 is an etiologic agent
of virally associated tumors such as Kaposi
sarcoma. Various modalities have been used to
prevent and treat HHV-8 related disease.
Current strategies include against HHV-8
replication, reconstituting the immune system
in immune deficient patients and chemotherapy.
The effect of antiviral agents on HHV-8
replication has not been extensively studied and
we do not know the effect of HHV-8 treatment
on KS. Several antiviral agents, including
ganciclovir, cidofovir, and foscarnet have been
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shown to inhibit HHV-8 replication in vitro. But
acyclovir does not appear to have this effect like
others [76].

Anti-angiogenesis treatments:

Several approaches targeting angiogenesis and
the tumor microenvironment have been
evaluated prospectively in the therapy of HIV-
associated KS. Matrix metalloproteinase
(MMPs) are highly expressed in KS lesions and
may contribute to angiogenesis via degradation
of the extracellular matrix. A phase Il study of
the MMPs inhibitor demonstrated a 41% overal
response rate [77].

Activation of c-kit and platelet-derived growth
factor receptor (PDGFR) have effects on
angiogenesis and growth of KS cells. Imatinib
is a partial selective blocker of both PDGFR and
c-kit. In a phase Il study with HIV associated
KS, imatinib induced partial response in one
third of patients [78]. In another phase Il study,
the  monoclonal anti-VEGF  antibody,
bevacizumab had an overall response rate of 31
% [79]. Angiogenesis inhibitors may have a role
in combination therapy, and the combination of
bevacizumab with liposomal doxorubicin is
being evaluated (NCT00923936).

Sorafenib is a inhibitor of several tyrosine
kinase, such as vascular endothelial growth
factor receptor, PDGFR. The effects of
sorafenib in Kaposi’s sarcoma is being
investigated in clinical trials.

There are very few randomized clinical trials
due to rare incidence of Kaposi sarcoma.
Therefore there has been no evidence to identify
effective new therapies. The phase 1I/111 studies
have been summarized in Table 3. Novel
treatment strategies in Table 3 can be
administered to patients who completed
conventional therapies.
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Table 3: A summary of recent studies related to Kaposi sarcoma.
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Trial Phase Patients Treatment Results Side effects
Intralesional Il HIV ART+intralesional Intralesional ~ Well tolerated
Bevacizumab in the associated bevacizumab Bevacizumab
upper airway[80] 7 patients VS had no
7 controls ART impact
Imatinib [78] Il AIDS ART + imatinib 33,3% partial Well tolerated
associated 20% stable
30 patient 23,3%
progressive
response
Electrochemotherapy Il 18 refractory Electrochemothera 66% Well tolerated
and IV bleomycin[42] patients with  py + bleomycin complete
isolate response
cutaneous
lesions (no
visceral
disease)
Intravenous Il 17 HIV- Intravenous 19% CR Well tolerated
Bevacizumab + ART[79] infected Bevacizumab + ART 12% PR but therapy
patients who 56% stable included
progressed 13% hypertension,
under ART progression neutropenia, and
headache
ART vs Il 59:ART+che  ART+ Response Well tolerated
ART+chemotherapy in motherapy chemotherapy rate was
therapy-naive HIV 53:ART alone (bleomysin,doxoru  betterin
infected patients[74] bicin, combined
vincristin,etoposid) arm p=0,005,
Vs but no
ART survival
advantage
Oral etoposid as first Single 30 Oral etoposid 10%CR Well tolerated
line therapy in classic arm 77% PR but
type[58] study 13% SD haemotological
toxicity was dose-
limiting
Electrochemotherapy Il 23 Electrochemothera 65 % CR Well tolerated
in the treatment py with 87% local
cutaneous lesions[43] unresectable, not control

treatable by
radiotherapy or
intralesional
vincristine therapy
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Oral valganciclovir Pilot 5
therapy in patients study
with classic Kaposi

sarcoma [81]

Treatment of HIV /1 9
associated Kaposi’s

sarcoma with

aldoxorubicin[57]

Pomalidomide in the /1 currently

treatment of Kaposi
sarcoma in individuals
with or without
HIV[82]

The role of everolimus |l 11
(RAD0O01) in endemic

or classic Kaposi’s

sarcomal[66]

recruiting

Weekly nab-paclitaxel I 6
in elderly patients with
classic KS

participants

Valganciclovir valganciclovi
doses used for r was not
cytomegalovirus active
infection against KS

Aldoxorubicin 6/9
significant
reduction in
bothpatholo
gical and
radiographic
No study
results
NCT0149559
8

pomalidomide

Everolimus No
advantage,
could be
responsible
for
progression

viral load

Nab-paclitaxel All patient Grade lll
improved
33% PR,

66%CR a %17

ART: Anti-retroviral treatment
CR: Complete response

PR: Partial response

SD: Stable disease

Role of the funding source: There was no
funding source for this study. The
corresponding author had full access to all the
data and the final responsibility to submit
publication.

Conflict of interest: The authors have declared
no conflicts of interest.

REFERENCES

1. Ruocco E, Ruocco V, Tornesello ML,
Gambardella A, Wolf R, and Buonaguro FM.
Kaposi’s sarcoma: Etiology and pathogenesis,
inducing factors, causal associations, and
treatments: Facts and controversies. Clinics in
dermatology, 2013. 31(4): p. 413-422.

2. Oettle A. Geographical and racial differences in
the frequency of Kaposi's sarcoma as evidence
of environmental or genetic causes. Acta-Unio

Internationalis Contra Cancrum, 1962. 18: p.
330.

3. Stribling J, Weitzner S, and Smith GV. Kaposi's
sarcoma in renal allograft recipients. Cancer,
1978. 42(2): p. 442-446.

4, Safai B, Mike V, Giraldo G, Beth E, and Good
RA. Association of Kaposi's sarcoma with
second  primary  malignancies  possible
etiopathogenic implications. Cancer, 1980.
45(6): p. 1472-1479.

5. Hymes K, Greene J, Marcus A, et al. Kaposi's
sarcoma in homosexual men—a report of eight
cases. The Lancet, 1981. 318(8247): p. 598-600.

6. Kaplan LD. Human herpesvirus-8: Kaposi
sarcoma, multicentric Castleman disease, and
primary effusion lymphoma. ASH Education
Program Book, 2013. 2013(1): p. 103-108.

7. Buonaguro FM, Tornesello ML, Beth-Giraldo
E, et al. Herpesvirus-like DNA sequences
detected in endemic, classic, iatrogenic and
epidemic Kaposi's sarcoma (KS) biopsies.
International journal of cancer, 1996. 65(1): p.
25-28.

Well tolerated

Well tolerated

Increased HHV-8

neutropenia:50%
Thrombocytopeni


http://clinicaltrials.gov/show/NCT01495598
http://clinicaltrials.gov/show/NCT01495598

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Adress for correspondence: Hacettepe University Department of Medical Oncology, 06000, Ankara, Turkey

ACTA
ONCOLOGICA
5 TURCICA

Orginal Article

Casper C, Carrell D, Miller K, et al. HIV
serodiscordant sex partners and the prevalence
of human herpesvirus 8 infection among HIV
negative men who have sex with men: baseline
data from the EXPLORE Study. Sexually
transmitted infections, 2006. 82(3): p. 229-235.
Si H and Robertson ES. Kaposi's sarcoma-
associated herpesvirus-encoded latency-
associated nuclear antigen induces
chromosomal instability through inhibition of
p53 function. Journal of virology, 2006. 80(2):
p. 697-709.

Brown EE, Whitby D, Vitale F, et al. Virologic,
hematologic, and immunologic risk factors for
classic Kaposi sarcoma. Cancer, 2006. 107(9): p.
2282-2290.

Mancuso R, Biffi R, Valli M, et al. HHVS8 a
subtype is associated with rapidly evolving
classic Kaposi's sarcoma. Journal of medical
virology, 2008. 80(12): p. 2153-2160.

Vitale F, Briffa DV, Whitby D, et al. Letter to
the editor. International journal of cancer, 2001.
91(4): p. 588-591.

Brown EE, Fallin MD, Goedert JJ, et al. Host
immunogenetics and control of human
herpesvirus—8 infection. Journal of Infectious
Diseases, 2006. 193(8): p. 1054-1062.

Schwartz RA, Skin cancer: recognition and
management. 2008: John Wiley & Sons.
Stratigos AJ, Malanos D, Touloumi G, et al.
Association of clinical progression in classic
Kaposi’s sarcoma with reduction of peripheral B
lymphocytes and partial increase in serum
immune activation markers. Archives of
dermatology, 2005. 141(11): p. 1421-1426.
Ziegler J. Endemic Kaposi's sarcoma in Africa
and local volcanic soils. The Lancet, 1993.
342(8883): p. 1348-1351.

Ruocco V, Astarita C, Guerrera V, et al. Kaposi's
sarcoma on a lymphedematous
immunocompromised  limb.  International
journal of dermatology, 1984. 23(1): p. 56-60.
Hoover DR, Black C, Jacobson LP, et al.
Epidemiologic analysis of Kaposi's sarcoma as
an early and later AIDS outcome in homosexual
men. American journal of epidemiology, 1993.
138(4): p. 266-278.

Anderson LA, Lauria C, Romano N, et al. Risk
factors for classical Kaposi sarcoma in a
population-based case-control study in Sicily.
Cancer  Epidemiology  Biomarkers &
Prevention, 2008. 17(12): p. 3435-3443.
Goedert JJ, Vitale F, Lauria C, et al. Risk factors
for classical Kaposi’s sarcoma. Journal of the
National Cancer Institute, 2002. 94(22): p. 1712-
1718.

Schwartz RA. Kaposi's sarcoma: an update.
Journal of surgical oncology, 2004. 87(3): p.
146-151.

loachim HL, Adsay V, Giancotti FR, Dorsett B,
and Melamed J. Kaposi's sarcoma of internal
organs. A multiparameter study of 86 cases.
Cancer, 1995. 75(6): p. 1376-1385.

Caponetti G, Dezube BJ, Restrepo CS, and
Pantanowitz L. Kaposi Sarcoma of the

e-mail: dryusufkarakas@yahoo.com
Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

157

musculoskeletal system. Cancer, 2007. 109(6):
p. 1040-1052.

Bower M, Dalla Pria A, Coyle C, et al
Prospective stage-stratified approach to AIDS-
related Kaposi's sarcoma. Journal of Clinical
Oncology, 2014. 32(5): p. 409-414.

Nichols CM, Flaitz CM, and Hicks MJ. Treating
Kaposi’s Lesions in HIV-Infected Patient. The
Journal of the American Dental Association,
1993. 124(11): p. 78-84.

Danzig JB, Brandt LJ, Reinus JF, and Klein RS.
Gastrointestinal malignancy in patients with
AIDS. American Journal of Gastroenterology,
1991. 86(6).

Laine L, Amerian J, Rarick M, Harb M, and Gill
PS. The response of  symptomatic
gastrointestinal Kaposi's ~ sarcoma  to
chemotherapy: a prospective evaluation using an
endoscopic method of disease quantification.
American Journal of Gastroenterology, 1990.
85(8).

Hbid O, Belloul L, Fajali N, et al. Kaposi's
sarcoma in Morocco: a pathological study with
immunostaining for human herpesvirus-8 LNA-
1. Pathology, 2005. 37(4): p. 288-295.

Krown SE, Metroka C, and Wernz J. Kaposi's
sarcoma in the acquired immune deficiency
syndrome: a proposal for uniform evaluation,
response, and staging criteria. AIDS Clinical
Trials Group Oncology Committee. Journal of
Clinical Oncology, 1989. 7(9): p. 1201-1207.
Bhutani M, Polizzotto MN, Uldrick TS, and
Yarchoan R. Kaposi sarcoma-associated
herpesvirus-associated malignancies:
epidemiology, pathogenesis, and advances in
treatment. in Seminars in oncology. 2015.
Elsevier.

Brenner B, Rakowsky E, Katz A, et al. Tailoring
treatment for classical Kaposi's sarcoma:
comprehensive clinical guidelines. International
journal of oncology, 1999. 14(6): p. 1097-1199.
Brambilla L, Tourlaki A, Ferrucci S, Brambati
M, and Boneschi V. Treatment of classic
Kaposi's sarcoma-associated lymphedema with
elastic stockings. The Journal of dermatology,
2006. 33(7): p. 451-456.

Zurrida S, Bartoli C, Nolé F, et al. Classic
Kaposi's sarcoma: a review of 90 cases. The
Journal of dermatology, 1992. 19(9): p. 548-552.
Weintraub C and Skudowitz R. Excision of
1,674 classic Kaposi's sarcomas. South African
journal of surgery. Suid-Afrikaanse tydskrif vir
chirurgie, 2002. 40(2): p. 80-80.

Webster GF. Local therapy for mucocutaneous
Kaposi's sarcoma in patients with acquired
immunodeficiency syndrome. Dermatologic
surgery, 1995. 21(3): p. 205-208.

Odom RB and Goette DK. Treatment of
cutaneous Kaposi's sarcoma with intralesional
vincristine. Archives of dermatology, 1978.
114(11): p. 1693-1694.

Trattner A, Reizis Z, David M, Ingber A, Hagler
J, and Sandbank M. The therapeutic effect of
intralesional interferon in classical Kaposi's
sarcoma. British journal of dermatology, 1993.
129(5): p. 590-593.


http://www.actaoncologicaturcica.com/

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

ACTA
ONCOLOGICA
5 TURCICA

Orginal Article

Schartz NEC, Chevret S, Paz C, et al. Imiquimod
5% cream for treatment of HIV-negative
Kaposi's sarcoma skin lesions: A phase | to II,
open-label trial in 17 patients. Journal of the
American Academy of Dermatology, 2008.
58(4): p. 585-591.

Goiriz R, Rios-Buceta L, DE ARRIBA AG,
Araguees M, and Garcia-Diez A. Treatment of
classic Kaposi's sarcoma with topical
imiquimod. Dermatologic Surgery, 2009. 35(1):
p. 147-149.

Morganroth GS. Topical 0.1% alitretinoin gel
for classic Kaposi sarcoma. Archives of
dermatology, 2002. 138(4): p. 542.

Sersa G, Miklavcic D, Cemazar M, Rudolf Z,
Pucihar G, and Snoj M. Electrochemotherapy in
treatment of tumours. European Journal of
Surgical Oncology (EJSO), 2008. 34(2): p. 232-
240.

Latini A, Bonadies A, Trento E, et al. Effective
treatment  of  Kaposi's sarcoma by
electrochemotherapy and intravenous
bleomycin  administration.  Dermatologic
therapy, 2012. 25(2): p. 214-218.

Curatolo P, Quaglino P, Marenco F, et al.
Electrochemotherapy in the treatment of Kaposi
sarcoma cutaneous lesions: a two-center
prospective phase Il trial. Annals of surgical
oncology, 2012. 19(1): p. 192-198.

Bower M, Collins S, Cottrill C, etal. British HIV
Association guidelines for HIV-associated
malignancies 2008. HIV medicine, 2008. 9(6):
p. 336-388.

Gbhabe OF, Okwundu CI, Dedicoat M, and
Freeman EE. Treatment of severe or progressive
Kaposi’s sarcoma in HIV-infected adults.
Cochrane Database Syst Rev, 2014. 8.
Régnier-Rosencher E, Guillot B, and Dupin N.
Treatments for classic Kaposi sarcoma: a
systematic review of the literature. Journal of the
American Academy of Dermatology, 2013.
68(2): p. 313-331.

Di Lorenzo G, Kreuter A, Di Trolio R, et al.
Activity and safety of pegylated liposomal
doxorubicin as first-line therapy in the treatment
of non-visceral classic Kaposi's sarcoma: a
multicenter study. Journal of Investigative
Dermatology, 2008. 128(6): p. 1578-1580.
Northfelt DW, Dezube BJ, Thommes JA, et al.
Pegylated-liposomal doxorubicin Versus
doxorubicin, bleomycin, and vincristine in the
treatment of AIDS-related Kaposi's sarcoma:
results of a randomized phase 11 clinical trial.
Journal of clinical oncology, 1998. 16(7): p.
2445-2451.

Stewart S, Jablonowski H, Goebel FD, et al.
Randomized comparative trial of pegylated
liposomal doxorubicin versus bleomycin and
vincristine in the treatment of AIDS-related
Kaposi's sarcoma. International Pegylated
Liposomal Doxorubicin Study Group. Journal of
Clinical Oncology, 1998. 16(2): p. 683-691.
Gill PS, Wernz J, Scadden DT, et al.
Randomized phase Il trial of liposomal
daunorubicin versus doxorubicin, bleomycin,
and vincristine in AIDS-related Kaposi's

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

158

sarcoma. Journal of Clinical Oncology, 1996.
14(8): p. 2353-2364.

Welles L, Saville MW, Lietzau J, et al. Phase Il
trial with dose titration of paclitaxel for the
therapy of human immunodeficiency virus-
associated Kaposi's sarcoma. Journal of Clinical
Oncology, 1998. 16(3): p. 1112-1121.

Gill PS, Tulpule A, Espina BM, et al. Paclitaxel
is safe and effective in the treatment of advanced
AIDS-related Kaposi's sarcoma. Journal of
clinical oncology, 1999. 17(6): p. 1876-1876.
Tulpule A, Groopman J, Saville MW, et al.
Multicenter trial of low-dose paclitaxel in
patients with advanced AIDS-related Kaposi
sarcoma. Cancer, 2002. 95(1): p. 147-154.

Lee F, Thornton K, and Williams B. Low dose
weekly paclitaxel is an effective first line
treatment for patients with symptomatic AIDS-
KS. in Proceedings of the American Society of
Clinical Oncology. 2003.

Lim ST, Tupule A, Espina BM, and Levine AM.
Weekly docetaxel is safe and effective in the
treatment  of  advanced-stage  acquired
immunodeficiency syndrome-related Kaposi
sarcoma. Cancer, 2005. 103(2): p. 417-421.
Yardley DA. nab-Paclitaxel mechanisms of
action and delivery. Journal of Controlled
Release, 2013. 170(3): p. 365-372.

Parsons C, Chawla S, Dinh H, et al. Treatment
of HIV-associated Kaposi's sarcoma with
aldoxorubicin. in ASCO Annual Meeting
Proceedings. 2015.

Tas F, Sen F, Keskin S, and Kilic L. Oral
etoposide as first-line therapy in the treatment of
patients with advanced classic Kaposi’s sarcoma
(CKS): a single-arm trial (oral etoposide in
CKS). Journal of the European Academy of
Dermatology and Venereology, 2013. 27(6): p.
789-792.

Krown SE. AlIDS-associated Kaposi's sarcoma:
Is there still a role for interferon alfa? Cytokine
& growth factor reviews, 2007. 18(5): p. 395-
402.

Fife K, Phillips RH, Howard MR, Bower M, and
Gracie F. Activity of thalidomide in AIDS-
related Kaposi's sarcoma and correlation with
HHV8 titre. International journal of STD &
AIDS, 1998. 9(12): p. 751-755.

Little RF, Wyvill KM, Pluda JM, et al. Activity
of thalidomide in AIDS-related Kaposi’s
sarcoma. Journal of Clinical Oncology, 2000.
18(13): p. 2593-2602.

Penn l. SARCOMAS IN ORGAN
ALLOGRAFT RECIPIENTSI, 2.
Transplantation, 1995. 60(12): p. 1485&hyhen.
Frances C. Kaposi's sarcoma after renal
transplantation. Nephrology Dialysis
Transplantation, 1998. 13(11): p. 2768-2773.
Campistol JM, Gutierrez-Dalmau A, and
Torregrosa JV. Conversion to sirolimus: a
successful treatment for posttransplantation
Kaposi’s sarcomal2. Transplantation, 2004.
77(5): p. 760-762.

Dantal J and Soulillou J-P. Immunosuppressive
drugs and the risk of cancer after organ



66.

67.

68.

69.

70.

71.

72.

73.

Adress for correspondence: Hacettepe University Department of Medical Oncology, 06000, Ankara, Turkey

ACTA
ONCOLOGICA
5 TURCICA

Orginal Article

transplantation. N Engl J Med, 2005. 352(13): p.
1371-1373.

Porcher R, Kerob D, Dupin N, et al. Multicentric
phase Il clinical trial evaluating the role of
everolimus (RADO001) in endemic or classic
Kaposi's sarcoma (C06-46). in ASCO Annual
Meeting Proceedings. 2011.

Yarchoan R, Pluda JM, Wyvill KM, et al.
Treatment of AIDS-related Kaposi's sarcoma
with interleukin-12: rationale and preliminary
evidence of clinical activity. Critical reviews in
immunology, 2007. 27(5): p. 401.

Dezube BJ, Pantanowitz L, and Aboulafia DM.
Management of AIDS-related Kaposi sarcoma:
advances in target discovery and treatment.
AIDS READER-NEW YORK-, 2004. 14(5): p.
236-255.

Krown SE. Highly active antiretroviral therapy
in  AlDS-associated ~ Kaposi's ~ sarcoma:
implications for the design of therapeutic trials
in patients with advanced, symptomatic Kaposi's
sarcoma. Journal of clinical oncology, 2004.
22(3): p. 399-402.

Grabar S, Abraham B, Mahamat A, Del Giudice
P, Rosenthal E, and Costagliola D. Differential
impact of combination antiretroviral therapy in
preventing Kaposi's sarcoma with and without
visceral involvement. Journal of clinical
oncology, 2006. 24(21): p. 3408-3414.

Mocroft A, Kirk O, Clumeck N, et al. The
changing pattern of Kaposi sarcoma in patients
with HIV, 1994-2003. Cancer, 2004. 100(12): p.
2644-2654.

Bower M, Nelson M, Young A, et al. Immune
reconstitution inflammatory syndrome
associated with Kaposi's sarcoma. Journal of
Clinical Oncology, 2005. 23(22): p. 5224-5228.
Leidner RS and Aboulafia DM. Recrudescent
Kaposi's sarcoma after initiation of HAART: a

e-mail: dryusufkarakas@yahoo.com
Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi

74.

75.

76.

77.

78.

79.

159

manifestation of immune reconstitution
syndrome. AIDS Patient Care & STDs, 2005.
19(10): p. 635-644.

Mosam A, Shaik F, Uldrick TS, et al. A
randomized controlled trial of highly active
antiretroviral therapy versus highly active
antiretroviral therapy and chemotherapy in
therapy-naive patients with HIV-associated
Kaposi sarcoma in South Africa. Journal of
acquired immune deficiency syndromes (1999),
2012. 60(2): p. 150-157.

Martin-Carbonero L, Barrios A, Saballs P, et al.
Pegylated liposomal doxorubicin plus highly
active antiretroviral therapy versus highly active
antiretroviral therapy alone in HIV patients with
Kaposi's sarcoma. Aids, 2004. 18(12): p. 1737-
1740.

Kedes DH and Ganem D. Sensitivity of Kaposi's
sarcoma-associated herpesvirus replication to
antiviral drugs. Implications for potential
therapy. The Journal of clinical investigation,
1997. 99(9): p. 2082.

Dezube BJ, Krown SE, Lee JY, Bauer KS, and
Aboulafia DM. Randomized phase Il trial of
matrix metalloproteinase inhibitor COL-3 in
AlIDS-related Kaposi's sarcoma: an AIDS
Malignancy Consortium Study. Journal of
clinical oncology, 2006. 24(9): p. 1389-1394.
Koon HB, Krown SE, Lee JY, et al. Phase Il trial
of imatinib in AlDS-associated Kaposi's
sarcoma: AIDS Malignancy Consortium
Protocol 042. Journal of Clinical Oncology,
2014. 32(5): p. 402-408.

Uldrick TS, Wyvill KM, Kumar P, et al. Phase
Il study of bevacizumab in patients with HIV-
associated  Kaposi's  sarcoma  receiving
antiretroviral therapy. Journal of Clinical
Oncology, 2012. 30(13): p. 1476-1483.


http://www.actaoncologicaturcica.com/

\ ACTA
ONCOLOBICA
v TURCICA

Olgu Sunumu 160

Bladder invasive transitional cell carsinoma, which improves from cystitis
cystica and glandularis; is cystitis cystica and glandularis a precancerous
lesion ?

Sistitis sistika ve glandularisi takiben gelisen mesane invaziv degisici hiicreli
karsinomu; sistitis sistika ve glandularis prekanseroz bir lezyon mudur?
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OZET

Sistitis sistika ve glandularis, mesane epitelyumunun kronik inflamasyon veya obstruksiyonuna sekonder olarak
olusan benign proliferatif bir lezyonudur. Siklikla asemptomatik olarak seyretmekle beraber nadiren rekiirren gross
hematiiri, irritatif veya obstruktif iiriner semptomlara da yol acabilmektedir. Intestinal metaplazi ve mesane
karsinomu ile iligkisi, prekanserdz bir lezyon olup olmadigi halen tartigmali olmakla beraber, pek ¢ok arastirmada
mesanede karsinom ile es zamanli birlikteligi tespit edilmistir. Bu vakada daha 6nceden T1 evre mesane iirotelyel
karsinomu oldugu bilinen bir hastada, takip eden siire igerisinde sistitis sistika ve glandularis gelisen ve bunun
zemininde kas invaze mesane iirotelyum karsinomu olusan bir olgu sunulmustur. Her ne kadar literatiirde, kisa
donemli takiplerde karsinoma progresyon gosterdigine dair kanitlar olmasa da bu olguda 3 ay gibi kisa bir
donemde karsinom gelismis, ancak bunun bir progresyon mu yoksa senkron bir birliktelik mi oldugu kesin olarak
bilinmemektedir.

Anahtar Kelimeler: Mesane prekanseroz lezyon, sistitis glandularis, sistitis sistika

ABSTRACT
Sistitis cystica and glandularis are benign proliferative lesions secondary to chronic inflammation or obstruction
of bladder epithelium. It is often asymptomatic, but rarely can lead to recurrent gross hematuria, irritative or
obstructive urinary symptoms. Concurrent with intestinal metaplasia and bladder carcinoma, whether it is a
precancerous lesion or not, is controversial, and in many studies concurrent presence of carcinoma in bladder has
been detected. In this case, we present a patient with T1 stage urothelial carcinoma of the bladder who developed
cystitis and glandularis within the following period and progression to muscle invasive bladder urothelial
carcinoma. Although there is no evidence in the literature that it progresses to carcinoma in short-term follow-
up, in this case carcinoma develops as short as 3 months, but it is unclear whether it has a progression or a
synchronous association.
Keywords: Bladder precancerous lesion, cystitis cystica, cystitis glandularis

Giris

Otopsi c¢alismalarinda prevelansinin %60
oldugu saptanmis olan sistitis sistika, Von
Brunn adalarmin kistik dilatasyonuyla ile
karakterize, benign karakterli iirotelyal bir
lezyondur. Bu adalar c¢ogunlukla glandiiler
yapilar igerdiginden, bu durumda sistitis
glandularis olarak adlandirilmaktadir. Sistitis
sistika, sistitis glandularis ve von brunn adasi
hiperplazisi genellikle birlikte bulunur ve her
yasta goriilebilirler (1).

Sistitis glandularis (CG), mesane transizyonel
hiicrelerinin glanduler metaplaziye gitmesi ile
karakterize nadir goriilen bir proliferatif mesane
hastaligidir. Sistitis Sistica et Glandularis
(CCEQG) ilk kez Morgagni tarafindan 1761°de
tammlanmistir (2).  1950’de Immergut ve
Cottler yaptiklar1 bir caligmada, mesane
adenokarsinomu gelisiminde CCEG’in etkili
olabilecegi yo6niinde goriis bildirmislerdir (3).
O tarihten sonra yapilan ¢esitli ¢aligmalarda,
CCEG bir adenokarsinom prekiirsorii olarak
ileri siiriilmiistiir (4). Intestinal tip CG ve diffiiz
lezyonlar premalign olarak tanimlansa da, bazi
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caligmalara gore CCEG, klinik olarak 6nemsiz,
kronik ve sessiz

bir histolojik lezyondur. Smith ve ark.” na gore
CCEG, malignite i¢in artmus bir risk faktorii
degildir (5).

Olgu Sunumu

Olgu

73 yasinda bir erkek hastaya dig merkezde 2009
yilinda mesane timorii tanisiyla transiiretral
rezeksiyon (TUR-M) yapilmis ve patoloji
sonucu T1G3 gelmesi iizerine 6 kiir intrakaviter
BCG tedavisi uygulanmistir. Ekim 2012°de sag
yan agrist ve hematiiri nedeniyle yapilan
incelemelerde, kontrastsiz bilgisayarl
tomografide (BT) sag iireter alt kesimde
parsiyel obstruksiyon yaratan 11 mm g¢apinda
tag saptanmistir. Sag iiretere ireterorenoskopi
(URS) yapilan hastada iist iiriner sistemden
sitoloji de alinmig, sonucu normal gelmistir.

Ocak 2014’te infravezikal obstruksiyon
nedeniyle prostat dokusuna TUR yapilmis,
patoloji sonucu benign adenomatdz hiperplazi
seklinde yorumlanmustir. Nisan 2014°te
hematliri nedeniyle yapilan sistoskopide
mesane kubbesinde adenokarsinomu
diisiindiirecek goriintiide siipheli lezyonlar
olmasi1 {izerine TUR-M yapilmis, patoloji
sonucu  sistitis  sistika-glandularis  olarak
gelmistir (Resim 1). Subat 2015°teki kontrol
ultrasonografide (USG) mesane i¢inde patolojik
olusum saptanmamistir. Mayis  2015°te
hematiiri olmas1 ilizerine yapilan sistoskopide
siipheli vejetatif lezyonlar gézlenmesi iizerine
yapilan TUR-M patolojisi kas invaze low grade
iirotelyal karsinom seklinde gelmistir. Hastanin
O0zgecmisinde sigara kullanimi  olmayip
diabetes mellitus ve koroner arter hastalig
mevcuttur.

Resim 1: TU istitis
glandularis bulgusunu kuvvetlendiren glanduler alanlar
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Tartisma

Sistitis glandularis, liriner mesane epitelinin
mukoza ve submukozasinmin i¢indeki mukus
iireten glandlarin nadir goriilen bir metaplazik
proliferatif hastaligidir. Kronik inflamasyon
varliginda mesane iirotelyumda
hiperproliferasyon baslar, iirotelyal nest yapilari
lamina propria icerisinde goriiniir hale gelir,
kistik ve glanduler lezyonlara diferansiyasyon
baglar. Mikroskopik bir bulgu olmasina ragmen
nadiren biiyiik goriinlir makroskopik boyutlara
ulasabilmektedir.  Bu lezyonlarin mesane
adenokarsinomuna progresyonu halen
stiphelidir. Benzer sekilde bunlara erken agresif
tedavi yaklagimlari da tartismalidir. Goriiniir bir
lezyon yoklugunda, tedavi irritatif faktorlerin
eradikasyonuna dayanan medikal
yaklasimlardir. Cerrahi yaklagim, rekiirren
hematiiri varligi, mesane ¢ikim obstruksiyonu
yaratan psodoneoplastik bir lezyon olusumu
varsa oOnerilmektedir. Cesitli  ¢alismalar
transiiretral rezeksiyonu ve adenokarsinomatoz
degisiklikler saptanana kadar sistoskopik takibi
onermektedir. Bazilar1 ise agresif tedavileri
savunmaktadir.

Etyolojide mesanenin kronik
irritasyonuna  yol agabilecek tekrarlayan
kateterizasyonlar,  tas,kronik  inflamasyon
kadar, mesane ekstrofisi, norojenik mesane,
pelvik lipomatozis de iligkili tutulmaktadir.
Ayrica avitaminosis, alerji,hormonal imbalans,
karsinojenik ilaglar, Ig A iligkili immiin
mekanizmalarin  da  rol  oynayabilecegi
soylenmektedir (6).

CG olgular1 genellikle asemptomatik
seyretmektedir. Semptomatik hastalarda ise
genellikle bagvuru yakinmasi gross hematiiri,
kronik sistit ve irritatif iseme semptomlaridir.
Cok biiyiik boyutlara ulastiginda ise obstruktif
tiriner semptomlar verebilmekte, hatta mesane
boynu ve trigonda lokalize olursa hidronefroza
da yol acabilmektedir. Hatta bazen CG
lezyonlarmin mesanede ndéroanatomik
degisiklikler yaratarak {ist iiriner trakt1i da
etkileyebilecegi bildirilmistir.

Yuksel ve ark.’nin c¢alismasinda, CG
tanist almis ancak ilerleyen donemde cesitli
merkezlerde transiiretral rezeksiyon, parsiyel
sistektomi, intravezikal mitomisin ve BCG
uygulamalar1  yapilmasmna ragmen  bu
modalitelere  direngli hale gelmis ve ciddi
makroskopik  hematiiri, irritatif  {riner
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semptomlar1 olan bir hastada 6 ay boyunca oral
steroid tedavisi (ilk 3 ay 10 mg/glin oral
prednizolon, semptomlar i¢in ayrica propiverin
hidrokloriir ve profilaktik antibiyotik; son 3 ay
ise 5 mg/giin oral prednizolon) dramatik bir
iyilesme yaratmistir (7).

Histolojik olarak incelendiginde, CG
lezyonlar1 lamina propriadaki glandlarin
proliferasyonundan olusur. Glandlar goblet
hiicresi igeren kolumnar epitelyum tarafindan
¢evrilmistir. Musin iiretimi ve stroma igerisine
fokal musin ekstravazasyonu tanimlanmistir.
Belirgin niikleer hiperkromazi, pleomorfizm,
psodostratifikasyon yoktur. Glandlarin
etrafinda akut wveya kronik inflamasyonla
uyumlu yapisal degisiklikler mevcuttur (1).

Intestinal tip CG(CGIT) ayirict
tanisinda, adenokarsinom, endoservikosis ve
nefrojenik adenom yer almaktadir (8).
Intestinal tip CG’da adenokarsinomdan farkli
olarak, atipik epitelyal hiicreler, desmoplazi,
detrusor kas invazyonu yoktur. Niikleer mitoz,
fokal detrusor invazyonu nadiren gozlenir, fakat
bu bulgularin derecesi de adenokarsinomda
goriilenden ¢ok daha azdir.

Endoservikosis, baskin olarak
endoservikal tip epitelyum ile karakterize
glanduler bir mesane lezyonudur. Genellikle
reproduktif donemdeki kadinlarda
gozlenmektedir. Endoservikosis detrusor kas
yapist icermekteyken, CGIT hemen her zaman
lamina propria ile sinirhidir.

Nefrojenik adenom ise, manipulasyon
yapilmis  veya travmatize  mesanelerde
gbzlenen, cogunlukla yetigkinlerde olan bir
bagka lezyondur. Siklikla kronik sistit ile
iligkilidir. CCEG’den farkli olarak transizyonel
epitelyum ile ¢evrili degildir.

CCEG’in Klinik agidan dogal seyri
halen net degildir. Shaw ve ark. 1958°de ilk kez
kronik iriner sistem enfeksiyonu olan bir
hastada saptanan CCEG’in adenokarsinoma
progresyonunu tarifledi (9). Susmano ve ark. da
sonraki yillarda CCEG’den adenokarsinoma
doniisiim yapan iki olgu agikladi (10). 1980’de
ilk kez, CCEG ve pelvik lipomatozis olan bir
hastada mesane adenokarsinom gelisimi
aciklandi (11). Bunu takip eden ¢ok sayida
calismada CCEG bir premalign lezyon olarak
goriildiiginden, yillik sistoskopik takip ve
random mesane biyopsisi onerilmeye baslandi
(12).

Olgu Sunumu

Buna karsilik, Ito ve ark. ‘nin yaptig
125 olguluk bir otopsi serisinde saglikli
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mesanelerin %40-92’sinde histolojik olarak CG
varhigi saptandi (13). Bu nedenle intestinal
metaplaziyi mesane kanseri i¢in bir faktori
olarak degerlendirmemektedirler. Literatiirde
sistitis glandularisin bir premalign lezyon
olarak gosterildigi 16 olgu vardir (11,12). Bu 16
olgunun 10’unda CG ve  senkron
adenokarsinom birlikteligi mevcut oldugundan,
Smith ve ark.’na goére, bunun bir risk faktorii
olarak gosterilmesinin ne derece dogru oldugu
tartismalidir (5).

Y1 ve ark.’nin, 1994 ile 2010 yillan
arasinda takip ettikleri, 155 tipik CG, 11
intestinal tip CG tanisi alan toplam 166 hastanin
15’inde (%9) es zamanli mesane Kkarsinomu
mevcuttur. Ancak takip boyunca her iki CG alt
grubunda da yeni bir karsinom gelistigi
saptanmamistir. Bu da kisa donemde sistitis
glandularisin malignite i¢in artmis bir risk
faktori olmadigimi, kisa periyotlarla tekrar
kontrol sistoskopi  yapilmasinin  gereksiz
oldugunu, ancak kisa bir takip uygulandigi
icin,uzun donem sonuglari hakkinda tahmin
yapilamayacagini bildirmistir (14).

Intestinal metaplazi (IM), tek basmna
veya CCEQG ile iligkili olarak saptanmaktadir.
Mikroskopik olarak, goblet hiicre varligi
mevcut olup morfolojik olarak kolonik
mukozayr andiran bir goriiniime sahiptir.
Mesanede IM varliginda, CDX2 ve CK20 ile
immiinoreaktif ~ olarak pozitif ~ sonug
vermektedir. Bu markirlar CCEG’de ise siklikla
negatiftir. CCEG ile iligkili olan IM bazi
aragtirmacilar tarafindan “intestinal tip CG”
olarak da isimlendirilmektedir. CCEG siklikla
benign, reaktif bir durum olsa da, pelvik
lipomatosis ve mesane adenokarsinomu ile
iliskilendiren ¢alismalar da mevcuttur (12).
Cin’de yapilan son calismalarin birinde, CG
tanis1 olan hastalarda %21°lik bir oran ile
maligniyete progresyon izlenmistir (14).
Saglikli hayvan modellerinde yapilan bagka bir
calismada ise {iretelyumda  proliferatif
degisikliklerin yaygin oldugu, ancak bunlarin
hicbir neoplastik degisiklikle iliskili olmadig1
gosterilmistir (12).

Smith ve ark. ‘nin yaptigi 136 hastay1
iceren ¢aligmada, CCEG ve IM olan gruplarda
benzer oranlarda (%33’e karst %37) tesadiifi
karsinom tanimlanmigtir. Ancak bunlar ile
mesane karsinomu gelisimi arasinda etyolojik
acidan bir iligki net olarak kurulamamustir. Tek
bir olguda, 6nceki biyopsi bulgulart CCEG olan
hastada {iretelyal kanser gelismistir, ancak bu
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hastada daha oOnce iist iriner trakt kanseri
(UUTK) nedeniyle parsiyel nefrektomi dykiisii
de bulunmaktaydi. Ve UUTK tanis1 ile mesane
kanseri tanisi arasinda 3 aylik bir siire mevcuttu.
Bu bulgu da CCEG’nin bir prekiirsor gibi
davranmasindan ziyade, mevcut UUTK’ne
bagli mesanede bir de novo karsinom gelistigi
savini gliglendirmektedir (5).

Pelvik lipomatozis (PL) tanis1 seyrektir
ve kitlenin digtan basi ile mesane boynunda
obstruksiyon olusturdugu, kronik iiriner staza
yol actigi, buna bagl olarak da mesanede
proliferatif — degisiklikler olusturdugu ve
bunlarin radyolojik olarak tanimlanabilecegi
goriisti 6n plandadir. Bazi vaka serilerinde, PL
ile CCEG arasinda %75 oraninda bir iliski
gosterilmistir (15). Ancak Smith ve ark.’nin
caligmasinda, bu iligki ortaya konulamamustir.
Intravendz pyelografi (IVP), BT, magnetik
rezonans (MR) gibi abdominal
goriintiilemelerde mesane sekil anomalileri,
asir1  pelvik yag depozisyonu bulgulan
saptanamamigtir (5).

Smith ve ark. sadece 23 hastada (%33)
uzun donem sistoskopik degerlendirme ve
sitoloji ¢aligildigi, bunlarin ise higbirinde yeni
bir mesane karsinomu  saptanmadigini
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Hemoptysis as a presentational finding of intrathoracic paravertebral mass
of extramedullary erythropoiesis in a patient with p-thalassemia intermedia

Beta talasemi intermedia tanili bir hastada ekstramediiller eritropoeze
ikincil intratorasik paravertabral kitlelerin basvuru bulgusu olarak
hemoptizi
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OZET

Intratorasik ekstramediiller eritropoez beta talasemi intermedianin nadir ama iyi bilinen bir komplikasyonudur.
Intratorasik ekstramediiller eritropoezi olan hastalar genellikle asemptomatiktir. Burada beta talasemi intermedia
tanisiyla izlenirken hemoptizi ile bagvuran ve sonrasinda intratorasik ekstramediiller eritropoez kitleleri tespit
edilen bir erigkin vaka sunulmaktadir. Torakal ekstramediiller eritropoez kitleleri olan beta talasemi hastalarinda
hemoptizi ile basvuru daha oncesinde bildirilmemistir. Hastanin eritrosit transfiizyon programina alinmasi ve
hidroksiiire tedavisinin baglanmasi ile hem hemoptizi sikdyeti kaybolmus hem de kitleleri kii¢iilmiistiir. Beta
talasemi intermedia tanili hastalarda hemoptizi intratorasik ekstramediiller eritropoezin bir bulgusu olarak akilda
bulundurulmalidir.

Anahtar Kelimeler: Beta talasemi intermedia, ekstramediiller eritropoez, hemoptizi

ABSTRACT

Intrathoracic extramedullary erythropoiesis (EME) is a rare but well-known complication of B-thalassemia
intermedia. Patients with intrathoracic EME are generally asymptomatic. Herein, we report an adult patient with
B-thalassemia intermedia who was diagnosed to have intrathoracic EME masses and presented with hemoptysis.
Upto our knowledge, hemoptysis has not been reported previously as a presentational complaint among patients
with B-thalassemia who have thoracal EME masses. Initiation of chronic transfusion programme and hydroxurea
treatment caused regression in the masses, in addition to disappearance of the complaint of hemoptysis.
Hemoptysis should be kept in mind as a rare finding of of EME in B-thalassemia intermedia.

Keywords: Beta thalassemia intermedia, extramedullary erythropoiesis, hemopthysis

Introduction asymptomatic (2). Herein, we report an adult

patient with [B-thalassemia intermedia and
intrathoracic  paravertebral masses who
presented to our outpatient clinic with mild to
moderate hemoptysis as the sole complaint.

Extramedullary erythropoesis (EME) generally
occurs secondary to conditions with high turn-
over in bone marrow like chronic hemolysis and
ineffective  erhytropoesis.  Extramedullary
erythropoiesis develops as a compensatory Case
mechanism to supply the increased demand for
erythrocyte production. Patients with f-
thalassemia major are treated with regular
erythrocyte transfusions due to low levels of

A 36-year-old man with p-thalasemia
intermedia presented with hemoptysis. He was
diagnosed to have B-thalassemia intermedia at
hemoglobin and their erhytropoeisis is four years of age and underwent splenectomy at
suppressed. However, patients with - five years of age. Anti-arrhythmic treatment
thalassemia intermedia are morerisky to was initiated because of atrioventricular

develop EME because of their lower needs for
transfusions and unsupressed erythropoietic
activity (1). The masses of EME are usually

dissociation at 17 years of age. He didn’t require
any transfusion after splenectomy. The course
was uncomplicated until the admission
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with mild to moderate hemoptysis of
approximately 100 ml of hemoptysis.
Hemoptysis occurred spontaneously without
dyspnea or chest pain. On physical examination
he had no dyspnea, chest sounds were normal
and no rales were heard at auscultation.
Thoracal magnetic resonance imaging (MRI)
revealed multiple paravertabral masses like
with the greatest diameter of 11.4 cm (Figure
1A). Echocardiography revealed no pulmonary
hypertention that could explain the hemoptysis.
He was put on regular erythrocyte transfusion
programme and additionally hydroxyurea was
initiated in order to cause regression in the
paravertebral mass of EME. Hemoptysis did

Case Report

Discussion

Extramedullary  erythropoiesis leads to
development of erthropoietic masses commonly
in liver, spleen and lymph nodes (3). These
masses can be detected in thorax rarely.
Intrathoracic EME masses usually present in the
lower paravertebral area with multiple and
bilateral distribution. They have distinctive
radiologic appearance and characteristic
topography that make differential diagnosis
easy (4). Besides, high vascularity of EME
masses may end-up with hemorrhage
subsequent to biopsy which encourages
noninvasive diagnostic procedures, instead of
interventional diagnostic procedures (2).

Patients with intrathoracic EME masses
are usually asymptomatic. In some patients
these masses can be detected incidentally (2, 5).
However, pleural effusions, hemothorax, and
neurologic deficiencies secondary to spinal cord
compression have been reported (2, 3). In the
review of the English literature, we found nine
reports of intrathoracic EME masses presented
with hemothorax development and of these
reports six of the patients had thalassemia as the
underlying cause of EME (6, 7). However, upto
our knowledge, hemoptysis has not been
reported as a presentational finding of thoracal
EME mass.

In our patient the intrathoracic masses
had no anatomical relationship with the
pulmonary vasculature. EME develops from
stem cells that extruded through the thin cortex
of vertebral bodies and ribs (6), thus EME
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not recur during the follow-up of seven months
and the control MRI revealed decrease in
dimensions of EME masses to 7x7.5 cm (Figure
1B).

FigurelA-B

occurs out of lung parenchyma and vasculature.
Due to high vascularity of EME masses they
might cause hemothorax outside the lung
parenchyma (6, 7). Interestingly, our patient
presented with hemoptysis without hemothorax.
We can explain pathophysiology of
hemopthysis with compression of paranchymal
small vessels by EME masses. Mild clinical
presentation of hemopthysis also may be
secondary to damage of paranchymal small
vessels because directly hemorrhage from EME
masses might have provoked more severe
hemoptysis.

Treatment modalities for EME are
surgery, regular transfusions, hydroxyurea,
radiotherapy, or combination of them. Regular
erythrocyte transfusion programme is the first
line treatment of EME (5). Radiotherapy can be
chosen in conditions when rapid response is
needed like spinal cord compressions with
considering its toxic effects. Surgical removal
of masses also should be reserved for acute and
progressive situations because of risk for
hemorrhage (6). Hydroxyurea is a well- known
myelosuppressive agent that has been used in
patients with sickle cell anemia and -
thalassemia intermedia/major. Effectiveness of
hydroxyurea has been shown in regression of
masses of EME in -thalassemia intermedia (5).

In our patient there was an
uncomplicated course and regression of the
masses was achieved with the introduction of
the combined use of regular transfusions and
hydroxyurea.
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Conclusion

Case Report

Hemoptysis may be a rare presentational
finding of thoracal EME masses in patients with
B-thalassemia intermedia and hydroxyurae plus
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Cholangiocarcinoma: Presentation with Parotideal Metastasisand Later
Hepatocolonic Fistulization

Kolanjiyokarsinom: Parotis Metastaziyla Prezentasyon ve Sonrasinda
Hepatokolonik Fistiilizasyon Gelisim
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OZET
Parotis metastazi gastrointestinal kanserlerde, Ozellikle pankreatikobiliyer malignitelerde nadirdir. Parotis
metastazi ile iliskili semptomlar atipik prezentasyona neden olabilir. Hepatokolonikf istiilizasyon da kolanjiyo
karsinomda nadirdir. 62 yasinda parotis metastazi ile atipik prezentasyonla bagvuran ve daha sonra hepatokolonik
fistiilizayon gelisen hasta literatiir esliginde sunulmustur.
Anahtar Kelimeler: kolanjiyo karsinom, parotis metastazi, hepatokolonik fistiilizasyon

ABSTRACT
Parotidealmetastasis in gastrointestinal cancers, especially in pancreaticobiliary malignancies is rare. The
symptoms related with parotideal metastasis might lead to atypical presentation. Hepatocolonic fistulization is also
not common in cholangio carcinoma. A 62-year old cholangio carcinoma with atypical presentation with parotideal

metastasis and later hepatocolonic fistulization is reported with review of the literature.
Keywords: cholangiocarcinoma, parotideal metastasis, hepatocolonic fistulization

Introduction

Parotideal metastasis is rare in
pancreaticobiliary cancer. The patients with
parotideal metastasis may present with the
symptoms related to the parotideal metastasis.
Hepatocolonic fistulization is also rare in
cholangiocarcinoma. In here, we report a 62-
year old cholangiocarcinoma patient with
parotideal metastasis.

Case

A 62-year old male admitted to the hospital with
a right parotideal mass. His pathology revealed
adenocarcinoma metastasis. The parotideal
histopathology had large tumor cells with
vesicular nucleus and eosinophilic cytoplasm
formed gland like structure in a desmoplastic
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stroma (fig 1a). These tumor cells were negative
for actin, CEA, GCDFP and CK5/6. He had a
hepatic mass (8.5x8cm) on segments 2 & 3
extending to segments 5 & 6 on computerized
tomography (CT) which gave rise to tought of
cholangiocarcinoma radiologically. He had also
intrahepatic biliary dilatation with multiple
paraaortic and paracaval lymphadenopathies
(LAPs) on CT and bilaterally cervical LAPs.
The parotideal and jugular LAP (SUVmax:
10,4), hepatic  (SUVmax: 16) and
intraabdominal LAPs (SUVmax: 6,4-12,6) had
high 18FDG uptake on 18-fluorodeoxyglucose
positron emission tomography (18FDG-PET-
CT). The tru-cut biopsy of the hepatic lesion
revealed intrahepatic cholangiocarcinoma (CC)
(fig 1b, 1c). There were atypical larger
pleomorphic tumor cells with large eosinophilic
cytoplasm, vesicular nuclei and prominent
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nucleoli among dysplastic hepatocytes in the
liver biopsy (fig 1b). The tumor cells were
negative for TTF-1 and Heppar whereas they
were positive for CK7, CK8, CK18, CK19 and
polyclonal CEA (fig 1c). The parotideal and
liver biopsies were reevaluated together
concluding similar morphology (fig 1a, 1c¢). He
was given gemcitabine and cisplatin for
metastatic disease. The necrotic component of
the primary lesion increased with colonic
fistulization besides no other changes after 3
cycles of chemotherapy (fig 2a, 2b). Then, he
was followed-up with best supportive care
because of clinical progression and poor
performance status.

, ; ..u
Flgure l a) paratldeal pathology b) liver pathology c)
TTF1 negative, CK7, CK8, CK18, CK19 and polyclonal
CEA positive biopsy

Figure 2: The necrotlc component of the primary IeS|on
Discussion

Parotideal metastasis in solid tumors is not
common. The patients with parotideal
metastasis may present with a parotideal mass
or trismus (1). Parotideal metastasis should be
kept in mind while evaluating the patients with
parotideal mass although most of them have
primary parotideal carcinoma.
Cholangiocarcinoma is a rare malignant
epithelial tumor of the biliary tract (2). Liver is
the most common site for metastasis, however,
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unexpected sites like parotid were also reported
rarely in the literature (1). Most of CC is well-
to-moderately differentiated adenocarcinoma
with desmoplastic reaction (1). In our patient,
the parotideal pathology revealed large tumor
cells with vesicular nucleus and eosinophilic
cytoplasm formed gland like structure in a
desmoplastic stroma (fig 1a). These tumor cells
were negative for actin, CEA, GCDFP and
CK5/6. There were atypical larger pleomorphic
tumor cells with large eosinophilic cytoplasm,
vesicular nuclei and prominent nucleoli among
dysplastic hepatocytes in the liver biopsy (fig
2a, 2b). The parotideal and liver biopsies were
reevaluated together concluding that these had
similar morphology. So, the patient was treated
as metastatic cholangiocarcinoma. The necrotic
component of the hepatic lesion increased
giving rise to the thought of benefit from
chemotherapy, however this led to a
hepatocolonic fistulization which was shown
radiologically on CT (fig 2). It was interesting
that he had neither cholangitis nor other
complications despite hepatocolonic
fistulization. Unfortunately, he had clinical
worsening in the following weeks and followed
up with best supportive care.

Hepatocolonic fistulization is a serious
complication of the intrahepatic tumors,
especially in those with necrotic component and
localized wvery closer to the colon.
Hepatoduodenal fistulization in hepatic hydatid
cyst was even reported as an uncommon
complication in  the literature  and
hepatoduodenal fistulization in
cholangiocarcinoma without septic
complication sounds to be more rare (3,4).

In conclusion, atypical metastatic
pattern like parotideal metastasis and rare
complications like hepatocolonic fistulization
might be seen in cholangiocarcinoma.
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A Case of Breast Cancer Who Diagnosed Erythema Nodosum Due to the
Chemotherapy Treatment

Olgu Sunumu 171

Kemoterapi Tedavisi Sonucu Eritema Nodozum Gelisen Meme Kanseri
Tamh Bir Olgu
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OZET

Eritema nodozum (EN) en sik goriilen septal pannikiilit tipidir. Genellikle 15-40 yas arasi bayanlarda
goriilmektedir. Etyolojik faktorler arasinda ilaglar, enfeksiyonlar, tiimorler ve inflamatuvar hastaliklar bulunur.
Bununla beraber genellikle nedeni bilinmemektedir. EN patogenezi tam olarak anlasilamamistir. Lezyonlar en sik
bacaklarda yerlesim gdsterir. Bunun diginda uyluk ve 6n kolda siklikla tutulur. Gévde, boyun ve yiiz tutulumu
nadirdir. Akut ataklarda ates, yorgunluk, eklem agrisi, bas agrisi, oksiiriikk, karin agrisi, bulanti veya ishal
goriilebilir. Enfeksiyonlarin, bag doku hastaliklarinin veya inflamatuar hastaliklarin erken bulgusu olarak
karsimiza ¢ikabilir. Biz meme kanseri tanili, adjuvan tedavisi i¢in siklofosfamid- doksorubisin- fluorourasil (CAF)
kemoterapi tedavisi uygulanan hastada tedaviye bagli gelisen eritema nodozumun takip ve tedavi siirecini sunmay1
amagladik.

Anahtar Kelimeler: Eritema Nodozum; Meme neoplazmi; Kemoterapi

ABSTRACT
Erythema nodosum (EN) is the most common type of septal panniculitis.
It is usually seen in 15-40 years old females. Etiologic factors include medications, infections, tumors and
inflammatory diseases. However, EN generally seen idiopathic. The pathogenesis is poorly understood. Lesions
are most often located in the leg. Other than that commonly maintained in the thigh and forearm. Body, neck and
facial involvement is rare. Fever, fatigue, arthralgia, headache, cough, abdominal pain, nausea or diarrhea may be
occur in the acute attack. EN can appear as early signs of Infections, inflammatory or connective tissue diseases.
We wanted to provide the growing EN due to chemotherapy treatment who diagnosed breast cancer and received
adjuvant cyclophosfamide-doxorubicin-fluorouracil (CAF) chemotherapy treatment.
Key Words: Erythema Nodosum; breast cancer; chemotherapy

Giris olmadan, skar birakmadan kendiliginden
iyilesirler. Etiyolojide enfeksiyonlar, ilaglar,
Eritema nodozum (EN) septal pannikulitlerin maligniteler, sistemik inflamatuvar hastaliklar
prototipidir. Genellikle pretibial bélgede ve gebeligin oldugu oldukea genis bir spektrum
lokalize olan, kirmiz1 veya mor ciltalt1 nodiiller vardir. Bununla beraber genellikle idiopatik
seklinde  karsimiza  cikan  inflamatuar goriilmektedir. Enfeksiyonlarin, bag doku
nodiillerdir. Degisik antijenik uyaranlara hastaliklarinin veya inflamatuar hastaliklarin
(enfeksiy0z ajanlar, ilaglar ve diger hastaliklar) erken bulgusu olarak karsimiza ¢ikabilir (2). _
kars1 gecikmis hipersensitivite cevabi oldugu Biz bu ¢alismamizda meme kanseri
kabul edilmektedir. Insidansi 1-5/100.000dir. tanist almis, opere olmus, uzak organ metastazi
Genellikle 15-40 yas arasi bayanlarda bulunmayan, ad!uvan kemoterapi tedavisi
goriilmektedir (1). Klinik olarak pretibial devam ederken ilaca bagli EN gelisen bir
alanlarda yerlesen kirmizi ve sicak, basmakla olgumuzu sunmaya ¢alstik.
agril, bilateral hassas nodullerle karakterizedir.
3-6 hafta sonunda iilserlesme
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Kirk iki yasinda bayan hasta yaklasik olarak 1
aydir sol memede kitle nedeni ile genel cerrahi
boliimiine basvurdu. Sol memedeki kitleden
yapilan  biyopsi  sonucunun  patolojik
incelemesinde invaziv duktal karsinom (Grade
3, cerb b2 (+++), ER (+), PR (-)) tanis1 konuldu.
Daha sonrasinda hastaya sol modifiye radikal
mastektomi operasyonu yapildi. Boliimiimiize
post operatif donemde basvuran hastanin
evreleme amacli ¢ekilen pozitron emisyon
tomografi-bilgisayarli tomografi (PET-BT)
tetkikinde sol infraklavikiiler bolgede 8 mm
lenfadenopati (LAP) (SUVmax:6.7) saptandi.
Hasta evre I1I C meme malign neoplazmi olarak
kabul edildi. Hastaya adjuvan tedavi amaci ile
ilk asamada CAF kemoterapisi tedavisi
verilmesi planlandi ve baslandi. Ik 2 kiir
kemoterapi tedavisi sirasinda veya sonrasinda
herhangi bir yakinmasi olmayan hastada 3. kiir
verildikten yaklagik 1 hafta sonra kasinti,
kalgalarda, uylukta, sol meme insizyon yerinde
cilt altinda ele gelen, iizeri basmakla hassas,
sicaklik artiginin eslik ettigi nodiiler lezyonlar
saptandi. Hastanin kontrol amach ¢ekilen PET-
BT tetkikinde sol meme cilt altinda en biiyligi
2,5 cm boyutunda (SUV max:9.11), sag ve sol
gluteal bolgede cilt altinda en biiyiigi 2,5 cm
capli (SUV max:9.58) nodiiler lezyonlar
saptandi (Figiir 1).

Lokal ve sistemik niiks agisindan
siiphelenilen hastanin PET-BT’ deki saptanan
sol meme ve gluteal bolgedeki lezyonlarindan
biyopsiler alindi. Lezyonlarmm patolojik
incelemesi sonucu maligniteye ait bulgu
saptanmadi. Lezyonlar eritema nodozum ile
uyumlu olarak raporlandi  (Figiir 2,3).
Kemoterapi tedavisine bagli EN olarak
diistiniilen hastanin  biyopsi islemleri ve
sonucunun elde edilmesine yonelik siiregte
kemoterapi tedavisi kesildi, sonrasinda hastanin
lezyonlar1 skar birakmadan tamamen geriledi.
Yapilan klinik ve laboratuar
degerlendirilmesinde altta yatan sistemik bag
doku hastaligini, graniilomatdz bir hastaligi,
enfeksiydz bir siireci diislindiirecek bir patoloji
saptanmadi  (Romatoid  faktér,  hepatit
belirtegleri, anti niikleer antikor negatif, C-
reactive protein ve eritrosit sedimentasyon hiz
normal saptand). Tlag kullanim dykiisiinde yeni
bir ilag kullanimi olmadig1 6grenildi. Hastaya
daha sonrasinda adjuvan haftalik paklitaksel
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kemoterapi tedavisi ve trastuzumab tedavileri
verildi. Adjuvan trastuzumab tedavisi bir yila
tamamlandi. Kontrollerinde herhangi bir
anormallik saptanmadi. Hasta halen adjuvan
hormonal tedavisini aliyor. Hastada yeniden
ortaya c¢ikan, ayn1 karakterde bir cilt lezyonu
gortilmedi. Takipleri halen sorunsuz olarak
devam etmektedir.

P
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Figiir 1: PET-CT (3. kir CAF kemoterapi tedavisi
sonrasi)

Sag ve sol gluteal bdlgede cilt altinda en
biiyiigii 2,5 cm ¢apa ulasan ve artmig FDG tutulumu
gosteren multipl nodiiler lezyonlar (SUVmax: 9,58).
Sag ve sol ekstremitenin kesit alanina giren
bolgelerinde ciltte nodiiler kalinlagsmalar ve artmis
FDG tutulumu gosteren multipl odaklar

Sol meme cilt altinda en biiyiigi 2,5 cm
capinda olmak iizere artmig FDG tutulumu gdsteren
birka¢ adet yumusak doku lezyonu (SUVmax: 9,11).

Figiir 2: Hematoksilen Eosin X10 : Subkutan dokuda
eozinofilleri ve histiositleri de igeren iltihabi hiicre
infiltrasyonu ile karakterize septal pannikiilit

£ ¥ n <3 i )
Figiir 3: Immiinohistokimyasal S100 X10: Pannikiilit
alaninda histiositler
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Eritema nodozum (EN) ¢esitli uyaranlarin tetikledigi
reaktif bir slire¢ olup klinik olarak en sik goriilen
septal pannikiilittir. Vakalarin %55°1 idiopatik olup
en sik nedenler enfeksiyonlar  (streptokok,
tiberkiiloz, yersiniyozis, iist solunum yolu
enfeksiyonlar1), ilaglar (oral kontraseptifler,
penisilin, siilfonamidler), sarkoidoz, Inflamatuar
bagirsak hastaliklarindan (IBH), gebelik ve Hodgkin
lenfoma gibi malignitelerdir (3). EN patogenezi tam
olarak anlagilamamustir, ancak subkutan yag dokusu
septumlarinin veniillerinde immiin komplekslerin
birikimi  sonucu oldugu diigiiniilmektedir (4).
Hastaligin etyopatogenezinde antijene yanit olarak
gelisen immiin aracili mekanizmalar 6zellikle de
gecikmig  tip  hipersensitivite  reaksiyonlari
suclanmaktadir (5). EN’ da klasik histopatolojik
bulgu vaskiilitsiz akut septal pannikiilitdir.
Septumda erken bulgu nétrofilik infiltrasyon, geg
bulgusu ise lenfohistiyositer hiicrelerin baskin
oldugu ve histiyositik dev hiicreleri igeren Miescher’
in mikrograniilomat6z odagidir (6).

Ani baslayan, simetrik, hassas, eritemli, sicak
nodiill ve plaklar karakteristiktir. Lezyonlar en sik
bacaklarda yerlesim gosterir. Bunun disinda uyluk
ve Onkollarda siklikla tutulur. Gévde, boyun ve yiiz
tutulumu nadirdir. Diger pannikiilitlerden farkli
olarak iilserasyon goriilmez. Akut ataklarda ates,
yorgunluk, atralji, basagrisi, oksiiriik, karin agrisi,
bulant1 veya diyare goriilebilir. Episkleral lezyonlar
ve konjonktivit eslik edebilir (7).

EN ve malignite birlikteligi incelendiginde
siklikla lenfomalarla olan iliski 6ne ¢ikmaktadir.
Bununla birlikte hepatoselliiler karsinom, akciger
kanseri, paratiroid karsinomu, pankreas kanseri,
karsinoid tiimor, meme kanseri gibi malignitelerde
tan1 sirasinda EN gelistigi rapor edilmistir (8-11).

Literatiir incelendiginde CAF kombinasyon
kemoterapi rejimi ile tedavi sirasinda veya
sonrasinda kasinti, iirtiker, dokiintii, fotosensitivite,
pigmentasyonda artig, el ayak deri sendromu,
dermatit, cilt kurulugu, erythema multiforme,
Stevens-Johnson  sendromu, toksik epidermal
nekrolizis gibi cilt toksisiteleri goriilebildigi
bildirilmistir. CAF kombinasyon kemoterapi
rejimine bagl cilt toksisiteleri arastirildiginda veya
icerisindeki kemoterapotik ajanlara bagh cilt
toksisiteleri tek tek incelendiginde Eritema
nodozuma yol agabildikleri gosterilememistir.

Adjuvan kemoterapi tedavisi kesilip izleme
alinan olgumuzdaki lezyonlarm kendiliginden
kaybolmasi, tekrarlanan tedavi rejiminin son
kiirlinde bdyle bir durumun ortaya ¢ikmasi, hastada
timor varligina yonelik kanit bulunmamasi, Eritema
nodosuma yol agabilecek baska bir hastalik bulgusu
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saptanmamasi nedenleri ile hastada gelisen Eritema
nodozumun CAF kemoterapi tedavisine bagli olarak
gelistigi diisinilmiistir. Bu durum kemoterapi
rejiminde bulunan herhangi bir ilaca bagl gelismis
olabilecegi gibi ilaglarin kombinasyonu ile etkilesim
sonucunda da gelismis olabilir. Kombinasyon
rejiminde bulunan ilaglarin hangisinin EN gelisimi
agisindan yiiksek riskli olduguna dair bir veri
bulunmamaktadir. Kemoterapi tedavisi uygulanan
hastalarda alerjik reaksiyonlar olmamasi amac ile
tedavi Oncesi antihistaminik, steroid, H, reseptor
blokorii gibi ilaglar verilmektedir. Bu ilaglar her
kemoterapi rejiminden Once uygulanmaktadir.
Olgumuzda EN gelisiminden bu premedikasyondaki
ajanlar sorumlu olsaydi, her premedikasyon
uygulamast ile sonradan da EN gelismesi
beklenebilirdi.

Cikar catismasi: Yok

Kaynaklar

1. Gonzédlez-Gay MA, Garcia-Porria C, Pujol RM,
Salvarani C. Erythema nodosum: a clinical approach.
Clin Exp Rheumatol 2001;19(4):365-8

2. Mana J, Marcoval J. Erythema nodosum. Clin
Dermatol 2007;25(3):288-94

3. Blake T, Manahan M, Rodins K. Erythema nodosum
-a review of an uncommon panniculitis. Dermatol
Online J 2014;16;20(4) :22376

4. Hannuksela M. Erythema nodosum. Clin Dermatol
1986;4(4):88-95

5. Schwartz RA, Nervi SJ: Erythema nodosum: a sign
of systemic disease. Am Fam Physician
2007;75(5):695-700

6. Soderstrom RM, Krull EA. Erythema nodosum. A
review. Cutis 1978;21(6) :806-10

7. Requenal, Yus ES. Panniculitis. Part I. Mostly septal
panniculitis. J Am Acad Dermatol 2001;45(2):163-
183;quiz 184-6

8. Glinkov S, Krasnaliev I, Atanassova M, Arnaudov
P, Kirov K, Glinkova V. Hepatocellular carcinoma
associated with paraneoplastic erythema nodosum
and polyarthritis. J Hepatol 2003;39(4):656—7

9. Durden FM, Variyam E, Chren MM. Fat necrosis
with features of erythema nodosum in a patient with
metastatic pancreatic carcinoma. Int J Dermatol
1996;35(1):39-41

10. Bonci A, Di Lernia V, Merli F, Lo Sococco G.
Erythema nodosum and Hodgkin’s disease. Clin Exp
Dermatol 2001;26(5):408-11

11. Lin JT, Chen PM, Huang DF, Kwang WK, Lo
K, Wang WS. Erythema nodosum associated with
carcinoid tumor. Clin Exp Dermatol 2004;29(4):426-
7

Adress for correspondence: Erdem Sen, Selguk Universitesi Tip Fakiiltesi Hastanesi Alaeddin Keykubat Kampiisii, Konya, Tiirkiye

e-mail: drl7erdem@mynet.com
Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi


http://www.actaoncologicaturcica.com/
https://www.uptodate.com/contents/erythema-nodosum/abstract/5
https://www.uptodate.com/contents/erythema-nodosum/abstract/5
https://www.uptodate.com/contents/erythema-nodosum/abstract/5
https://www.uptodate.com/contents/erythema-nodosum/abstract/12
https://www.uptodate.com/contents/erythema-nodosum/abstract/12
http://www.ncbi.nlm.nih.gov/pubmed/?term=Arnaudov%20P%5BAuthor%5D&cauthor=true&cauthor_uid=12971982
http://www.ncbi.nlm.nih.gov/pubmed/?term=Arnaudov%20P%5BAuthor%5D&cauthor=true&cauthor_uid=12971982
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kirov%20K%5BAuthor%5D&cauthor=true&cauthor_uid=12971982
http://www.ncbi.nlm.nih.gov/pubmed/?term=Glinkova%20V%5BAuthor%5D&cauthor=true&cauthor_uid=12971982
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kwang%20WK%5BAuthor%5D&cauthor=true&cauthor_uid=15245549
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lo%20K%5BAuthor%5D&cauthor=true&cauthor_uid=15245549
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lo%20K%5BAuthor%5D&cauthor=true&cauthor_uid=15245549
http://www.ncbi.nlm.nih.gov/pubmed/?term=Wang%20WS%5BAuthor%5D&cauthor=true&cauthor_uid=15245549

\ ACTA
ONCOLOBICA
v TURCICA
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OZET

Oksaliplatin, onkoloji pratiginde sik kullanilan {iglincii kusak bir platin analogudur. En sik goriilen yan etkileri
arasinda bulant1, kusma, diyare, noropati ve kemik iligi baskilanmasi yer almaktadir. immiintrombositopeni ve
immiin hemolitik anemi seyrek olarak bildirilmektedir. Bu yazida, oksaliplatin iliskili otoimmiin hemolitik anemi
(OIHA) gelisen bir olgu ve tedavi yaklasimi tartisilmaktadir. Metastatik kolon kanseri tanisi ile izlenen hasta,
oksaliplatin igeren bir kemoterapi protokoliinii takiben baslayan kirmizi renkli idrar yapma sikayeti ile acil servise
basvurdu. Hastanin bagvurusunda derin anemisi ve retikiilositozunun oldugu ve serum biyokimyasinin hemoliz ile
uyumlu oldugu goriildii. Direk ve indirek Coombs testleri de pozitif olarak bulunan hastaya OIHA tams1 kondu.
Oksaliplatinin kesilmesi ve kortikosteroid ve plazmaferez tedavisini takiben hemolizde diizelme izlendi.
Oksaliplatin goreceli olarak iyi bir yan etki profiline sahip olmakla birlikte, daha seyrek goriilen, ancak siddetli
seyredebilecek immiin iliskili yan etkileri gozden kagirilmamalidir.

Anahtar Kelimeler: otoimmiin hemolitik anemi, oksaliplatin, kolorektal kanser

ABSTRACT

Oxaliplatin is a third-generation platinum derivative, commonly used in the practice of oncology. The usual side
effects include nausea, vomiting, diarrhea, neuropathy and myelosuppression. Oxaliplatin-induced immune
thrombocytopenia and immune hemolytic anemia have rarely been reported. Herein, a case of oxaliplatin- induced
autoimmune hemolytic anemia(AIHA) and its management have been discussed. The patient with metastatic
colorectal carcinoma was admitted to the emergency room with the symptom of reddish coloration of her urine
after receiving an oxaliplatin-based regimen. On her admission she had profound anemia with reticulocytosis and
a serum biochemistry concordant with hemolysis. The positivity of direct and indirect Coombs tests pointed to the
diagnosis of AIHA. Hemolysis improved after discontinuation of oxaliplatin and treatment with corticosteroids
and plasmapheresis. Although oxaliplatin has a relatively favorable side effect profile, the possibility of less
frequent, but potentially serious immune-related side effects should never be overlooked.

Keywords: autoimmune hemolytic anemia, oxaliplatin, colorectal cancer

Giris olaylarin goriilme sikligi artmaktadir (5). Bu
yazida, metastatik KRK tanisi ile izlenen ve
oksaliplatin igeren bir kemoterapi protokoliinii

Oksaliplatin ~ kolorektal  kanser  (KRK) :
takiben OIHA gelisen bir olgu tartisilacaktir.

tedavisinde kullanilan ii¢iincli kusak bir platin

analogudur. Kapesitabin (XELOX) ya da
folinik asit ve florourasil (FOLFOX) ile birlikte
kullanilmaktadir. En sik goriilen yan etkileri
bulant1, kusma, diyare, ndropati ve kemik iligi
baskilanmasidir. Daha seyrek olarak uzun siireli
kullaniminda immiintrombositopeni, hemolitik
anemi ve yaygmm damar ic¢i pihtilagma
bildirilmistir (1-3). Ilaca bagli otoimmiin
hemolitik anemi (OIHA) nadir goriilen, fakat
ciddi bir yan etkidir. Oksaliplatin iligkili OIHA
intravaskiiler hemoliz bulgulariyla seyreden
akut bir tabloya sebep olmaktadir (4). Yiiksek
ve tekrarlanan oksaliplatin dozlarinda hemolitik

Olgu

Diyabetes mellitus disinda bilinen kronik
hastalig1 olmayan 53 yasinda kadin hasta KRK
tanisi ile opere edildikten sonra adjuvan tedavi
olarak 6 kiir FOLFOX-6 (folinik asit — 5-
florourasil — oksaliplatin) kemoterapi protokolii
verildi. iki yil siireyle tam remisyonda izlenen
hastada karaciger ve her iki overde metastaz
saptanmasi iizerine total abdominal
histerektomi ve bilateral salpingooferektomiyi
takiben FOLFIRI (folinik asit — 5-florourasil —
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irinotekan) protokolii baglandi. Bu tedavi
altinda  hastalik  progresyonu  gelismesi
nedeniyle XELOX (kapesitabin —oksaliplatin)
protokoliine gecildi. XELOX ile de hastalik
kontrolii saglanamamasi iizerine hastaya asagi
anterior rezeksiyon, ileostomi ve intraoperatif
hipertermik intraperitoneal kemoterapi
uygulamasit  yapildi. Ameliyati  takiben
FOLFOX-6+bevasizumab tedavisi baglandi. Bu
tedavinin  dordiincii  kiirlinde  oksaliplatin
inflizyonu sirasinda hastada hipotansiyon,
tagikardi, dispne ve kendiliginden gerileyen
makiiler cilt dokiintiileri ile seyreden hafif-orta
siddetli bir alerjik reaksiyon izlendi. Besinci kiir
tedavisi verildikten bir giin sonra hasta acil
servise kirmizi renkli idrar yapma ve bel agrist
sikayetleri ile bagvurdu. Basvurusundaki fizik
muayenesinde sarilik diginda herhangi bir
pozitif bulgusu, karaciger ve dalak biiyiimesi
bulunmamaktaydi. Laboratuvar testlerinde
hemoglobin: 5,9 g/dL, I6kosit: 30,5 x
10%L trombosit: 379 x 10%L, MCV:86,8fL,
retikiilosit: 107 x 10%L (%4,32), BUN:
24mg/dL, kreatinin: 1,21 mg/dL, K*: 5,6mEg/L,
total bilirlibin: 10,1 mg/dL, indirekbiliriibin: 8,7
mg/dL, aspartat amino transferaz(AST):
178U/L, alanin amino transferaz (ALT): 24
U/L, laktat dehidrojenaz (LDH): 2022 UIL,
haptoglobulin 1,35 g/L (0,36 - 1,95),aPTT: 36,4
san (25,1-36,5), PT: 17,9 san (9,4-12,5), d-
dimer: 990 ng/mL (0-243), fibrinojen: 2,86 g/L
(2-3,93) bulundu. Otomatik idrar analizinde
idrarda hemoglobin pozitif bulundu. Ancak
idrar mikroskopisinde eritrosit saptanmadi.
Hastanin ¢evre kani yaymasinda sferositler ve
makrositler goriildii. Sistosit izlenmedi (Sekil-
1). Serolojik testlerde EBV, HSV, CMV’ye
iligkin akut enfeksiyon; HBV ve HCV’ye iligkin
kronik enfeksiyon bulgusu saptanmadi. En
diisik  hemoglobin degeri kemoterapinin
ti¢lincii giiniinde 4,9 g/dL olarak 6l¢iildi (Sekil-
2). Hastanin izleminde total biliriibin
18,1mg/dL, indirek biliriibin12,6 mg/dL’ye
kadar yiikseldi. Direk Coombs testinde hasta
eritrositlerinin anti-IgG igin 3+ ve anti-C3d i¢in
4+ tepkime verdigi izlendi. Soguk agliitinin testi
negatif bulundu. Indirek Coombs testinde 1., 2.
ve 3. test hiicrelerinin sirasiyla 1+, 2+ ve 2+;
otokontroliin 3+ tepkime verdigi goriildii. Bu
sonug hastanin kaninda hem allo-antikor, hem
de oto-antikor bulunmasi olarak yorumlandi.
Antikor tamimlanma testinde sonu¢ elde
edilemedi. Hastaya son 1 yil iginde hicbir kan
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triinli transfiizyonu yapilmamisti. Obstetrik
Oykiistinden iki kez dogum yaptig1 6grenildi.
Bilinen bir otoimmiin hastaligi olmayan ve
siirekli kullanmakta oldugu baska bir ilag
bulunmayan hastada ortaya ¢ikan OIHA tablosu
mevcut bulgular ve hemolitik aneminin ortaya
cikis siiresi de g6z onilinde bulunduruldugunda
oncelikle hastanin almig oldugu kemoterapi ile
iligkilendirildi. Hastaya 1mg/kg/giin dozunda
metilprednizolon tedavisi baslandi. Derin ve
semptomatik  anemisi olmasi  nedeniyle
kemoterapi sonras1 Tlgiincli, dordiincii ve
yedinci giinlerde terapotik aferez islemi
uygulandi.  Eritrosit  slispansiyonlar1 ile
transfiizyon destegi verildi (Sekil-2). Steroid
tedavisi sonrast hizli yanit alinan hastada
kemoterapi sonrast besinci giinde LDH
degerleri normal seviyelere dondii. Indirek
hiperbilirubinemi gerilemeye ve hemoglobin
diizeyleri yiikselmeye basladi (Sekil-2). Hasta
tedavinin onuncu giiniinde taburcu edildi.
Tedavinin birinci ayinda direk Coombs testinin
negatiflestigi goriildii. Hastanin almakta oldugu
steroid tedavisi 2 ay i¢inde tedricen azaltilarak
kesildi. Hastaya bundan sonraki tedavilerinde
oksaliplatin verilmedi. Hastanin 10 aylik takibi
siiresince OTHA niiksii gdzlenmedi.

Sekil 1: Hastanin tam1 anindaki ¢evre kani yaymasinda
sferositler ve polikromazi (x1000 biiyiitme).
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Sekil 2: Hastada kemoterapi giliniinden baglayarak
hemoglobin ve laktatdehidrojenaz (LDH) diizeylerinin
seyri.
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Mag iliskili OIHA nin yillik insidans: yaklasik
olarak milyonda 1-4 olarak bildirilmektedir (6).
Nadir goriilmekle birlikte ciddi oranda
morbidite ve mortaliteye sebep olabilmektedir
(6-9). Giuiniimiize kadar 130'dan fazla ilacin
OIHA ile iliskili oldugu bildirilmistir (6,10).
Yakin zamanda Almanya’dan bildirilen ve 73
olguyu igeren bir seride oksaliplatin, ilag iligkili
OIHA’ya sebep olan ilaglar arasinda siklik
olarak diklofenak, piperasilin ve seftriaksonu
takiben dordiincii sirada yer almistir (6).

Urtiker, kagint1 ve anjiyoddem gibi tip I
veya IgE aracili asirt duyarhilik tepkimeleri
oksaliplatin ~ kullanimi1  sonrasi  hastalarin
yaklagik olarak %10’unda izlenmekte ve
genellikle en az bes kiirliik tedavi sonrasi ortaya
¢iktilar1 bildirilmektedir (11). Daha az siklikla
gorlilen ve  immiintrombositopeni  ve
immiinhemolitik anemiyi igeren tip II
tepkimeler de tekrarlanan  oksaliplatin
infiizyonlar1 sonrasinda ortaya ¢ikmaktadir
(5,12). Bizim olgumuzda da dordincii kiir
tedavi sonrasinda tip I agir1 duyarlilik tepkimesi
gdzlenmis olup besinci kiir sonrasinda da OTHA
gelismistir.

Mag iliskili immiinsitopeni gelisiminde
dort hipotez kabul goérmektedir: i) hapten
olusumu; ii) immiin kompleks olusumu; iii)
otoimmiinite; iv) ilag etkisiyle cesitli
proteinlerin immiin olmayan yollarla eritrosit
membranima absorpsiyonu (10). ila¢ iliskili
OIHA’ya ilaca bagiml antikorlar veya
otoantikorlar sebep olabilmektedir. Daha sik
olarak goriilen ilaca bagiml antikorlar, sadece
ilag  varliginda etki gosterip genellikle
kompleman aracili intra-vaskiilerhemoliz ile ani
eritrosit yikimina sebep olurken daha seyrek
goriilen otoantikorlar, genellikle Fc aracili
ekstra-vaskiiler hemoliz ile daha yavas ve
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kademeli olarak eritrosit yikimma yol
acmaktadir (6). Bazi ilaglar her iki tip antikorun
birlikte {iretilmesine sebep olabilmektedir (10).

Oksaliplatin iliskili OIHA ilk kez
1999°da oksaliplatin inflizyonu sonrasi akut
intravaskiiler hemoliz gelisen bir olguda
bildirilmis ve patogenezinde oksaliplatin
bagimli IgG tipi sicak agliitininlerin tetikledigi
immiin kompleks iligkili hemoliz sorumlu
tutulmustur  (9).  Oksaliplatinin  ¢esitli
proteinlerin immiin olmayan yollarla eritrosit
membranina  adsorpsiyonuna yol acarak
OIHA’ya sebep oldugu diisiiniilmektedir (8).
llag iliskili OIHA varliginda direk Coombs
testinde sadece anti-1gG veya sadece anti-C3 ile
pozitif olabilecegi gibi her ikisinde de pozitiflik
goriilebilmekte ve serolojik  yoOntemlerle
idiyopatik sicak hemolitik anemi ve ilag iligkili
OIHA tamisimn  ayrimm  kesin  olarak
yapilamamaktadir (8). Kesin tani i¢in gerekli
olan ila¢ bagimli antikorlarin tanimlanmasi 6zel
laboratuvar yontemleri ve tecriibe
gerektirdiginden giinliikk klinik uygulamada
sinirli kullanim alanina sahiptir (8).

Olgumuzda  antikor  tanimlamasi
yapilamadigindan oksaliplatin iligkili OIHA
igin kesin bir tanidan s6z edilememektedir.
Oksaliplatin oto-antikor olusumunadaha seyrek
olarak sebep olmaktadir. Bu sebeple hastanin
indirek Coombs testinde izlenen oto-antikor
pozitifligi &ncelikle idiyopatik sicak OIHA
tanisim1  diisiindirebilir.  Ancak  hastanin
hikayesinde bulunan tekrarlanan oksaliplatin
uygulamalarinin ardindan ilacin infiizyonu
sonrasi akut olarak gelisen siddetli intravaskiiler
hemoliz ve direk Coombs pozitifligi,
oksaliplatin iliskili OIHA tamsi icin Snemli
ipuclaridir. IndirekCoombs testinde izlenen
allo-antikor pozitifligi de hastanin ge¢miste
yaptigt dogumlar sirasinda olusan allo-
immiinizasyon ile agiklanabilir.

Olgumuzda kemoterapi protokoliiniin
bir parcasi olarak oksaliplatin ile eszamanl
uygulanan 5-florourasil, folinik asit,
bevasizumab ve diger destek tedavilerinin de
ilag iliskili OIHA’ya sebep olma olasihgr ileri
stiriilebilir. Ancak mevcut literatirde FOLFOX
komoterapi protokolii uygulanan bir hastada
gelisen OIHA tablosunu 5-florourasil ile
iliskilendiren tek bir olgu sunumu diginda 5-
florourasil, folinik asit veya bevasizumab ile
OIHA iliskisini bildiren baska yayn
bulunmamaktadir (7).
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Bu olguda  oksaliplatin iligkili
OIHA’nin ayiric1 tamisinda idiyopatik sicak
OIHA’nin yani1 sira altta yatan romatolojik
hastaliklar ve paraneoplastik siirecler gibi olasi
sekonder  sebepler de gbz  Oniinde
bulundurulmalidir. Olgunun 10 aylik takibinde
ortaya ¢ikan herhangi bir romatolojik semptom
ve/veya bulgu izlenmemistir. Kolon kanseri ve
OIHA birlikteligi ilk kez 1974 te otopsi ile tan
konmus bir kolon kanseri olgusunda
bildirilmistir ve seyrek olarak goriilmektedir
(13). Yakin zamandaki bir derlemede 1945-
2009 yillart arasinda yayimlanan ve MEDLINE
veritabaninda yer alan 52 paraneoplastik OIHA
olgusunumu arasindan sadece besinin kolon
kanseri iliskili oldugu ve bunlarin sadece
ikisinde sicak OIHA izlendigi bildirilmistir
(14).

Olgu Sunumu

Oksaliplatin iliskili OIHA nin
tedavisinde ilk basamak oksaliplatinin kesilerek
bundan sonra verilecek olan tedavilerden
tamamen ¢ikarilmasidir (11,12). llimh seyreden
olgular sadece transfiizyon destegi ile takip
edilebilirken olgularin ¢ogunda steroid tedavisi
gerekli olmaktadir (12). Steroid tedavisine yanit
iyi olup genellikle 2-4 hafta icinde tamamen
diizelme saglanmaktadir (11). Genel ilke olarak
hemoglobin diizeyleri normale dénene ve direk
Coombs testi negatiflesene kadar doz azaltimi
yapilmaksizin  steroid tedavisine devam
edilmeli; yanit alindiktan sonra steroid dozu
tedricen azaltilarak kesilmelidir. Plazmaferez
ve intravendzimmiinglobulin (IVIg) steroid
tedavisine yanit vermeyen veya bizim olgumuz
gibi siddetli akut hemoliz bulgulariyla seyreden
hastalarda kullanilabilir (11).

Ozetle, oksaliplatin iliskili OTHA nadir
goriilen ve genellikle tekrarlanan oksaliplatin
dozlar1 sonrasi tedavinin ge¢ doneminde ortaya
cikan, siddetli akut intravaskiiler hemolize
sebep olarak morbidite ve hatta mortaliteye yol
acabilen, ancak tedavi yanit1 genellikle iyi olan
ciddi bir klinik tablodur. Risk altinda olan hasta
grubu giinlik klinik uygulamalarda bu
komplikasyonun gelisimi a¢isindan dikkatle
izlenmelidir.

Cikar catismasi: Yok
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A Case of Parastomal Hernia with Isolated Abdominal Wall Metastasis Of
Colorectal Cancer

Olgu Sunumu 178

Kolorektal Kanserin izole Abdominal Duvar Metastaz ile Birlikte Olan Bir
Parastomal Herni Vakasi

Mehmet Ozyildiz, Murat Bur¢ Yazicioglu, Hamdi Taner Turgut, Ali Ciftci, Osman Civil, Selim Yigit Yildiz
Kocaeli Derince Training and Research Hospital, Department of General Surgery, Kocaeli
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OZET
Kolorektal kanserin en yaygin uzak ve lokal metastaz1 sirasiyla karaciger ve kiiciik pelvise olur. Kolorektal
kanserin atipik lokalizasyonda izole metastazi, tan1 aninda ya da ameliyat sonrasi izlem siirecinde goriilebilir.
Cerrahi teknik, kanserin evresi ve hastaligin dogal seyri gibi birden fazla faktor bu siirecin hayati bilesenlerini
olustursa bile bunlarin ¢ogunlugu tiimor kolonizasyonu nedeniyle olusur. Ancak tiimér dokiilmesine bagli lokal
niiksle nadiren karsilasilir ve cerrahi teknik eksikligi en ¢ok suclanan nedendir.
72 yasindaki kadin hastada da tiibiilovilloz adenoma zemininde gelisen orta derecede diferansiye distal rektal
adenokarsinom (T1NOMO) i¢in 2012 yilinda gecirdigi APR (Abdominoperineal rezeksiyon) ameliyatindan iki yil
sonra Parastomal herni tespit edildi. Parastomal herni onarimi i¢in operasyona alinan hastada karin duvarinin
icinde siipheli bir kitle palpe edildi. Kitle eksize edildi ve patolojik inceleme sonrasi adenokarsinom olarak rapor
edildi. Yeniden operasyona alinan hastaya kolostomi ile ¢evresindeki cildin ve 15 cm kolon segmentinin
rezeksiyonunu igeren genig rezeksiyon yapildi. Biz, kolorektal kanserin izole metastazinin izlem siiresi boyunca
goriilebilecegini, bu nedenle atipik lokalizasyondaki herhangi bir kitlenin dikkatli degerlendirilmesi gerektigini
vurgulamay1 amacladik.
Anahtar kelimeler: kolorektal kanser, parastomal herni, adenokanser, izole batin duvar1 metastazi, kolostomi

ABSTRACT

The most common distant and local metastasis of colorectal cancer is to liver and small pelvis respectively. The
isolated metastasis of colorectal cancer in the atypical localization can be seen at the time of diagnosis or at
postoperative follow-up period. Multiple factors such as surgical technique, stage of cancer, and natural history of
the disease are vital components of the process, however majority of them are due to tumor colonization. However
local recurrence due to tumor exfoliation rarely encountered, indetermination of surgical technique is the most
accused reason.

Parastomal hernia was detected in a 72 years old female patient two years after her APR (Abdominoperineal
resection) operation in 2012 for moderately differentiated distal rectal adenocarcinoma (T1NOMO) that developed
over tubulovillous adenoma. We found a suspicious mass within the abdominal wall closed to parastomal hernia
in the operation. The mass was excised and reported as adenocarcinoma after pathological examination. Re-
operation was planned and wide resection was performed with appropriate surgical margin including 15 cm of
colon loops with skin of colostomy site. We aimed to emphasize that isolated metastasis of colorectal cancer can
be seen during follow-up period so that any mass at atypical localization must be evaluated carefully.

Key words: Colorectal cancer, parastomal hernia, adenocarcinoma, isolated abdominal wall metastasis, colostomy

Introduction

Colorectal carcinoma is the most common
malignancy of the gastrointestinal tract, has
remained fairly constant over the past 20 years
(1). Though the incidence is similar in men and
women, it is the third most common cancer of
male population however in female is the
second most seen cancer around the world.

Colorectal cancer is diagnosed more than 1
million patients annually (2).

Twenty percent of colorectal cancer is
presented with metastasis at initial diagnosis.
Cancer cells spread by faces through the
intestinal lumen as normal physiological
transition (4), but for local and distant
metastasis, transperitoneal spread, lymphatic
spread, and hematogenous spread are the most
used ways (3). Cancer of the colon and rectum
are mostly metastases to regional lymph nodes,
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liver, lung, and peritoneum (4), it may present
with unusual metastasis such as palm
metastasis, scalp metastasis, epididymis and
spermatic cord metastasis or isolated abdominal
wall metastasis (5,6). Rarely colorectal
adenocarcinoma cells may be implanted into the
anal fistula tract, in the hemorrhoidectomy scars
or other various anal trauma sites (7).

Although reported incidence of
abdominal wall metastasis of colorectal cancer
was 0.5-1 %, autopsy studies have
demonstrated that the actual incidence of
metastasis to abdominal wall or wound raised
up to 17% (8). There is general agreement that
clinically obvious disease within the abdominal
wall is often a sign of disseminated intra-
abdominal cancer (9).

In this study we presented a case of
parastomal hernia with isolated abdominal wall
metastasis after two years of abdominoperineal
resection (APR) which was performed for
moderately  differentiated  distal  rectal
adenocarcinoma that is developed on the base
of tubulovillous adenoma.

Olgu Sunumu

Case

A 72 years old female patient who had an
abdominoperineal resection (APR) operation in
2012 for moderately differentiated distal rectal
adenocarcinoma (T1NOMO) was admitted to
our polyclinic with swelling and pain around the
stoma after 2 years. Physical examination
revealed a parastomal hernia. Postoperative
abdominal computed tomography (CT) scan
was reported as normal in the first year. There
was no sign of recurrence. But in the second
year parastomal hernia was demonstrated in CT
scan but no comment about the mass we found
at operation. CEA and CA19-9 values were
normal before first and second operation (2.4
ng/ml, 7.59 ng/ml and 0.41 ng/ml, 5.65 ng/ml
respectively). The posteroanterior (PA) chest
X-ray and abdominal ultrasonography were
normal. There were no radiologic evidence of
distant or local metastases. The patient was also
consulted to oncology department before the
repairment of parastomal hernia. The patient
was planned for surgery with diagnosis of
parastomal hernia, was given information about
the surgical technique and written informed
consent form was obtained. At operation a
transverse incision was made from inferior of
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colostomy to identify the parastomal hernia but
a 40x30 mm mass was identified in the
abdominal wall adjusted to hernia sac, fascia
and distal colon. The mass was excised and
reported as adenocarcinoma. When the patient’s
CT was reevaluated postoperatively, we
recognized that metastatic mass was
misdiagnosed and reported as only parastomal
hernia (Figure 1). An extended resection was
planned for the extension of resection. In the
third operation systemic exploration was
performed and found no sign of metastases. The
fascia, peritoneum and 15 cm segment of
proximal colon with skin of colostomy site was
excised. Colostomy was revised from superior
of first colostomy site. The defect in the
abdominal wall was closed with dual mesh.
Pathological examination of the last specimen
reported as no sign of cancer metastasis with
negative surgical margin. The patient was
discharged and redirected to oncology for
radiation and chemotherapy. In the follow up
period of patient we found no sign of
intraabdominal sign of recurrence in the first
year of third operation. But unfortunately at the
end of the second year we found some signs of
intraabdominal metastasis of cancer.

Figure 1: CT view of parastomal hernia and mass

Discussion

Lymphatic or  hematogenous  seeding,
transperitoneal or direct metastasis are the ways
of metastasis for colorectal cancer (10,11).
Colostomy site metastasis of adenocarcinoma
especially after resection is rarely described
entity in the literature. Spread of colorectal
cancer by implantation was first reported by
Charles Ryall in 1907 (12). Colorectal cancer
spreading by implantation though rare, has been
described in  hemorrhoidectomy wounds,

Adress for correspondence: Murat Burg¢ Yazicioglu, Derince Egitim ve Aragtirma Hastanesi Genel Cerrahi Klinigi, Kocaeli - Tiirkiye

e-mail: mbyazicioglu@gmail.com
Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi


http://www.actaoncologicaturcica.com/

ACTA
ONCOLOBICA
TURCICA

colonoscopic biopsy sites, laparoscopic port
sites, site of perianal injury, introduction of
EEA stapler during anterior resection, and
Lonestar retractor insertion site after coloanal
anastomosis (12).

Cutaneous metastasis can be seen in the old
operation scars due to changes in the
microscopic anatomy of the lymphatic
channels, the changes in adhesion molecular
profile or local immune response around the
scar. These are eligible sites for metastasis of
the tumor cells (13). Evidence from clinical and
experimental studies suggests that surgical
trauma may promote tumor metastasis to the
abdominal wall (14). The importance of
exfoliated cancer cells has been studied by
several authors (15). A mechanism more likely
responsible for abdominal wall metastasis is
direct implantation of liberated cancer cells
(13). It is thought that cancer cells may be
present in the peritoneal cavity before the
surgical procedure or may be exfoliated during
operative manipulation (12). Trauma to a tissue
has been known to enhance the growth of tumor
cells either implanted into the peritoneal cavity
or delivery to the tissues via the circulation (14).
The more evidence of promoting tumor cells in
the healing tissues of the laparotomy incision or
the anastomosis were explained with
hematogenous implantation (15). It is
considered much less likely as an explanation,
because the liver and lungs receive all of the
venous drainage from the colon prior to the
distribution to the rest of the body, it seems
unlikely that the tumor would spread
hematogenously to the abdominal wall without
pulmonary or hepatic involvement (16). In
clinical trials, the incidence of this entity have
been reported as 0.5-1%, but the autopsy studies
have shown this ratio as 17% (4). Hughes et al.
found that 16 of 1,603 patients undergoing
curative resections had abdominal wall
recurrence of their cancer, giving an incidence
of 1 percent (17). In a prospective study, Reilly
et al reported that wound recurrences were seen
in 11 of 1711 patients (0.6%) (18). Koea et al
stated this ratio as 0.5% (11). This is our first
case of detected abdominal metastasis in 280
colorectal cancer cases which were operated
between 2009 and 2014 (0.36%). Tumor
recurrence due to the implantation sometimes
occurs in the operating field, or in different
places depending on the performed surgical
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procedure (19). There are many reports
describing the implantation of tumor cells on
the trocar sites during laparoscopic procedures
(20). Vukasin et al have reported this ratio as
1.1% (10). Pezet et al have found cases of the
abdominal wall metastasis after laparoscopic
surgery (21). Koea et al reported that metastasis
were detected in 31 of 6463 patients, sixteen
patients developed tumor recurrence in a
surgical incision which was used at the time of
the primary operation (abdominal incision,
colostomy site, or drain tract), 14 patients
recurred in an abdominal wall site distant from
the incision, and one patient, opened with a
midline incision, recurred in a subcostal
incision previously used for an open
cholecystectomy (11). Hughes et al reported
that only 13 (0.8 percent) of their series could
be specifically isolated to a surgical incision;
furthermore, only 11 (0.6 percent) were at the
midline incision (18). In our cases patient had a
midline incision but metastatic mass was found
in stoma place with parastomal hernia. It is
unclear how the tumor cells were implanted to
abdominal wall in our case but we think that it
was due to tumor cells seeding during first
operation. In the literature it has been shown
that despite the fact that there is often a
relatively long interval between time of primary
surgery and time of initial metastasis (2—-49
months), prognosis with such abdominal wall
metastatic disease is poor (14). In our study, the
interval between time of primary surgery and
abdominal wall metastatic disease was 24
months and metastasis detection time was
compatible with literature. The patients who
were operated and in follow-up period due to
colorectal cancer, both physical examinations
as well as investigations of abdominal wall
(skin - subcutaneous - intramuscular), trocar
insertion site should be done for newly
determined mass in such areas may be sign of
metastatic lesion. In addition to CEA, CA 19.9
monitoring, CT, MRI and PET-CT, or even tru-
cut biopsy could be performed to detect the
mass in the abdominal wall, are guidance in
determining the appropriate treatment (4).

Optimal treatment for patients with abdominal
wall recurrence is surgical excision with
histologically clear margins. Complete surgical
resection of localized recurrence within the
abdominal wall, even when combined with en
bloc resection of intra-abdominal viscera, is
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associated with a favorable outcome (11). This
can lead to local control of the disease. Lymph
node metastasis in the absence of abdominal
wall eclipse does not change the prognosis, but
the abdominal wall metastasis and intra-
abdominal recurrence, suggesting a poor
prognosis in this case should be given systemic
chemotherapy  combined  with  surgical
treatment (22,23). Surgical treatment with
systemic therapy shows a positive effect on
long-term disease-free survival and overall
survival. Radiotherapy and chemotherapy can
be used as an adjuvant for providing local
control (21).

Olgu Sunumu

Conclusion

Although many experimental studies indicate
multiple factors, the exact etiology, although
still unknown, was probably multifactorial (24).
But management of tumor recurrence as new
metastatic formations in the abdominal wall is
one of the most difficult situations for surgeons.
Though local recurrence is rarely seen due to
exfoliation of tumor cells, it will reduce the
effectiveness of surgical process. Therefore, it
is suggested that meticulous surgical technique
must be performed for a successful colon
resection to reduce tumor cell exfoliation. It
would also reduces the recurrence in the
abdominal wall as a result of direct
contamination (8). Metastatic disease should be
kept in mind if a mass is detected within the
abdominal wall (skin-subcutaneous-
intramuscular tissue) or trocar sites in the
operated colorectal cancer patients, so that a
careful  investigation including physical
examination and other diagnostic tests should
be done. All patients must be informed about
these kinds of conditions (4).

Conflict of interest: None
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A rare cause of foot pain: Osteoid osteoma of the cuboid bone

Nadir Bir Ayak Agrisi Sebebi: Kuboid Kemikte Osteoid Osteoma

Orhan Baltal, Murat As¢1’, Mete Gedikbas, Bora Bostan!

! Gaziosmanpasa Universitesi T1p Fakiiltesi, Ortopedi Ve Travmatoloji A.D, Tokat
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OZET

Osteoid osteoma, sik goriilen benign karakterli primer kemik tiimoriidiir. Hastalar siklikla agri sikayeti ile
basvururlar. Literatiirde viicudun cesitli kemiklerinde bildirilmis olgu sunumlari mevcuttur. Ekstremite agrist
yakinmasi olan hastalarin ayirici tanisinda osteoid osteomayr aklimizin bir kdsesinde tutmak faydali olacaktir.
Osteoid osteomadan siiphelendigimizde yapilacak ince kesit BT tan1 konulmasinda yararhdir. Literatiirde 3 adet
kuboid kemik tutulumu goriilen osteoid osteoma vakasina ulasabildik. Bu yazida, gegmeyen ayak agrisi nedeniyle
basvuran 26 yasinda hastada kuboid kemikte saptanan osteoid osteoma vakasini sunmaktayiz.

Anahtar Kelimeler: Osteoid osteoma, cuboid kemik, agri

ABSTRACT
Osteoid osteoma is a common benign primary bone tumor. Patients frequently present with pain. There are cases
reported in various bones in the literature. It is useful to keep in mind the osteoid osteoma in the differential
diagnosis of patients with limb pain. The thin section computed tomography will be usefull when we suspect
osteoid osteoma. In the literature we have reached three cases of osteoid osteoma related with cuboid bone. We
present a case of osteoid osteoma in a 26-year-old patient in cuboid bone due to unusual foot pain.
Keywords: Osteoid osteoma, cuboid bone, limb pain

Giris

Osteoid osteoma ilk kez 1935 yilinda Jaffe ve
ark. tarafindan tanimlanmistir (1). Osteoid
osteoma primer kemik tiimorlerinin  %3-
4’tinden sorumlu olup, tiim benign kemik
timorlerinin %10-14’tinii meydana getirirler
(2). Osteoid osteoma siklikla alt ekstremitede ve
uzun kemiklerde goriiliir. Osteoid 0steoma
olgularinin ~ %50-60'1 femur ve tibia
lokalizasyonludur  (3). Uzun kemiklerden
ozellikle proksimal femur ve tibiay1 siklikla
tutar. Tarsal kemikler igerisinde en sik tutulan
kemik talus olup %2-10 oraninda tutulum
goriilmektedir (2). Yasamin ikinci ve {giinci
dekadlarinda daha sik oranda goriilmektedir.
Erkeklerde kadinlara oranla daha sik
gorlilmekte ve yaklasik erkek:kadin orani
2:1°dir(2). Elde ve ayakta  nadiren
goriilmektedir. Literatiirde osteoid osteomanin
teshis ve tedavisinde ortalama 36 aya kadar
gecikmeler bildirilmistir. Goriintiileme
tekniklerindeki gelismelere paralel olarak
kemik taramasi ile semptomlarin ortaya

¢ikmasindan taniya kadar gegen siireyi 35 aydan
12 aya kadar onemli Olgiide azalmustir (4).
Literatiir  incelendiginde  kuboid kemik
tutulumu olan ti¢ adet vaka bildirilmistir.

Bu yazida klinigimize sag ayak
bileginde agr1 sikayeti ile basvuran kuboid
kemik tutulumu olan osteoid osteoma olgusu
sunulmaktadir.

Olgu

26 yasinda erkek hasta sag ayak bilegi antero
lateralinde agr1  ve yirlimede zorluk
sikayetleriyle klinigimize bagvurdu. 4 yil 6nce
ayak bilegi burkulmasi sonrasinda baslayan
hafif agrisinin son 2 yildir siirekli hale geldigi
ve agr1 kesici ilaglar kullanmak zorunda
kaldigimmi belirtmekteydi. Analjezik kullanim
olmaksizin yiiriyemedigini ifade eden hasta
daha oOnce bircok kez doktora gittigini
belirtmekteydi. Fizik muayenesinde belirgin
antaljik ylriiylisii olan hastanin ayak bilegi
hareket agikliginin tam oldugu gozlendi. Ayak
lateralinde palpasyonla agr1 disinda fizik
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muayene bulgusu yoktu. 6 ay once g¢ektirmis
oldugu ayak MR tetkikinde bir patoloji
gbzlenmedi. Ancak yapilan tetkikin kalin kesit
oldugu ve agrili bolgeye spesifik olmadigi fark
edildi. Bunun iizerine tekrar ¢ekilen ince kesitli
ayak MR  tetkikinde  kuboid  kemik
siiperomedial kesiminde heterojen kemik iligi
6demi ve subkortikal kitle tespit edildi.

Olgu Sunumu

Sekil 1: Ameliyat oncesi g¢ekilen AP ayak grafisinde
patolojik goriiniim izlenmemekte.

- (e
Sekil 2: Ameliyat 6ncesi MR goriintiilerinde hiperintens
sinyal degisimleri ve nidus goriilmekte.

Sekil 3: Ameliyat oncesi BT kesitlerinde karakteristik
nidus goriiniimii mevcut.
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Sekil 4: Ameliyat esnasindaki goriintiilerinde karakteristik

nidus goriiniimii mevecut

Rejyonel anestezi altinda ayak
dorsolateralinden  longitudinal  insizyonla
girilerek kuboid kemikteki kitle en-blok eksize
edildi. Operasyon sonrasinda cekilen kontrol
MR ve radyografi incelemelerinde kitlenin
tamamen eksize edildigi goriildi. Alinan
biyopsi materyallerinin patolojik incelemesinde
sonu¢ On tanimizi destekler nitelikte osteoid
osteoma oldugu belirtildi.

Ameliyat sonrasinda kisa donemde
hastanin ~ sikayetlerinde dramatik azalma
goriildii. Ameliyat sonrast 1. yil kontroliinde
hastanin sikayetinin olmadig1 ve radyolojik
tetkiklerde rekiirrens gelismedigi goriildi.
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Osteoid osteoma primer kemik tiimorlerinin
%3-4’linden sorumlu olup, tiim benign kemik
timorlerinin %10-14’tinii meydana getirirler.
Ozellikle proksimal femur ve tibia olmak iizere
siklikla uzun kemikleri tutar. Osteoid osteoma
olgularinin ¢ogunlugu uzun kemik korteksinde
gorlilmesine ragmen, her kemikte olabilir. Tek
bir kemik veya birka¢ kemik igerebilir. Osteoid
osteomalar genellikle 1.5-2 cm'den kiigiiktiir,
ancak osteoid agisindan zengin bir nidus ile
karakterizedir. Nidus sklerotik normal kemik ile
sintrlandirilmigtir (5-7).

Alt ekstremitede kal¢a en sik tutulan
bolgedir. Ozellikle de femur inter trokanterik
veya intra kapsiiler bolgeler vakalarin {gte
ikisinde tutulur (8,9). Osteoid osteoma nadirde
olsa el, elbilegi, falankslar, ayak kemiklerini
tutabilir (10-12). Ayak tutulumun nadir olmasi
ve ayak kemikleri icerisinde en sik tutulumun
talusta goriilmesi tan1 konulmasinda gecikmeye
yol agmaktadir. Yapilan sistematik bir
derlemede ortalama tani alma siiresinin 22 ay
oldugu ve bu siirenin 1-120 ay arasinda
degistigi bildirilmistir (2,13).

Osteoid osteoma her yasta goriilmekle
birlikte genellikle 10-30 yaslarindaki kisilerde
daha sik olarak goriilmektedir. Barei ve
arkadaglart yaptiklari calismada
osteoidosteomalarinin  %70'inin 20 yasindan
kiiciik hastalarda ortaya c¢iktigini belirtmistir
(3). 30 yasin  iizerindeki bireyler
osteoidosteoma vakalarimin %13'tinl
olustururken, 5 yasindan kiiciik cocuklar
vakalarin yaklagik %3'tnii olusturur (14,15).

Dikkatli bir 6ykii, detayli fizik muayene
ve goriintiileme ile tan1 desteklenmelidir (16).
Hastalar 6zellikle gece artan ve non-steroid anti
enflamatuar ila¢ kullanimi ile azalan agridan
yakinmaktadirlar (17). Osteoid osteomanin en
yaygin semptomu salisilat ve non-steroid anti
enflamatuar tedaviye iyi yanit veren nokturnal
agrilardir. Lokal hassasiyet, yumusak dokuda
sislik, sicaklik artisi, dinlenme aninda agri ilk
bagvuru aninda goriilebilecek bulgulardir (18).
Osteoid osteoma agrinin yani sira ¢ok ¢esitli
klinik sekillerde prezente olabilir. Fiz hattina
yakin lezyonlar anormal biiylimeye neden
olabilir. Intra kapsiiler yerlesimli lezyonlar
osteo artrite neden olabilir. Vertebral yerlesimli
lezyonlar skolyoza neden olabilir. Bu yilizden
osteoid osteoma akilda tutulmasi gereken bir
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tanmidir. Kirchner ve ark. salisilatlara verdikleri
yanitin - %30-75 arasinda degisebilecegini
bildirmektedirler (19). Carpintero-Benitez ve
ark. non-steroidlere kiyasla, siklooksijenaz-
2(COX-2) inhibitorlerine agrinin iyi yanit
verdigini belirtmislerdir (20). Saville ve ark.
aspirin, indometasin, ibuprofen ve fenoprofen
ile denemelerden sonra naproksenin terapétik
dozlarina iyi yanit verdigini bildirmektedirler
(21).

Goriintiilemede tipik olarak periost
reaksiyonu ve kortikal kalinlagma
goriilmektedir. MR genellikle taniy1 abartabilir.
BT osteoid osteomanin kesin teshisi i¢in birincil
tan1 aracidir (22). Sans ve arkadaglari, BT'nin
vakalari %74'linde osteoid osteoma teshisini
dogrulamada yardimci oldugunu bildirmistir
(23). Szendroi ve ark. eklem i¢i lezyonlarin
tanisinda yaklagik %66, eklem dis1 lezyonlarda
%90 dogruluk bildirmistir (24).

Osteoid osteoma kortikal, kanselloz ve
subperiosteal olarak 3 tipte siniflandirilir. Uzun
kemiklerde bulunan osteoid osteomalarin
trakortikal olup yiiksek miktarda subperiosteal
reaksiyon olustururlar. Buna karsin ayakta
goriilen osteoid osteomalar siklikla kanselloz
veya subperiosteal olup periosteal reaksiyon
minimal olabilir veya goriilmemektedir (18).
Osteoid osteomanin patognomonik BT bulgusu
fokal, santral yerlesimli kalsifikasyon gosteren
nidus ve perinidal skleroz goriilmesidir.
Nidusun merkezinde yiiksek konsantrasyonda
prostoglandin iiretimi mevcut olup artmisg
gerilim, sinir uglarinda agriya neden olan 6dem
olusumuna neden olmaktadir. Bu durum osteoid
osteomanin non-steroid anti  enflamatuar
tedaviye olan iyi yanitin1 agiklamaktadir (25).

Literatiirde bulunan Giirkan ve ark.
(26), Aydogan ve ark. (27) ile Chakraverty ve
ark. (28) tarafindan takdim edilen {i¢ vaka
sunumunda kuboid kemik yerlesimli osteoid
osteoma vakalarinda hastalar bizim hastamizda
oldugu gibi ikinci ve iiglincii dekad igerisinde
olan hastalardi ve ayak bilegi burkulmasi
sonrasinda sikayetleri ortaya ¢ikan hastalardi.
Hastalar tipki bizim vakamizda oldugu gibi
osteoid  osteomanin  atipik  yerlesimli
olmasindan dolay1 geg tan1 almisti. Chakraverty
ve ark. tarafindan sunulan vakada bizim
hastamizda oldugu gibi kemik iligi O6demi
mevcuttu ve cekilen radyografilerde herhangi
bir patolojik goriintii yoktu. Tani1 sonrasi cerrahi
tedavi ile hastalarin sikayetleri tamamen

Adressforcorrespondence: Gaziosmanpasa Universitesi Tip Fakiiltesi, Ortopedi Ve Travmatoloji A.D, Tokat - Tiirkiye

e-mail: drorhanbalta@hotmail.com
Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi


http://www.actaoncologicaturcica.com/

ACTA
ONCOLOGICA
5 TURCICA

Olgu Sunumu

gerilemis ve 1 yillik takiplerinde rekiirrens
izlenmemistir.

Sonug olarak osteoid osteoma ayakta

cok sik goriilmese de uzun siireli agris1 olan
ozellikle genc erkek hastalarda ayirici tanida
aklimiza gelmelidir. Hastamizda goriildiigii gibi

kanselloz tipte olan
vakalarinda direk

osteoma
bulgu

osteoid
grafilerde

olmayabilirken uygun cekilmis BT ve MRI
incelemeleri tan1 ve tedavi i¢in faydali olabilir.
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Radical nephrectomy for large renal tumors: evaluate perioperative and
oncological outcomes of stage T2a and T2b

Biiyiik renal kitlelerde radikal nefrektomi: T2a ve T2b renal tiimorlerde
perioperatif ve onkolojik sonu¢larin degerlendirilmesi
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OZET
Giris: Yedi cm ve {lizerindeki renal malignitelerde agik radikal nefrektominin perioperatif ve onkolojik
sonuglarinin degerlendirilmesi amaglanmustir.
Materyal ve Metod: Haziran 2010 ile Ocak 2015 tarihleri arasinda T2 klinik evre (>7 cm) ile agik radikal
nefrektomi yapilan 36 olgu retrospektif olarak degerlendirildi. Operasyon sonrasi nihai patolojileri onkositom,
anjiyomyolipom ve ksanto graniilamatoz piyelonefrit gelen 5 olgu ¢alisma dis1 birakildi. Olgular klinik evrelerine
gore 2 gruba ayrildi: T2a (7-10 cm) ve T2b (<10 cm). Olgularin demografik 6zellikleri, tiimoriin karakteristik
ozellikleri, perioperatif ve onkolojik sonuglar kayit edilerek karsilastirildi.
Bulgular: Calismaya alinan 31 olgunun 23 tanesinin (%71) klinik evresi T2a, 8’inin ise (%29) T2b. Tiimér boyutu
10 cm altinda bulunan 23 olgunun 8 tanesinde (%34), T2b tiimérlerde ise 4 olguda (%50) patolojik evre artmistir.
Olgularm %61’inde klinik ve patolojik evre korele bulunmustur. Toplam 9 olguda (%29) rekiirrens gelismis
bunlarin 5 tanesi (%16) lokal niiks, 4 tanesi ise (%13) uzak metastaz seklindedir. Uzak metastazlarin 2 tanesi
akcigere birer tanesi ise kemik ve beyine olmustur.
Sonug: Rekiirrens ile papiller histolojik varyantin, yiiksek Fuhrman derecesinin, vaskiiler tutulumun ve perinefritik
yayitlimin iligkili oldugu gozlenmistir. Klinik T2b varliginin rekiirrens ihtimalini artirdigi ancak tek basina
rekiirrensle iliskisi olmadig1 gosterilmistir.
Anahtar Kelimeler: Renal hiicreli karsinom, radikal nefrektomi, onkolojik sonuglar

ABSTRACT
Objective: We aimed analyzing the perioperative and oncological outcomes of >7 ¢cm renal tumors treated with
open radical nephrectomy.
Material and Methods: We retrospectively reviewed records of 36 cases undergoing open radical nephrectomy
due to T2 clinical stage (>7 cm) between June 2010 and October 2015. Five cases were excluded which have
pathology with oncocytoma, angiomyolipoma and ksantha granulamatousis pyelonephritis. The cases were
divided into 2 groups: T2a (7-10 cm) and T2b (<10 cm). The cases demographics, tumor characteristics,
perioperative and oncological outcomes were compared.
Results: Of the 31 cases, 23 (71%) had tumors stage T2a and 8 (29%) had tumors clinical stage T2b. The tumor
stage was more often up staged 8 cases (34%) in 23 patients at <10 cm, 4 cases (50%) in 8 patients at >10 cm. The
clinical stage correlated with the pathologic size in 61% of the patients. A total of 9 cases (29%) developed
recurrence, including 5 (16%) with local and 4 (13%) with distant recurrence. The sites of distant recurrence
included lung in 2, brain inl and bone in 1 case.
Conclusion: The significant predictors of recurrence were papillar histological variant, high Fuhrman grade, renal
vein invasion and perinephric extension. Stage T2b increased recurrence risk but not alone.
Key Words: Renal cell carsinoma, radical nephrectomy, oncological outcomes

Giris arasinda en sik gorillen 3. kanser tiirtdiir.
Ozellikle 6. ve 7. dekatta ve erkeklerde daha sik
Bobrek hiicreli kanser (BHK) tiim kanserlerin izlenmektedir (1,2). Tumdrin etyolojisinde

%2-3’{inii olusturmaktayken tirolojik tiimdrler sigara kullanimi, obezite ve antihipertansif
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tedavi alimi sayilmaktadir (2). Hastalar siklikla
asemptomatik iken hematiiri, yan agris1 veya
paraneoplastik semptomlar ile de
bagvurabilmektedir. Farkli nedenlerle yapilan
radyolojik tetkikler sirasinda tani konulan
olgularin ¢oklugu nedeniyle insidental timdr
olarak da adlandirilmaktadir 3. Bobrek hiicreli
kanserlerde tlimor boyutu 6nemli bir prognostik
faktordiir ve tedavinin seklini belirlemektedir
bu nedenle evreleme sistemi kritik Oneme
sahiptir 4. Bobrek tiimoriinde 2009 yilinda
belirlenen TNM evrelemesi halen kullanilmakta
ve boyutlarina gore evrelendirildiginde Tla 4
cm ve alti, T1b 4 cm ile 7 cm arasinda (7 cm
dahil), T2a 7 cm ile 10 cm arasinda (10 cm
dahil), T2b ise 10 cm tizerindeki kitlelerdir (5).
Radyolojik tetkiklerin gelisimi ile beraber
kiiglik renal kitlelerin tanisi kolaylasmaktayken
cerrahideki tecriibenin artmasiyla da biiylik
kitlelere yaklasimda daha az invazif yontemler
kullanilabilmektedir. Ilk agik  radikal
nefrektomi 1869°da G. Simon tarafindan ilk
acik parsiyel nefrektomi ise 1884 yilinda Wells
tarafindan uygulanmustir. lk laparoskopik
radikal nefrektomi tecriibesi ise Clayman ve ark
tarafindan 1991°de rapor edilmistir (6-8).
Avrupa Uroloji Birligi kilavuzlarinda 4 cm
altindaki (T1a) tiimorlerde parsiyel nefrektomi,
4 cm ile 7 cm arsindaki (T1b) tiimorlerde
laparoskopik radikal nefrektomi, 7 cm
iizerindeki kitlelerde ise agik radikal nefrektomi
onerilmektedir (5). Bu g¢alismada 7 cm
iizerindeki T2a ve T2b olgularin perioperatif ve
onkolojik sonuglart analiz edilmistir.

Materyal ve Metod

Klinigimizde Haziran 2010 ile Ocak 2015
tarihleri arasinda T2 klinik evre (>7 cm) ile agik
radikal nefrektomi yapilan 36 olgu ¢alismaya
alindi. Olgularin birine agik parsiyel nefrektomi
yapilmis ancak ilk patolojik bulgularda cerrahi
smir pozitifligi gelmesi lizerine agik radikal
nefrektomiye gegilmistir. Operasyon sonrasi
nihai patolojileri onkositom, anjiyomyolipom
ve ksanto graniilamatdz piyelonefrit gelen 5
olgu c¢alisma dis1 birakildi. Preoperatif donemde
tim olgulara aksiyel planda kontrasth
bilgisayarli tomografi (BT) veya manyetik
rezonans gorlintiilleme (MRG) yapildi. Olgular
klinik evrelerine gore 2 gruba ayrildi: T2a (7-10
cm) ve T2b (<10 cm). Olgularin demografik
Tablo 1. Hasta ve timor 6zellikleri
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Ozellikleri, tiimoriin karakteristik oOzellikleri,
perioperatif ve onkolojik sonuglar kayit edilerek
karsilagtirildi.  Calisma  retrospektif olarak
gerceklestirildi. Hasta sayisi yeterli
olmamasindan  dolayr istatistiksel analiz
yapilamadi.

Bulgular

Caligmaya alman 31 olgunun 23 tanesinin
(%71) klinik evresi Tla, 8’inin ise (%29) T2b.
Her iki grubun da yas ortalamasi benzer
bulunurken, T2b olgularin timii erkek
cinsiyetten olugmakta idi. Grup 1 yani klinik
T?2a olgularin timdr boyutu ortalamasi 86,1 mm
iken grup 2’nin ortalamasi 119,6 mm olarak
hesaplanmigtir. Grup 1 olgularin  timor
patolojilerinde yogun bir sekilde berrak hiicreli
kanser patolojisi goriilmekte iken (%87), grup 2
de bu oran %50 seklindedir. Klinik evre ile
patolojik evrelerin karsilagtirilmasinda tiimor
boyutu 10 cm altinda bulunan 23 olgunun 8
tanesinde (%34) patolojik evrelerinde artig
gozlenmistir. Bu olgularin 5 tanesinde (%21)
perinefritik invazyon, 3 tanesinde ise (%13)
renal ven invazyonu goriilmistir. Klinik T2b
timorlerde ise 4 olguda (%50) patolojik evre
artmigtir. Olgularin 2’sinde (%25) perinefritik
invazyon, 2 tanesinde ise (%25) vaskiiler
tutulum  gorilmiistiir. Olgularin = %61 inde
klinik ve patolojik evre korele bulunmustur.
Hastalarin demografik ozellikleri ve timor
karakteristik ozellikleri Tablo 1’de
agiklanmustir. Onkolojik sonuglar
degerlendirildiginde grup 1’deki olgularin 4
tanesinde (%17,3) rekiirens goriiliirken grup 2
de bu say1 5 olgu (%62,5) seklindedir. Toplam
9 olguda (%29) rekiirrens gelismis bunlarin 5
tanesi (%16) lokal niiks, 4 tanesi ise (%13) uzak
metastaz seklindedir. Uzak metastazlarin 2
tanesi akcigere birer tanesi ise kemik ve beyine
olmustur. Rekiirens gelisen olgularin 4 tanesi
Fuhrman grade 3, 5 tanesi ise Fuhrman grade 4
ozelliktedir. Her iki gruptan da papiller varyanta
sahip olgularin tiimiinde rekiirrens gdzlenmistir.
Diger parametrelerin de degerlendirilmesiyle
rekiirrens ile papiller histolojik varyantin,
yilksek  Fuhrman  derecesinin,  vaskiiler
tutulumun ve perinefritik yayilmm iligkili
oldugu goézlenmistir. Klinik T2b varligmin
rekiirrens ihtimalini artirdigi ancak tek bagina
rekiirrensle iligkisi olmadig1 gosterilmistir.

Adressforcorrespondence: Dr. Abdurrahman Yurtaslan Ankara Onkoloji Egitim ve Arastirma Hastanesi, Uroloji Klinigi, 06200, Ankara - Tiirkiye

e-mail: numanyikilmaz@gmail.com
Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi


mailto:numanyikilmaz@gmail.com
http://www.actaoncologicaturcica.com/

ACTA
ONCOLOBICA
TURCICA  »

Ozgiin Makale

96

Hasta sayis1

Yas
Cinsiyet (E/K)

T2a
23 (%71)

58,6 (37-71 yas)

16/7

Timér boyutu 86,1 (71-95 mm)
Lateralite (Sag/Sol) 13/10
Histolojik alt tip
Seffaf hiicreli tip 20 (%87)
Papiller tip 1 (%4)
Kromofob tip 1 (%4)
Urotelyal tip 1 (%4)
Digerleri -
Sarkomatoid patern 4
Patolojik evre
pT2a 15 (%66)
pT2b -
pT3 8 (%34)
Perinefritik invazyon 5 (%21)
Renal ven invazyonu 3 (%13)
Fuhrman derece
2 8 (%35)
3 11 (%48)
4 4 (%17)

Tartisma

Bobrek tiimorlerinin tedavisinde timor boyutu
en Onemli prognostik faktorlerden biridir.
Kiigiik kitlelerde minimal invazif yontemler
tercih edilmekle birlikte timdr boyutu
blylidikce  daha  radikal  yaklasimlar
kullanilmaktadir. Bobrek tiimdrlerinin
cerrahisinde ana amag¢ tiim6rlii dokularin
tamamen c¢ikarilmasidir. Bu nedenle biiyiik
renal kitlelerde ilk zamanlar radikal nefrektomi,
teknolojinin ve goriintilleme yontemlerinin
ilerlemesi ile nefron koruyucu yaklagimlar ve
tecriibeli cerrahlarin yetismesiyle laparoskopik
radikal ve laparoskopik parsiyel nefrektomi
uygulanmistir (6). Bu ameliyat gruplarmin
birbirleriyle  perioperatif ~ ve  onkolojik

T2b Total
8 (%29) 31 (%100)
56,5 (36-60 yas) 53,2 (36-71)
8/0 24/7
119,6 (103-150 mm)
2/6 15/16
4 (%50) 24 (%77)
2 (%25) 3 (%11)
- 1 (%2)
- 1 (%2)
2 (%25) 2 (%8)
1 5
- 15 (%48)
4 (%50) 4 (%14)
4 (%50) 12 (%38)
2 (%25) 7 (%21)
2 (%25) 5 (%17)
- 8 (%26)
5 (%62) 16 (%51)
3 (%38) 7 (%23)

sonuglarmi  karsilagtiran pek ¢ok ¢aligma
bulunmaktadir (9,10). Bizim c¢alismamizda
tiimor boyutu 7 cm ile 10 cm arasindaki grupla,
10 cm’den biiyiik boyuta sahip grup perioperatif
Ozellikleri ve onkolojik sonuglarina gore
kargilagtirilmigtir.  Calismada T2b grubunda
hasta sayisi az olmasi nedeni ile istatistiksel
analizler anlamsiz ¢ikmig bu yiizden analiz
yapilmamistir. Her 2 grubun yas ortalamasi
benzer bulunmus. Histolojik alt tiplere
bakildiginda T2a grubunda %13’liik seffaf tipte
olmayan malignite gozlenirken bu oran T2b
grubunda %50’lere ¢ikmaktadir. Bu sonug
timor boyutu artisinin  seffaf hiicreli dist
histolojik alt tip patolojisine sahip olabilecegi
yorumunu yaptirmaktadir. Literatiir
incelendiginde benzer sonuglara ulagilmistir.
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Ozellikle 10 cm’den biiyiik renal tiimérlerde
kromofob ve papiller gibi varyantlarin daha sik
gozlendigi rapor edilmis, 10 cm altindaki
kitlelerde ise %90 civarinda seffaf hiicreli tip
gozlendigi bildirilmistir (8,11).

Calismalarin biiyilkk kisminda tiimor
boyutunun artis1 ile Fuhrman derecesinin de
arttigfn ~ ve  bunun  timdriin  biyolojik
agresifliginden kaynaklandig1 belirtilmektedir.
Rothman ve ark. SEER analizinde 19,932 olgu
incelenmis ve 4 cm’den kiiciik kitlelerin %851,
7 cm’den biiyiik kitlelerin ise %70’inde diisiik
dereceler gozlenmistir (11). Bu oran bazi
caligmalarda 7 cm’den biiyiik tiimorler icin
%33-48 seviyelerine kadar inmektedir (12). Bu
sonuglar ile biiyiik tiimorlii hastalarin 5 yillik
sagkalimlar1 olduk¢a diigmistiir (8,13). Mayo
klinikten 2003 yilinda yapilan bir analizde
timor boyutunun her 1 cm artisinda %32°lik
yiiksek derece artis1 oldugu bildirilmis ancak bu
calisma sadece seffaf hiicreli tiplerde
yapilmustir (14). Bu oram1 %13 olarak veren
yazarlarda mevcuttur (11). Calismamizda da
benzer olarak 10 cm iizerindeki kitlelerde daha
yiiksek Fuhrman dereceleri gézlenmistir.

Onkolojik sonuglar agisindan gruplar
karsilastirildiginda 10 cm tiizerindeki olgularda
daha sik rekiirrens oldugu  gorilmiistiir.
Patolojik  evre  atlamasinin  rekiirrens
gelisiminde 6nemli belirleyici bir faktor oldugu
bilinmektedir. Calismamizda T2b grupta %50
diizeyinde evre atlamasi olmustur. Literatiire
baktigimizda yine Mayo klinikten 2005 yilinda
yapilan bir ¢alismada perinefritik invazyon ve
renal ven invazyonu geliserek evre atlayan
olgularda rekiirrenssiz sagkalim ve kansere
baghh sag kalimda ciddi derecede diisme
gorildigi  belirtilmistir  (15).  Perinefritik
invazyon ve renal ven invazyonunun
rekiirrenste 6nemli bir belirteg oldugu pek ¢ok
calismada dogrulanmig ve sagkalima etkisi
belirlenmistir (8). Novara ve ark. yaptigi
calismada T2a ve T2b olgular karsilastirilmis ve
kanser spesifik sag kalimda belirgin fark
bulunmamustir ancak rekiirrenste yiiksek derece
varligi, seffaf hiicreli varyant varligi, renal ven
invazyonu ve perinefritik invazyon varliginin
etkili oldugu gosterilmistir (16).

Calismamizda bazi  limitasyonlari
bulunmaktadir. Ozellikle 10 cm iizerindeki olgu
sayisinin yetersiz olmasi nedeniyle istatistiksel
analiz sonuclar1 anlamsiz bulunmus ve
calismada belirtilmemistir. Calismadaki tiim
olgulara acik radikal nefrektomi uygulanmis ve
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merkezimizde laparoskopik radikal nefrektomi
de yeterli tecriibe bulunmadigi igin
karsilastirilma  yapilamamistir.  Retrospektif
olmasi ve olgularin bir kismi ile iletisimin
kurulamamasi nedeniyle sag kalim analizi
yapilamamustir.

Sonuc¢

Tiimor boyutu biiyiik olan renal kitlelerde agik
radikal nefrektomi giivenle yapilabilmektedir.
Timor boyutunu artmasi ile timor derecesinde
artis ve seffaf hiicreli olmayan histolojik alt
tiplerde artis goriilmekte bu da rekiirrenste
artisa yol agmaktadir. Renal ven invazyonu ve
perinefritik invazyon varligi rekiirrenste 6nemli
bir prognostik faktordiir.
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The assessment of bone marrow infiltration with 18FDG-PET in non-
haematopoietic solid tumors

Hematopoetik olmayan solid tiimorlerde 18FDG-PET ile kemik iligi
infiltrasyonunun degerlendirilmesi
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OZET
GIRIS ve AMAC: Calismamizin amaci, solid tiimérlere bagh kemik iligi metastazi (KIM) diisiiniilen ve kemik
iligi biyopsisi (KIB) yapilmis hastalarda 18F-Fluorodeoxyglucose kullamilarak yapilan positron emission
bilgisayarli tomografisinin (18FDG-PET/CT) tanisal degerini arastirmaktir.
YONTEM ve GERECLER: Solid tiimér nedeniyle KIM oldugu diisiiniilen ve hem 18FDG-PET/CT hem de
KIB yapilmis 53 hasta geriye déniik olarak incelendi.
BULGULAR: 53 hasta icinde, 18FDG-PET/CT ile 36 hastada, KIB ile 33 hastada KIM metastaz1 tespit edildi.
9/53 hastada (16,9%) her iki yontem de KiM olmadigim gosterdi. 25/53 hastada (47.2%) her iki yontem de KiM
oldugunu gosterdi. 18FDG-PET/CT (+) olan 36 hastadan, KiB ne gére 25 hastada KIM mevcut idi (yanlis pozitif,
11/36, %30,5). 18FDG-PET/CT (-) olan 17/53 hastadan, KiB’ne gore 8 hastada KiM mevcut degildi (yanlis
negatif, 8/17, %47,5). KiB’ne gore KIM olan hastalarda, olmayanlara gére SUVmax degeri énemli derecede
yiiksek idi [7.1 (2.5-22.2) vs 3.3 (2.2 - 16.0, p = 0.79), p=0.024].
TARTISMA ve SONUC: Bu 6n sonuglar, kemik iliginin degerlendirilmesinde 18FDG-PET/CT’nin KiB’den
daha iistiin olmadigini &nermektedir. Bununla birlikte KIM degerlendirilmesi i¢in SUVmax degeri dikkate
alinmalidir.
Anahtar Kelimeler: Kemik iligi metastazi, solid timér, 18FDG-PET/CT

ABSTRACT
INTRODUCTION: We aimed to investigate the diagnostic value of positron emission computed tomography using 18F-
Fluorodeoxyglucose (18FDG-PET/CT) in bone marrow metastasis (BMM) due to solid tumors in patients who undervent bone
marrow biopsy (BMB).
METHODS: 53 patients who suspected BMM from solid tumors and underwent both 18FDG-PET/CT scans and BMB were
evaluated retrospectively. We also looked at the predictive value of the maximum standardized uptake value (SUVmax) to
detection of metastases from solid tumors.
RESULTS: Among 53 patients, BMM was detected in 36 patients via 18FDG-PET/CT and 33 patients via BMB. In 9/53 cases
(16,9%) both techniques showed no BMM. In 25/53 cases (47.2%) both techniques unclosed BMM. Among these 36 18FDG-
PET/CT (+) patients, 25 patients had BMM accoding to the BMB (false positive, 11/36 patients, 30,5%). Among 17/53 18FDG-
PET/CT (-) patients, 8 patients had BMM according to the BMB (false negative, 8/17 patients, 47.5%). SUVmax in patients
with BMM was significantly higher than in patients without BMM according to the BMB [7.1 (2.5-22.2) vs 3.3 (2.2 — 16.0, p
=0.79), p=0.024].
DISCUSSION AND CONCLUSION: These preliminary results suggest that 18FDG-PET/CT could not be superior to BMB
for bone marrow assessment. However, SUVmax value should be considered for the assessment of BMM.
Keywords: bone marrow infiltration, solid tumour, 18FDG-PET/CT

Inroduction

Bone marrow (BM) is a frequent site of
metastatic cancers, in particular from the
lypmphoma and solid tumors such as lung and
breast cancers (1). The early detection of bone
marrow metastases (BMM) is very important
for staging patients according to the poor

prognostic factors and choosing therapy. (2,3).
BM infiltration is found much more frequently
(approximately 50-85%) at autopsy and this
means that we are unable to recognize with the
routine staging procedures (4).

Detection of BMM is difficult and
many imaging modalities have been developed
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for the assessment of BM. Bone marrow biopsy
(BMB) is considered as the “gold standard”
method for the assessment of BMM in different
cancers (5). Positron emission
tomography/computed tomography using ®F-
Fluorodeoxyglucose (**FDG-PET/CT), which
is allowing a complete evaluation of the entire
skeleton at relatively low cost has been shown
to be a useful modality for staging malignant
tumors, evaluating metastasis and efficacy of
treatment (6,7). 8FDG-PET/CT is increasingly
used for the detection of metastases and
diagnosis of primary bone tumours (8-10).
Magnetic resonance imaging (MRI) of bone
marrow also one of the current approach for the
assesment of BMM (10).

There has been no previous study by
now comparing ¥FDG-PET/CT to BMB with
respect to bone marrow infiltration caused by
solid tumours. In the present study we aimed to
evaluate the ability of ¥FDG-PET/CT in
detecting BMM in patients with solid tumors.
We also looked at the predictive value of the
maximum  standardized  uptake  value
(SUVmax) to detection of metastases from solid
tumors.

Orginal Article

Methods
Patient population

From March 2011 to December 2012,
53 consecutive patients (26 women, mean age:
55) with various solid tumours underwent BMB
for evaluate BMM were included in the study.
BEDG-PET/CT was avaible in all these
patients. Inclusion criterion was a timeframe of
less than 1 month between ¥FDG-PET/CT and
BMB (mean 8.3 days, range 0-31 days, median
10.1 days). The solid tumours consisted of the
following: breast carcinoma n = 17, lung
carcinoma n = 14 (small cell 7, non-small cell
7), testis carcinoma n = 1, blader carcinoman =
1, prostate carcinoma n = 3, nasopharynx
carcinoma n = 1, gastric carcinoma n = 3, renal
cell carcinoma n = 2, malignant melanoma n =
1, leiomyosarcoma n = 2. colon cancer n = 1,
hepatocellular carcinoma n = 1, unknown
(NET, AMPULLA) 6. Patients were devided
four groups according to the BMB and ¥FDG-
PET/CT results: Group 1 was consisted of BM
positive and ¥FDG-PET/CT positive patients
(n:25), Group 2 was consisted of BM positive
and BFDG-PET/CT negative patients (false
negative group, n=8), Group 3 was consisted of
BM negative and ®FDG-PET/CT positive

100

patients (false positive group, n=11) and Group
4 was consisted of BM negative and *FDG-
PET/CT negative patients (n=9).

PET scan:

BEDG-PET/CT was carried out using a

hybrid PET-CT imager (Biograph LSO,
Siemens  Medical  Solutions,  Erlangen,
Germany) after injection of ®FDG. The delay
between FDG injection and PET images
acquisition (3D mode) ranged from 46 to
184min (median 78min). CT images were
recorded for attenuation correction and image
fusion using a low-dose CT protocol. PET
Images reconstruction was performed using a
FORE rebinning and attenuation weighted
OSEM algorithm. Fused images were visually
interpreted together with standardized uptake
value (SUV) recording for each abnormal
uptake focus. At visual analysis, an increased,
non physiological FDG-uptake, was recorded as
positive. The absence of uptake was defined as
a negative finding. The maximum standardized
uptake value (SUVmax) was determined in
regions of interest (ROI) drawn on the
attenuation- corrected PET/CT images around
suspected lesion sites. SUV calculation for the
3D PET data was performed automatically
through the following formula:
SUV (g/cc)= K(Bg/cc) x [b.w(kg)/Ai(Bg)] x
1000g/kg where K is the calibrated pixel-value
(in Bg/cc), b.w. is the body weight of the patient
and Ainj is the injected activity in Bq corrected
for the decay at the time of acquisition.

Statistical analysis

Statistical analysis was performed
using SPSS v.16.0 for Windows (SPSS Inc.,
Chicago, IL). The distribution of the variables
was analyzed with The Kolmogorov-Smirnov
test for comparing the categorical variables,
Chi-square test was used. Student t-test and
Mann-Whitney U tests were used to compare
parametric and non-parametric variables. Data
are expressed as mean = SD for parametric
variables and median (minimum-maximum) for
non-parametric variables. p<0.05 was accepted
as statistically significant.
Receiver operating characteristic (ROC) curve
analysis was performed in order to determine
the best cut-off value of SUVmax and the
sensitivity and specificity at that point were
obtained for predicting BMM.
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Results

From March 20011 to December 2012,
53 consecutive patients with various solid
tumours underwent BMB for evaluate BMM
were included in the study. ®FDG-PET/CT was
avaible in all these patients. Main
characteristics of patents were presented in
Table 1. Median age was 55 years (range: 27—
86 years). BFDG-PET/CT detected BM lesions
in the 36/53 patients and BMB detected BM
lesions in the 33/53 patients. In 9/53 cases
(16,9%) both imaging techniques showed
concordantly no bone marrow infiltration. In
25/53 cases (47.2%) both BMB and ¥FDG-
PET/CT unclosed BMM. Among 36 ®FDG-
PET/CT (+) patients, 25 patients had BMM
accoding to the BMB (false positive, 11/36
patients, 30,5%). Among 17/53 FDG-PET/CT
(-) patients, 8 patients had BMM according to
the BMB (false negative, 8/17 patients, 47.5%).
Sensitivity and specificity of FDG-PET/CT
was 75% and 45% respectively.

In our study, SUVmax values were
available in 36 patients in the study and the
SUVmax in patients with BMM was
significantly higher than in patients without
BMM according to the BMB [7.1 (2.5-22.2) vs
3.3(2.2-16.0, p=0.79), p=0.024].

ROC curve analysis showed that
SUVmax at a cut-off point of 3.95 mg/L was
highly sensitive (83%) and specific (67%) for
predicting BMM from solid tumors (AUC =
0.731, p =0.026). Patients were devided two
groups according to the best cut-off value of
SUVmax for predicting BMM and high BMM
rate was seen according to the BMB in high
SUVmax group (SUVmax > 3,95, Table 2).
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Discussion

The early detection of BMM can
significantly change the staging and treatment
strategy of the malignant disease. (11,12). As
compared to standard morphological methods,
molecular imaging techniques applied to BM
lesion investigation had high diagnostic
accuracy especially in haemato lymphoid
disorders (7,13) ®FDG-PET/CT images are
able to show diffuse BM involvement as intense
activity throughout the skeletal system (14).
However, up to now, only a few studies exist
which directly evaluate the sensitivity and
specificity of ®FDG-PET/CT with respect to
BMM due to lymphoma and infiltration from
solid tumours. Also a few studies compared the
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effectiveness of BMB, ®FDG-PET/CT and
MRI with respect to BM infiltration (2, 15,16).
A few studies investigating the sensitivity and
specificity of the FDG-PET/CT for detection
of BM involvement in patients with lymphoma
and solid tumors are available. Recently,
investigators reported that *FDG-PET/CT is
highly specific for detection of BM
involvement in patients with lymphoma (true
negative rate 91 to 100% and a positive
predictive value of 100%) (17,18). Daldrup-
Link et al. observed the 90% sensitivity in
detecting BMM in cancer patients (15).

A few studies compare the effectiviness
of MR, BFDG-PET/CT and skeletal
scintigraphy with respect to BMM in patients
with lyphoma and solid tumors. Ghanem et al.
reported that MRIs greater sensitivity (78%),
specificity (88%), and diagnostic accuracy
(82%) than BFDG-PET/CT in detecting BMM
and infiltration in cancer patients (19). When
comparing  ®FDG-PET/CT  with  bone
scintigraphy, initial data suggest that *FDG-
PET/CT is more sensitive than conventional
bone imaging [15,20]. Daldrup-Link et al.
observed the following degrees of sensitivity:
90% !FDG-PET/CT, 82% MRI and in 71%
skeletal scintigraphy in detecting bone marrow
infiltration in cancer patients (15).

The significance and the best diagnostic
method of bone marrow infiltration in solid
tumors remains controversial. In the present
study, we observed 33/53 bone marrow
involvement by BMB with solid tumors. All
patients were assesed with *®FDG-PET/CT and
the sensivity and specifity of ®FDG-PET/CT
was 75% and 45% respectively. Thus, PET scan
seems to have a low sensitivity and specifity for
the detection of bone marrow infiltration in
patients with solid tumors.

According to our results, SUVmax
values which obtained from ¥FDG-PET/CT
can also be used for predicting BMM from solid
tumors. We reported that SUVmax value in
patients with BMM was significantly higher
than in patients without BMM according to the
BMB [7.1 (2.5-22.2) vs 3.3 (2.2 — 16.0, p =
0.79), p=0.024]. Thus, SUV max value may be
used for detection of BM involvement in
patients with lymphoma and solid tumors.

Our study did not confirm the results of
previous studies that investigate the
effectiveness of PET scan in lymphomas and
solid tumors. In these studies, sensitivity and
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specificity of PET scan are higher then our
study. Our study population were very
heterogeneous in terms of types of cancer and
this might create a certain bias in our direct
comparison. Further prospective studies with a
selected patient group are necessary. According
to our results, SUVmax values were predicted
BMM with a very high sensitivity and
specificity and so, we can use SUVmax values
for prediction of BMM from solid tumors.
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Conclusion

These preliminary results suggest that
BEDG-PET/CT could not be superior to BMB
for bone marrow assessment. However,
SUVmax value should be considered for the
assessment of BMM.

Disclosure of interest
The authors declare that they have no
conflict of interest concerning this article.

Table 1: Characteristics and labarotory parameters of patient population

BMM (+) BMM (-) p PET/CT(-) PET/CT(+) P
Age (years) 58+13 50+ 8 0.03 60+ 11 53+ 12 0.1

19 (57%) 8 (42%) 0.3 9 (56%) 18 (50%) 0.7
Gender (Male)
Smoking (n, %) 8 (24%) 3 (15%) 0.4 3(18.8) 8 (22%) 0.7
HT (n, %) 5 (15%) 3 (15%) 0.9 2 (12%) 6 (16%) 0.7
SUVmax 7.1(2.5-22.2) 3.3 (2.2-16) 0.02 - 6.6(2.2-22.2)
WBC 5.1(1.3-16.4) 5.3(1.4-16.6) 0.8 6.3(1.3-9.9) 5.2(1.4-16.6) 0.4
Hemoglobin 102+2.4 10.7+£2.0 0.3 102+2.1 10.5+£23 0.8
Neutrophil 3.6(0.5-13.2) 3.4 (0.5-9.2) 0.5 3.8(0.5-7.9) 3.5(0.7-13.2) 0.3
Lymphocit 0.6(0.04-2.94) 0.7(0.05-2.9) 0.8 0.6(0.05-2.9) 0.6 (0.04-2.9) | 0.8
LDH 557(143-3065) | 290 (122-2239) | 0.05 | 434 (139-2239) | 557 (122-3065) | 0.4
Total protein 6.5+0.8 6.5+0.8 0.2 62+0.9 6.2+0.9 0.8
Albumin 3.0+0.8 3.1+£0.8 0.8 2.8+0.8 3.1+£0.8 0.5

BMM: bone marrow metastasis, PET/CT: positron emission tomography/computed tomography,
mhypertension, SUVmax: the maximum standardized uptake value, LDH: lactate dehydrogenase

Adress for correspondence: Department of Medical Oncology, Erciyes University, Faculty of Medicine, Kayseri - Turkey

e-mail: neda986@gmail.com

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

HT:



javascript:admin('emu.asp?pdir=aot&plng=tur&abstract_un=AOT-44977&postto=Mcorres&user_un=U-9134022567')
http://www.actaoncologicaturcica.com/

ACTA
ONCOLOGICA
5 TURCICA

Orginal Article

103

Table 2: Association between high/low groups of SUVmax and BMM

Low SUVmax Group (n, %) High SUVmax Group (n, %) p
BMM (-) 8 (66.7%) 4 (33.3%)
0.005
BMM (+) 4 (16.7%) 20 (83.3%)

SUVmax: The maximum standardized uptake value, BMM: bone marrow
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Operative details after laparoscopic distal pancreatectomy: our experiences
in a tertiary center

Laparoskopik distal pankreatektomi operasyon sonuglari: 3.basamak
merkez deneyimlerimiz
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OZET
GIRIS ve AMAC: Minimal invaziv cerrahi pankreas cerrahisinde giderek artan siklikta kullanilmaktadir.
Calismamizda laparoskopik distal pankreatektomi operasyon deneyimi ve erken donem sonuglarimizin sunulmasi
amaglanmistir.
YONTEM ve GERECLER: Pankreas govde ve kuyruk yerlesimli tiimoral lezyonlar nedeniyle laparoskopik
distal pankreatektomi yapilan 15 hastanin verileri retrospektif olarak degerlendirildi. Hastalarin demografik
verileri, comorbidite, lezyon ozellikleri, cerrahi sonuglar ve uzun donem takip sonuglar1 kaydedildi.
BULGULAR: Laparoskopik distal pankreatektomi yapilan olgularin 7’si erkek (%46,6), 8’1 kadin (%53,3) idi.
Olgularin yas ortalamasi 60,4 & 9,82 idi. Tiimor ¢ap1 median 40,4 (30-70) mm saptandi. Ortalama ¢ikarilan lenf
nodu 6 (2-12) saptandi. Konversiyon laparatomi 6 (%40) hastada vaskiiler invazyon veya hemoraji sonrasinda
uygulandi. Postoperatif donemde 2 (%13,3) hastada Grade A pankreas fistiilii gelisti ve takip siiresince spontan
kapandi. Ortalama takip siiresi 22 aydi (12-36 ay). Takip doneminde duktal adenokarsinomu olan 1 (%9,09) hasta
14. Ayda uzak metastaz nedeniyle eks oldu.
TARTISMA ve SONUC: Pankreas govde ve kuyruk yerlesimli bening ve malign lezyonu olan hastalarda
laparoskopik distal pankreatektomi klasik cerrahi girisimlere alternatif olabilir.
Anahtar Kelimeler: Pankreas, kanser, laparoskopi, distalpankreatektomi

ABSTRACT
INTRODUCTION: Minimal invasive surgery is being increasing lyused in pancreas surgery. In this study, we
aimed to present our laparoscopic distal pancreatectomy experience.
METHODS: Data from 15 patients who underwent laparoscopic distal pancreatectomy (LDP) due to tumoral
lesions of the pancreas, located in the body and tail were retrospectively evaluated. Demographic data,
comorbidity, lesion characteristics, surgical out come and long term follow-up results were recorded.
RESULTS: There were 7 males (46.6%) and 8 females (53.3%) with theme an age of 60.4+ 9.82 in the study.
Mean tumor diameter was 40.4 (30-70) mm and mean derived lymph nodes was 6 (2-12). Conversion laparotomy
was necessary in 6 (40%) patients due to invasion of the adjacent vascular structures or hemorrhage. During the
post-operative period, 2 patients (13.3%) developed grade A pancreas fistula and spontaneously closed during
follow-up. Mean follow-up period was 22 months (12-36). Operation related mortality wasn’t seen. During the
follow-up period, one (6.6%) patient with ductal adenocarcinoma died due to distant metastasis at post-operative
14th month.
DISCUSSION AND CONCLUSION: Laparoscopic distal pancreatectomy seems a safe alternative to open
surgery in patients with benign and malignant lesions of the pancreas body and tail.
Keywords: Pancreas, cancer, laparoscopy, distal pancreatectomy

located in the pancreas body and tail (1). In

INTRODUCTION ) O )
pancreas lesions, laparoscopic interventions
Removal of the left part of the portomesenteric have started with staging and palliative
vein of the pancreas tissue is described as distal procedures. First laparoscopic distal
pancreatectomy. Laparoscopic distal pancreatectomy was performed in 1994 (2).
pancreatectomy (LDP) is commonly performed Laparoscopy is becoming preferred method

in malignant or potential malignant lesions,
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especially in distal lesions with the advantage of
does not require any reconstructive procedure
contrarily to head lesions (3). On the other hand,
minimal invasive resections are still limited due
to retroperitoneal localization of pancreas, close
adjacency to major vascular structures and the
need for experienced surgical team in advance
Laparoscopy. Approximately 20% of the distal
pancreatectomies are performed
laparoscopically in USA in 2015 (4,5).
Performing distal pancreatectomy  with
laparoscopic method provides significant
advantages of less morbidity, shorter
hospitalization, less wound problems and clear
imaging of the anatomic structures during
surgery (6).

In this study, we present surgery and
follow-up results of patients undergoing LDP.

MATERIAL and METHODS

Data from 15 patients who underwent
laparoscopic distal pancreatectomy for pancreas
tumor between January 2014 and January 2015
was retrospectively assessed. All procedures
performed in studies involving human
participants were in accordance with the ethical
standards of the 1964 Helsinki declaration and
its later amendments or comparable ethical
standards. Informed consent was obtained from
all individual participants included in the study.

Orginal Article

Demographic data, body mass index
(BMI), comorbidity, the American Society of
Anesthesiologist (ASA) score, the tumor
diameter, operation time, intraoperative blood
loss, postoperative morbidity and mortality,
hospitalization time, histopathological
diagnosis and follow-up time were recorded.

Preoperative evaluation of lesions and
their relationship with adjacent vascular
structures was performed by ultrasonography
(USG), computed tomography (CT) and
magnetic  resonance  imaging  (MRI).
Endoscopic ultrasonography is performed if
necessary.

Following incision from the umbilicus,
pneumoperitoneum (12 mmHg) was created
with carbon dioxide. 30° telescope was used for
the operations. Intraabdominal region was
explored. 3 or 4,5 mm trochars was placed into
abdomen under camera vision. Gastrocolic
ligament was opened using high-energy
instruments (Harmonic scissors, Ethicon, USA)
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along the major curvature of the stomach.
Retroperitoneum was dissected in inferior side
of the pancreas and pancreas was elevated with
blunt and sharp dissections. The splenic artery
and vein was revealed. Superior side of the
pancreas was dissected and the pancreas was
totally suspended. After the pancreas body and
tail sections were completely mobilized,
pancreas was divided by using an endoscopic
linear stapler (EchelonFlex™, Ethicon, USA)
min. 2 cm away from the tumoral lesion.
Splenic artery and vein were taken into the
stapler in splenectomy performed cases.
Kimura technique was applied by the pancreatic
minor vein and the arteries were clipped and cut
in spleen preserved ones. Specimen was placed
into an organ bag (Endobag™, Covidien, USA)
and was taken out via pfannenstiel mini-
incision. Fibrin tissue sealent (Tissel™, Baxter)
was sprayed to pancreatic stapling line and an
adsorbent drain was placed into the pancreas
stump.

Drain amylase detected 3fold higher
than simultaneous serum amylase is accepted as
pancratic fistula based on the criteria defined by
the international pancreatic fistula group (The
International Study Group of Pancreatic Fistula
(ISGPF) (7).

Statistical Analysis

Statistical analyses were performed using
Statistical Package for Social Sciences (SPSS)
for Windows version 21.0 (SPSS. Inc., Chicago,
IL) software. Mean = standard deviation for
parametric  values and median values
(minimum-maximum) for non-parametric data
were expressed.

RESULTS

Patient demographics, BMI, comorbidity,
tumor diameter and location and ASA scores
are presented in Table 1. Three patients had
hypertension (20%), two patients had type 2
diabetes mellitus (13.3%) and three patients
(20%) had both. Spleen was preserved in four
patients with Kimura technique. The median
tumor diameter was 40.4 mm (30-70 mm).
Tumor localization was observed at similar
rates in the pancreas body and tail (60% and
40%, respectively).

Table 1: Demographic data of the

patients and disease morphology
n
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Gender

F/IM 8 (53.3%) / 7 (46.6%)
Age (years) 60.4 +9.82
BMI (kg/m?) 29.6 +6.22
Comorbidity 8 (53.3%)
Tumor diameter (mm) 40.4 (30-70)
Tumor localization

Body 9 (60%)
Tail 6 (40%)
ASA 4 (26.6%) / 10 (66.6%)
1/2/13 /1 (6.66%)

BMI: Body mass index

Conversion laparotomy was necessary in Six
patients (40%). The conversion reason was
invasion of the adjacent vascular structures in
two patients and hemorrhage was in four
patients (Table 2). The mean duration of
laparoscopic operations was 144.3 minutes
(160-210). During the postoperative follow up
period, acute neurologic infraction was seen in
one (6.66%) patient and treated with medical
treatment. Pancreatic fistula was detected in two
(13.3%) patients, both was Grade A. An
approximate daily drainage was 50-100 cc. First
patient was discharged at postoperative 11"
days and the second was 15". Both patients
were discharged with drains. The patients were
requested to record daily drainage amounts and
checked every week. The fistulas were closed
on postoperative 30" and 45" days. No
mortality occurred during the postoperative
period.

The final histopathologic examination
revealed ductal adenocarcinoma in five cases
(33.3%), mucinous cystadenoma in eight cases
(53.3%) and serous cystadenoma in two cases
(13.3%) (Table 3). Surgical margins were
negative in all malignant patients and they
underwent adjuvant chemotherapy program.
The mean number of the lymph nodes was 6 (2-
12).

Table 2: Operative and post operative
follow up data

n
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Operationtechnique
Laparoscopy 9 (60%)
Conversion 6 (40%)

Operation time (minutes) 144.3 (110-210)

Morbidity 3 (20%)
Mortality

Pankreatic Fistula 2 (13.3%)
Hospital stay (days) 6.8 (4-15)

Follow-up time (month) 22 (12-36)

The mean duration of follow-up was 22 months
(12-36 months). In long term follow up, one
patient (6.6%) died due to distant metastasis at
the postoperative 14" month. No metastasis or
local recurrence was detected in the other
patients (Table 2).

Table 3: Histopathologic examination of
the specimens

Pathological diagnosis

Ductal Adenocarcinoma 5 (33.3%)

Mucinous Cystadenoma 8 (53.3%)

Serous Cystadenoma 2 (13.3%)

Lymph Node 6 (2-12)
DISCUSSION

Pancreatic ductal adenocarcinoma is the 5"
leading cause of mortality associated with
cancer and the rate of 5-year survival is only 6%
after diagnosis (8). In case of pancreas cancer,
the only potential curative treatment choice is
surgery. Approximately 20% of the pancreas
cancers are located in the body and tail.
Presence of non-specific symptoms at early
stages of disease leads to late diagnosis and at
the time of diagnosis, 80% of the patients have
unresectable disease due to metastasis or major
vascular invasion (9,10).

Pancreatic cystic tumors which have
premalignant potantial should be resected to
avoid cancer progression. The prevalence of
pancreatic cystic tumors is 2.5%, which
increases with age and reaches 10% after 7t
decade (11). They are divided into subgroups as
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serous cystadenoma (SCA), mucinous cystic
neoplasia (MCN), intraductal papillary
mucinous neoplasia (IPMN) and solid
pseudopapillary neoplasia (SPN) with the
prevalence rates of IPMN (38%), MCN (23%)
and SCA (16%) (12). The malignancy risk was
approximately 17% for MCN, 45% for IPMN
located in the main ductus, and <1% for SCA
(11). Because they have malignancy potential,
surgical resection is important for MCN and
IPMN (13). Because small-diameter serous
cystadenomas have low malignancy potantial,
they can be followed up. On the other hand,
serous cystadenomas with large diamater
should be resected (12). Eight patients were
operated for mucinous cystadenoma in our
study.

Orginal Article

In patients with suspected malignancy,
regional lymph nodes should also be dissected
along with distal pancreatectomy. Some authors
suggest splenectomy in these cases to be able to
resect adequate lymph node dissection. On the
other hand, growing interest in splenic
immunological function has led surgeons to
perform distal pancreatectomy with spleen
preservation. This can be performed either by
preserving the splenic vessels as in Kimura
technique or by resecting them as in Warshaw's
technique relying on the blood inflow through
the short gastric vessels. Lymph nodes should
be dissected along the splenic vessels in Kimura
technique  applied patients.  Warshaw's
technique has advantages of  lower
intraoperative blood loss, shorter operative
time, reduced hospital stay and a lower
complication rate. In cases of distal
pancreatectomy with or without splenectomy,
no significant differences were detected with
respect to major complications ie, pancreatic
fistula with similar rates (14). However, in
patients with preserved spleen, perioperative
infection and hospitalization durations were
reported to be reduced (14). Spleen was
preserved in our 4 patients. Splenectomy was
performed in the other ones due to close
adjacency of the lesion to spleen hilus or
bleeding from the spleen capsule.

Laparoscopy has  well  known
advantages to open surgery and localization of
the pancreatic lesion, malignancy and tumor
diameter are not limiting factors for
laparoscopic procedures (15). Operation times
of laparoscopic distal pancreatectomy were
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reported shorter, equal or longer when
compared to open surgery (15). Variability in
operation times was explained by surgical
experience (16). The mean operation time was
144.3 minutes (60-210) in our cases, which was
consistent with the literature data (15). The
conversion rate was reported to be 0-33% in
literature (17). Obesity, adhesions, large and
proximally located tumors, difficulty in
localization  of  intraoperative  lesions,
hemorrhage or margin positivity were the
reported reasons to conversion. Local fibrosis
and inflammation can  reduce tumor
mobilization in case of malignant lesions,
located in the pancreas tail and complicate
dissection in this region (18). We observed a
conversion rate of 40% in our trial. Conversion
reasons were hemorrhage or invasion of
adjacent vascular structures in our cases.

Following laparoscopic distal
pancreatectomy, morbidity was reported at an
approximate rate of 26-40% (19). In our study,
we detected a morbidity rate of 20%. Pancreas
fistula occurs as a result of the failure in closure
of the pancreatic ductus. Fistula rates have been
reported distinctly between studies due to
differences in  fistula  definition and
classification. Some studies were accepted
fistula in only intervention required cases. Thus,
the International Study Group on Pancreatic
Fistula (ISGPF) made a definition and
classification (7). Pancreatic fistula rates were
reported to be similar following laparoscopy
and open surgery, ranging between 13% and
50% (19,20). There were no differences
between suture and stapler use in pancreas
stump in some studies (21). However, the others
reported potantial effect of stapler using in
preserving fistula formation especially 2.5-mm
stapler than 4.5-mm (21). In our cases, we used
stapler routinely for dividing the pancreas
however fistula developed in 2 patients. In case
of fistula occurrence, up to 90% of the patients
can achieve recovery with conservative
approaches as in cases (22). Patients, who are
refractory to medical treatment, may require
radiologic drainage, and they may rarely need
surgery (22). In some studies, somatostatin
analogues were claimed to prevent fistula
development (22,23). Somatostatin analogues
were particularly recommended for patients
with soft pancreas tissue, small-diameter
pancreatic ductus and marked intraoperative

Adressforcorrespondence: Bursa Yukseklhtisas Training and Research Hospital Department of General surgery, Bursa - Turkey

e-mail: hmurat.cayci@gmail.com
Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi


http://www.actaoncologicaturcica.com/

ACTA
ONCOLOGICA
5 TURCICA

blood loss (23).

Hospitalization in laparoscopic resected
patients is shorter in most literature and was
reported as 6-27 vs. 5-22 days following open
and laparoscopic resections, respectively
(15,17,19). In our trial, mean hospitalization
time was 6.8 days.
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Surgical outcome of LDP is similar to
open. Positive surgical margins were reported
as 0-26% vs. 0-27%, dissected lymph nodes
were 6-14 vs. 9-17, primary tumour diameters
were 2.5-3.3 vs 3-7.7 ¢cm. spesimen lengths
were 7.7-9.4 vs. 9.4-10 cm. in LDP and open
distal pancreatectomy respectively. (15,19,20).
Various reports had showed that small tumour
size is a selection bias for laparoscopic
procedures (19,20). In our patients; mean
tumour diameter is 40.4 (30-70) mm and mean
count of dissected lymph nodes is 6 (2-12).
Long-term oncologic outcomes of LDP in
malignant cases is also similar to open. Average
3 years survival was reported as 36% and a
median survival time was 15-23 months (24).
The average follow up period is 22 months (12-
36) in our study. Only one patient with ductal
adeno carninoma had died in post-operative 14™
month due to distant metastasis occured after
surgery. The other patients under follow up
period are still disease free.

Mortality has been reported as <1% in
LDP cases (19,20). No operation related
mortality was observed in our patients.

CONCLUSION

Having experience on advanced laparoscopic
methods is determinant in laparoscopic distal
pancreatectomy. LDP is adopted as an effective
and safe, standard procedure in benign lesions.
However, in malignant patients, the place of
laparoscopy will be clearer upon prospective
randomised studies.
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The clinicopathological characteristies of the patients with solid
pseudopapillary tumor of the pancreas

Pankreasin solid psodopapiller tiimorlii hastalarin klinikopatolojik
ozellikleri

Yakup Bozkaya, Nuriye Yildirrm Ozdemir, Mutlu Dogan, Efnan Algin, Ozan Yazici, Oznur Bal, Nurullah
Zengin

Ankara Numune Egitim Ve Arastirma Hastanesi, Tibbi Onkoloji Klinigi, Ankara

Dergiye Ulasma Tarihi:29.11.2016 Dergiye Kabul Tarihi: 10.05..2017 Doi: 10.5505/a0t.2017.53824

OZET
GIRIS ve AMAC: Bu calismada klinigimizdeki pankreas solid psodopapiller timorlii (SPT) hastalarin klinik
verileri esliginde tedavi ve takip uygulamalari ile bunlarin sonuglari tartisiimstir.
YONTEM ve GERECLER: Eyliil 2005- Ocak 2016 yillar1 arasinda klinigimizde SPT tanis1 alan 12 hastanin
klinik ve patolojik parametreler, aldiklar1 tedaviler ve uzun siireli takip sonuglari agisindan degerlendirildi.
BULGULAR: Hastalarin 2/3°1i kadin ve median yas 39.5 (aralik 19-71) idi. Primer tiimoriin en sik yerlesim yeri
(58.3%) pankreas kuyruk kesimi idi. Cerrahi tedavi olarak 7 hastaya distal pankreotektomi, 4 hastaya Whipple, 1
hastaya ise total pankreatektomi uygulanmisti. Ortalama tiimor boyutu 8.4 ¢cm (4-15) olarak saptandi. 3 hastada
perindral invazyon (PNI) ve 2 hastada lenfovaskiiler invazyon (LVI) saptandi. Ug hasta malign SPT olarak
dusunuldu ve bu hastalardan birine adjuvan kapesitabin kemoterapisi sonrasi adjuvan radyoterapi verildi. Geriye
kalan iki hastaya ise adjuvan gemsitabin kemoterapisi verildi. Medyan genel ve hastaliksiz sagkalima ulagilamadi.
Medyan takip stiresi 25.1 ay (1.9-84.1 ay) idi ve takiplerde 3 (25%) hastada niiks meydana geldi.
TARTISMA ve SONUC: Pankreasin SPT'inde lenf nodu tutulumu, LVI, PNI, ileri yas ve erkek cinsiyet kotii
prognostik faktorler olabilir. Bu hastalarda kemoterapi ve/veya radyoterapi diistiniilebilir. Ancak SPT'de kotii risk
faktorlerinin belirlenmesi ve kotii risk grubundaki hastalarda adjuvan tedavinin yerini belirleyebilmek igin
prospektif klinik ¢aligmalara ihtiyag vardir.
Anahtar Kelimeler: Pankreasin psddopapiller tiimorii, malign psédopapiller tiimor, pankreatektomi, gemsitabin

ABSTRACT
INTRODUCTION: In this study we aimed to evaluate the follow up and treatment modalities along with the
results of the patients with pancreatic pseudopapillary tumors (SPT)
METHODS: We evaluated the clinical and pathological parameters, treatments and long-term follow-up results
of 12 patients diagnosed with SPT between 2005 and 2016 in our clinic.
RESULTS: Two thirds of patients were female and median age was 39.5 years (range 19-71). Pancreatic tail
(%53.8) was the most common site for tumor localization. Distal pancreatectomy (n=7), Whipple surgery (n=4)
and total pancreatectomy (n=1) were the surgical procedures. Mean tumor diameter was 8.4 cm (range= 4-15 cm).
We identified perineural invasion (PNI) in 3 patients and lymphovascular invasion (LVI) in 2 patients. Three
patients received adjuvant radiotherapy following 6 cycles of adjuvant chemotherapy since they were considered
as malign SPT. Two of them received 6 cycles of gemcitabine whereas the other one was 6 cycles of capecitabine
as adjuvant chemotherapy. Median overall and disease-free survival were not reached. Only 3 (25%) patients
relapsed at a median follow-up of 25.1 months (range= 1.9-84.1).
DISCUSSION AND CONCLUSION: We consider that nodal involvement, LVI, PNI, advanced age and male
gender might be poor prognostic factors in SPT. Ajuvant chemotherapy and/or radiotherapy might be considered
for these patients. However, we need prospective clinical trials to determine poor risk factors and the treatment
modalities for the patients with poor prognistic factors.
Keywords: Pancreatic pseudopapillary tumor, malign pseudopapillary tumor, pancreatectomy, gemcitabine
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Giris

Pankreasin kistik lezyonlar1 sik goriilmekle
birlikte ¢ogunlugunu psddokist ve retansiyon
kisti olusturmaktadir. Kistik lezyonlarm %10-
15 kadann ise kistik neoplazilerdir (1).
Pankreasin solid psddopapiler tiimorii (SPT),
oldukga nadir goriilen diisiik malign potansiyele
sahip bir tiimordiir. Daha c¢ok 20-40 yas
arasindaki  kadmnlarn  etkilemektedir  (2).
Asemptomatik  olduklar1  gibi  dispeptik
yakinmalar, erken doygunluk, bulanti, kusma
ve abdominal kitle bagvuru semptomlari olabilir
(3,4).

Radyolojik goriintiilemelerde
genellikle iyi smirli, solid, kistik ve
kalsifikasyon iceren bir kitle olarak karsimiza
cikmaktadir [5]. Tan1 ¢ogunlukla postoperatif
olarak konulmaktadir. Temel tedavisi cerrahi
olup hastalarin %95 inden fazlasinda kiir
saglanmaktadir (6,7). Bu caligmada
klinigimizde pankreas SPT’li 12 hastanin klinik
verileri esliginde tedavi ve prognozlari
degerlendirildi.

Gere¢ ve Yontem

Eyliil 2005- Ocak 2016 tarihleri arasi
Ankara Numune Egitim ve Arastirma Hastanesi
Tibb1 Onkoloji klinigine bagvuran 639 pankreas
malignite tanist1 almisg hastalarin  dosyasi
retrospektif olarak incelendi. Histopatolojik
olarak pankreas SPT tanis1 almms 12 hasta
caligmaya dahil edildi.

Hastalarin  yas, cinsiyet, basvuru
semptomu, performans durumu gibi klinik
parametreler, tiimor c¢api, lenfovaskiiler
invazyon (LVI), perinéral invazyon (PNI), lenf
nodu metastazi gibi patolojik parametreler ve
aldiklar1 tedaviler agisindan degerlendirildi.
Performans durumunu degerlendirmede Eastern
Cooperative Oncology Group Scale (ECOG)
performans skalasi, evreleme Diinya Saglik
Orgiitii 2010 (WHO-2010) tiimér smiflamasina
gore yapildi.

Hastalarin yasam durumlar1 hem hasta
dosyalarindan hem de Tiirkiye Cumhuriyeti
Merkezi Niifus Idare Sistemi kayitlarindan
kontrol edilerek tespit edildi.

Bulgular
Toplam 639 pankreas maligniteli
hastanin 12'sinde (1.8%) SPT tespit edildi.
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Hastalarin klinikopatolojik 6zellikleri tablo 1 de
Ozetlenmistir. Hastalarin 2/3’1i kadin ve median
yas 39.5 (19-71) idi. En sik bagvuru semptomu
karm agris1 (58.3%) olmakla birlikte 2 hastada
(16.7%) rutin inceleme sirasinda insidental
olarak saptandi. Daha 6nceden en az komorbid
bir hastaliga sahip hastalik oran1 66.7% (n=8)
ve komorbid hastaliklar i¢cinde en sik (50%,
n=4) diyabetes mellitus saptandi. Tani
doneminde performans skoru 75% hastada 0-1
idi. Primer tiimoriin en sik yerlesim yeri
(58.3%) pankreas kuyruk kesimi idi. Biitiin
hastalarda tan1 Oncesi karsinoembriyonik
antijen (CEA) ve karbonhidrat antijeni 19-9
(CA19-9) normal olarak bulundu. Cerrahi
tedavi olarak 7 hastaya distal pankreotektomi
(5'i splenektomisiz, 2'si splenektomi) 4 hastaya
Whipple, 1 hastaya ise total pankreatektomi
uygulanmigti. Ortalama tiimor ¢api 8,4 cm (4-
15) olarak saptandi.

Cerrahi tedavi esnasinda 8 hastada lenf
nodu disseksiyonu yapilmist1 ve bu hastalarin
sadece birinde lenf nodu metastazi saptandi.
Histopatolojik degerlendirmede, 3 hastada
perinoral invazyon (PNI) ve 2 hastada
lenfovaskiiler invazyon (LVI) bulundu. Ug
hasta malign SPT olarak dusunuldu ve bu
hastalardan birine adjuvan oral kapesitabin
kemoterapisi sonrasi1 adjuvan radyoterapi
verildi. Geriye kalan iki hastaya ise adjuvan
gemsitabin kemoterapisi verildi.

Medyan takip siiresi 25,1 ay (95% ClI,
1.9-84,1 ay) ve medyan genel ve hastaliksiz
sagkalima ulagilamadi. Takiplerde 3 (25%)
hastada niiks meydana geldi. Niiks gelisen
hastalarin medyan yas1 61 ve bu hastalarin 2’si
tant doneminde PNI ve LVI olan erkek
hastalardi. Yine takiplerde 3 hasta oldi.
Bunlarda biri SPT disi nedenlere bagli diger 2 si
ise (strasiyla niiks tarihinden 6 ve 10 ay sonra)
SPT nedeniyle meydana geldi.

Tartisma

Pankreasin SPT biitiin kistik pankreas
timorlerin %3 {inli ve egzokrin pankreas
tiimorlerin ise yaklasik %1-2 sini olusturan
nadir goriilen timorlerdir (8,9). SPT biitiin yas
grubunda goriilebilmesine karsin en sik geng
yas (ortalama 27) gruptaki kadinlar etkilemekte
ve kadin/erkek orami yaklasik 8:1 olarak
bulunmustur (10). Merkezimizde de SPT
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hastalik ~ orammz  1.8%  ile  Onceki
caligmalardaki oranlara benzer olarak bulundu.
Bizim vaka serimizde kadin hasta sayis1 daha
fazla olmakla birlikte Onceki c¢alismalara
nazaran kadm/erkek oranm1 (K/E=2) daha
diisiikti.

Solid psodopapiller tiimérlii hastalar
genellikle karin agrisi, bulanti kusma ile daha az
siklikta sarilik ve hematemez sikayetiyle
bagvurabildigi gibi herhangi bir semptom
olmadan asemptomatik olarak da bagvurabilir
(11,12). Tan1 doneminde ortalama timor ¢api
9.5 cm olarak saptanmakla birlikte non-spesifik
semptomlar veya asemptomatik hastalik olmasi
nedeniyle 30 cm’ye varan boyutlarda karsimiza
¢ikabilmektedir (9,13). Calismamizda yapilan
diger calismalara benzer sekilde hastarin 58.2%
sinde non-spesifik olarak karin agris1 vardi ve
asemptomatik hastalik oram1 16.7% idi.
Ortalama timér ¢apt 8,4 cm ile yine diger
caligmalara benzer olarak bulundu.

Lokalizasyon olarak SPT genellikle
pankreas kuyruk kesiminde iyi sinirh kapsiille
cevrili bir tiimoral yap1 olarak karsimiza
cikmaktadir (14). Hastalar pankreasta yerlesim
gosteren izole bir kitle ile bagvursa da bazi
hastalarda dagimik c¢ok sayida kitlesel yapi
goriilebilmektedir (15). Calismamizda en sik
(58.3%) pankreas kuyruk kesiminde ve biitlin
hastalarin tan1 doneminde pankreasta izole tek
kitlesi vardi. SPT igin spesifik herhangi bir
timor markirt mevcut olmamakla Dbirlikte
genellikle CA 19-9 ve CEA normal diizeylerde
saptanmaktadir (3,10). Biitiin hastalarimizda
benzer olarak CEA ve CA19-9 seviyeleri
normal sinirlarda saptandi.

SPT diislik malignite potansiyeli olmasi
nedeniyle tant doneminde yaklagik 85%’i
pankreasa sinirli iken geriye kalan 10-15%
kadar1 ise metastaz ile bagvurmaktadir. En sik
metastaz bolgeleri ise karaciger, bolgesel lenf
nodlar1, omentum ve peritondur (16). Hem lokal
hem de metastatik hastalik grubunda temel
tedavi cerrahidir. Tiimor yerlesim yerine gore
pankreatoduodenektomi veya distal
pankreatektomi + splenektomi yapilmaktadir.
Daha radikal cerrahiler veya genis lenf nodu
disseksiyonu lokalize hastalik durumunda
genellikle Onerilmez. Bizim serimizde de tiim
hastalara radikal cerrahi yapilmasinin yani sira
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8 hastamizda lenf nodu disseksiyonu yapilmisti.
Bunlar arasinda sadece bir hastada lenf nodu
metastaz1 saptandi. Bu hasta grubunda lenf
nodu metastaz oram diisiik saptanmasi
nedeniyle genis lenf nodu disseksiyonu
Onerilmeyebilir. Ancak vaka sayimizin az
olmasi nedeniyle bu konuda genis hasta
sayistyla prospektif c¢aligmalarin yapilmasi
uygun olacaktir.

Lokal ileri unrezektabl olan hastalarda
tiimorii kiigliltmek ve sonrasinda cerrahi tedavi
yapmak icin gemsitabin ve radyoterapinin
etkinligi birkag¢ caligmada gosterilmistir (17-
19). SPT’nin tedavisinde adjuvan kemoterapi
ve radyoterapinin rolii acik degildir. Hasta
serimizde kotii prognostik faktdr olarak lenf
nodu tutulumu ve PNI ile LVI tutulum olan bir
hastamizda kapesitabin  sonrast1  adjuvan
radyoterapi  verildi ve takiplerde niiks
gelismedi. Malign ozellikler tasiyan diger iki
hastamiza adjuvan tedavi olarak sadece
gemsitabin verildi ancak takiplerde niiks gelisti.
Yapilacak daha yiiksek sayili hasta igeren
caligmalar bize niiks agisindan daha riskli bir
grup tanimlayabilir ise adjuvan tedavi verilecek
bir alt grup belirlenmesi miimkiin olabilir.

Malign ozellikler daha ¢ok erkek ve
yasli hastalarda goriilmektedir (20). PNI ve LVI
ve pankreatik dokularin derin invazyonu
malignite ve cerrahi tedavi sonrasi niiks ile
iliskilidir (20-22). Kang ve arkadaslarinin 33
hastada yaptig1 retrospektif caligmada timor
capinin 5 cm’nin {izerinde olmasi tek degiskenli
analizde malign potansiyel i¢in anlamlh
raporlanmistir (21). Takiplerde niiks gelisen 3
hastamizda tan1 doneminde medyan yas 61, 2 Si
erkek ve 2 hastanin histopatolojilerinde LVI ile
PNI mevcuttu. Malign potansiyel sahip 3
hastamizin timdr c¢apt 5 cm iizerindeydi
(swrastyla  7,8,15 cm). Mevcut verilerimiz
literatiir ile tamamen uyumlu idi.

Sonug olarak pankreasin SPT'inde lenf
nodu tutulumu, LVI, PNI, ileri yas ve erkek
cinsiyet kotli prognostik faktdrler olabilir. Bu
hastalarda kemoterapi ve/veya radyoterapi
distintilebilir.  Ancak SPT'de koti risk
faktorlerinin  belirlenmesi ve kot risk
grubundaki hastalarda adjuvan tedavinin yerini
belirleyebilmek  igin  prospektif  klinik
caligmalara ihtiyag vardir.
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Tablo 1. Hastalarin klinikopatolojik 6zellikleri
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Cikar Catismasi: Yok

Klinik Ozellikler Hasta Sayisi
(%)
Yas
Medyan (y1l) 39.5
Min - Max 19-71
Cinsiyet
Kadin 8 (66.7)
Erkek 4 (33.3)
Semptom
Karn agris1 7 (58.4)
Bulanti-kusma 1(8.3)
Sarilik 1(8.3)
Ishal ve kilo kayb1 1(8.3)
Asemptomatik 2 (16.7)
Komorbidite
0 4 (33.3)
1 5 (41.7)
>2 3(25)
Lokalizasyon
Bas 4 (33.3)
Govde 1(8.3)
Kuyruk 7 (58.4)
Boyut (ortalama,cm) 8.4 (4-15)
Perinéral Invazyon 3 (25)
Lenfovaskiiler Invazyon 2 (16.7)
Cerrahi tedavi
Distal pankreatektomi+/- splenektomi 7 (58.4)
Pankreatikoduodenektomi 4 (33.3)
Total pankreatektomi 1(8.3)
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The depression and related factors among cancer patients and their family
caregivers in Turkish Population

Tiirk Toplumunda kanserli hastalar ve yakinlar arasindaki depresyon ve
depresyonla iliskili faktorler
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OZET
GIRIS ve AMAC: Kanserli hastalar arasinda depresyon oram %29 olarak bildirilmistir. Depresyon varligi, hem
hastay1, hem de hastaya bakmakla yiikiimlii aile liyelerini olumsuz yonde etkiler. Bu ¢alismada, kemoterapi alan
hastalar ve onlara bakmakla yiikiimlii yakinlarinda depresyon varligini, sosyo-demografik faktorler ve giinliik
aktivitelerin depresyonla iliskisini degerlendirdik.
YONTEM ve GERECLER: Toplam 302 kanser hastas1 ve 302 yakinini inceledik. Depresyonu Beck Depresyon
Envanteri (BDE) ile degerlendirdik. Depresyon i¢in sinir degeri 17 olarak kabul ettik ve depresyonla iliskili sosyo-
demografik 6zellikleri analiz ettik.
BULGULAR: Depresyon skorlar1 hasta grupta yakinlarina gore daha yiiksekti (12,5 ile 8). Hastalig1 yeterince
bilmeme, giinliik sosyal aktivitelerde kisitlilik, hem hasta hem yakinlarinda depresyon varlig: ile iliskiliydi.
Korrelasyon analizi ile hasta yakinlarinda, egitim seviyesi, is durumu, aylik gelir depresyonla ters orantil iken,
hastanin hastaligini bilme, depresyonla iliskiliydi. Hastalar i¢in ise, semptom varlig, aile ziyaretleri, depresyonu
predikte eden faktorlerdi. Bununla beraber, hasta yakinlari i¢in aile ziyaretleri ve aylik gelir depresyonu predikte
eden bagimsiz faktorler olarak bulundu.
TARTISMA ve SONUC: Hem hasta, hem de yakinlarinda kiiltiirel farkliliklar bazinda depresyonu predikte eden
faktorleri tesbit etmek, tedaviye yardimer olacag gibi hayat kalitelerinin de artmasina yardimei olacaktir.
Anahtar Kelimeler: depresyon, kanser hastasi, bakim veren aile iiyesi, Beck depresyon envanteri, depresyon
skoru

ABSTRACT
INTRODUCTION: Depression has been reported as 29% in frequency among cancer patients. The presence of
depression negatively effect both the patients and their family member who provide the care the patients. In the
present study we evaluated the presence of depression in cancer patients receiving chemotherapy and their
caregivers and the relatioship between socio-demographical factors and daily social activities with depression.
METHODS: Totally,302 cancer patients and 302 family caregiver of them were evaluated. Depression was
analyzed with Beck Depression Invantery(BDI). The cut-off value for depression was 17 and the socio-
demograpfical factors related with depression were analyzed.
RESULTS: Depression scores was higher in patients then their caregivers(12.5vs8). Insufficent information about
disease and rare social activities were related with depression for both cancer patients and their caregivers. By
correlation analysis, educational level, occupational status and income were inversely related with depression but
the knowing the the diagnosis of the patients by caregiver was positively related with depression. The presence of
symptom and family visit were independent predicting factor for depression of patients. On the other hand family
visit and income were important independent factors for caregiver depression.
DISCUSSION AND CONCLUSION: Findings of the predicting factor of depression for both patients and their
caregiver according to culturel diversity may help treatment management and improve the quality of the life.
Keywords: depression, cancer patients, family caregiver, Beck depression score, depression score.
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Introduction

Depression and anxiety are common psychiatric
problemsin cancer patients (1). Patients with
cancer experience a high disease load together
with increased severity of disease as well as
functional decline due to progression of their
disease (2). In a meta-analysis included 70
studies, depression rate was reported as 16.3%
with the 6.3% of them was major depression (3).
For palliative care patients this rate increases up
to 24.6-30% (4). Major depression rate was
reported in the range of 5% to 30% among
cancer patients. The diversity for several studies
related with different diagnostic criteria and
interview types have been used. By clinical
interview, questionnaires and  self-report
guestionnaires with variable cut-off value
depression can be diagnosed. Beck Depression
Inventory (BDI) is specific for depression, it is
a 21-item, self-report rating inventory that
measures characteristic attitudes and symptoms
of depression (5)

Patients with cancer and comorbid
depression have worse anxiety, worse symptom
like pain, fatique, poor adherence to treatment,
impaired  physical, social and family
functioning than other cancer patient without
combined depression(1,6). Personal history of
depression, being alone, low-socioeconomic
status, lack of social support, type of cancer,
advanced stage, uncontrolled physical
symptoms, the presence of treatment toxicity
and comorbiditieshave been reported as
predictor factors for depression (4). To diagnose
and management of depression which is linked
with poor quality of life and shortened survival
is important (7).

The diagnosis of cancer is recognized as
chronic stressor not only for patients and also
for their caregivers and effects negatively their
psychological, social and economic status (8).
Informal caregiver as family members provide
care to cancer patients. Caregivers had been
reported that higher depression score compared
the age matched general population (8). Studies
have shown that the rate of distress and
psychiatric disorders among family caregiver
were similar to those of the patients (9).
Depression moods of carers of cancer patients
was reported up to 70% (10). While younger
age caregivers had higher depression score,
relationship between gender, educational status,
marital status and depression was contradictory
(11). A few studies have addressed depression

Orginal Article

116

and the relationship  between  socio-
demographical features of cancer patients and
their family caregivers. To evaluate the factors
predictors for depression of both cancer patients
and their caregiver is important to allow more
effective palliation and to improve survival of
the patients.

Turkish family units are important in
traditionally. People might feel responsible for
looking after their family. The extended family
included grandfather, grandson and their wives
and the nuclear families included husband,
wives and children are common in Turkey (12).
One of the family member who lives with
cancer patients takes all responsibility in
diagnosis, treatment, follow-up and care of the
patients. While generally family caregivers
want to know diagnosis and decide treatment of
the patients, they don’t want patients to know
all  diagnosis and  treatment  detail
sopsychological and social load of caregivers
increase. Inhere we evaluated whether any the
difference between depression scores of the
patients and their caregivers. Furthermore we
analyzed also any socio-demographic features
or to know diagnosis abilty of affect the
depression scores. Regular physical activity is
not habit for our population. On the other hand
traditionally family, friend or neighbor visits are
frequent. We evaluated also frequency of the
daily social activities of both patients and their
caregivers and their relationship between
depression scores.

Material and Methods

This is prospective cohort study of the case and
performed between April 2016 September
2016. Totally 302 cancer patients who had been
treated in outpatient chemotherapy unit of
Haydarpasa Numune Education and Research
Hospital in Istanbul and 302 caregivers of these
patients were included. To be eligible for his
study, patients had to have cancer and who had
been treated with chemotherapy in our unit.
Patients lived together with family members
who  weretheir  primary  caregiverswere
included. Patients and their caregivers
completed BDI quesitionnarse at the same time
if they had no concurrent malignancy. Subjects
need to be understand or communicate for the
content of the questionnaireand had no
cognitive disorders and were older than 18 years
of age and they could read and understand
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Turkish.The participation was voluntary but all
subjects provided informed consent for
participation the study. After the questionnaires
were completed, they were evaluated by one
oncologist and one psychologist. Before
begining the study, the permission from local
ethical comittewas obtained.

Demographic datas including the age,
gender, place of birth, marital status, education
level, income, emplyoment status, presence of
chronic or psychiatric disease were recorded for
both patients and their caregivers. The cancer
type, stage of the disease and treatment
modalities  were  obtained from the
patients’files. The daily social activities of
subjects included visit of family members,
neighbourhoud or friends, watcing television,
having a picnic, going to cinema, eating out,
shopping, going to holiday, walking together or
shopping were queried. The number of daily
activities which were performed by both
patients and their caregivers were classified as
none, 1-3, 4-6, 7-8 and 9-10.

Subjects were completed the Beck
Depression Inventory (BDI) which is a 21-item,
self-report rating inventory that measures
characteristic attitudes and symptoms of
depression (5). It takes approximately 10
minutes to complete, fifth — sixth grade reading
level to adequately understand the questions
(13). Turkish version of BDI which was pointed
as reliable and valid for outpatient clinic by
Hisli was used for our subjects (14). All items
are scaled as 0-3. After subjects completed the
guestionnaire, thescore for each of the twenty-
one questions by counting the number to the
right of each question they marked were added.
The range of the total test was 0-63. The
depression was classified as normal if the total
score was between 0-10, 11-16 was minimal,
17-20 was borderline, 21-30 was intermediate,
31-40 was severe and >40 was exterme
depression. The depression score of 17 as a cut-
off point was used to diagnose the depression.
If the depression scores was between 0 and 16,
it was accepted as normal, depression was
diagnosed when the total score was >17.
Internal consistency for the BDI ranges from .73
to .92 with a mean of .86. (15). The BDI
demonstrates high internal consistency, with
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alpha coefficients of .86 and .81 for psychiatric
and non-psychiatric populations respectively
(15).

Statistical Analysis: Statistical analyses were
performed using SPSS 17.0 (SPSS Inc.,
Chicago, IL, USA) software. The relationship
between the presence of depression and socio-
demographical factors were analyzed by the
chi-squared test and Fisher’s exact
test.Furthermore we analyzed any relationship
between depression score and  socio-
demographical  factors and  daily-social
activities of all subjects by Sperman correlation
test. The comparison of the depression scores of
patients and their caregiver was analyzed by
Mann-Whitney U-test. Factors found to be
significant by chi-square were also examined
with logistic regression analysis to determine
predictive factors for depression.The 95%
confidence (Cl) was used to quantify the
relationship between survival time and each
independent factor. All p values were two-sided
in tests and p values less than or equal to 0.05
were considered to be statistically significant.

Results

Totally 604 subjects, 302 of them cancer
patients and 302 were their caregiver were
included the study. The median age of the
patients and caregivers were 54 and 42 years
respectively. Over the 60% of the patients and
48.7% of caregivers were female. Although
over 95% of all subjects were placed in Istanbul,
birth place of only 21.9% of the patients and
41.7% of the caregiver was Istanbul.
Aproximately one third of subjects were lived
with spouse and children as nuclear family.
Nearly 10% lived with extentded family and
1.7% of patients lived alone. Most of the subject
graduated from primary or high school. 52% of
the patients and 32% of the caregiver were
unemployed. Nearly 95% of the patient knew
their disease. Caregiver of patients were spouse
(43.2%), children (44.9%), mother or father
(3%) or sister (9%). Table 1 shows the socio-
demographic features of both patients and their
caregivers.
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Table 1: The socio-demographic characteristic of the patients and patient caregivers
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Patients
Patients caregiver
Number % Median Range Number % Median Range
Age 54 27-84 42 16-76
Beck depression score 12.5 0-50 8 0-50
Gender
female 188 62.3 147 48.7
male 114 37.7 155 51.3
Place of residence
Istanbul 291 96.4 296 98
out of Istanbul 11 3.6 6 2
Birth place
Istanbul 66 21.9 126 41.7
out of Istanbul 236 78.1 176 58.3
Household
composition
spouse-children 231 76.5 194 64.8
Mother-father 5 1.7 51 16.9
Only mother or father 7 2.3 9 3
Extended family 31 10.3 35 11.6
alone 5 1.7 2 0.7
spouse 11 3.6 9 3
children alone 12 4 2 0
Educational level
literate 58 19.2 13 4.3
primary school 164 54.3 125 41.4
high school 44 14.6 79 26.2
associate 12 4 18 6
university 23 7.6 54 17.9
graduate 1 0.3 13 4.3
Employement status
student 20 6.6
officer 6 2 28 9.3
self-emplyoment 30 9.9 79 26.2
worker 21 7 46 15.2
housewife 146 48.3 73 24.2
retired 86 28.5 49 16.2
unemployed 13 4.3 7 2.3
Income
none 97 32.1 78 25.8
<1000 65 21.5 47 15.6
1000-2000 113 37.4 119 39.4

>2000 27 8.9 58 19.2
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Marital status

single 10 3.3 60
married 250 82.8 226
widow 42 13.9 16
Chronic disease

present 72 23.8 43
absent 230 76.2 259
Psychiatric disease

present 19 6.3 12
absent 238 93.7 290
Does patient know his

dissease?

yes 286 94.7

no 16 5.3

Stage

1 11 3.6

11 53 17.5

11 108 35.8

v 130 43

Operation

present 194 64.2

absent 108 35.8

Radiation

present 74 24.5

absent 228 75.5

Symptom

present 91 30.1

absent 211 69.9

Family history

present 69 22.8

absent 233 77.2

Family caregiver

spouse 131
mother or father 9
child 135
sister 27
Beck categorical

values

normal 130 43 178
minumum 77 25.5 68
borderline 37 12.3 29
intermediate 42 13.9 18
severe 11 3.6 5
extreme 5 1.7 4
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The median depression scores were 12.5(0-50)
for patients and 8 (0-50) for their caregivers
respectively and this value was statistically
significant (p<0.001). Depression was more
frequent in patients with advanced stage disease
(p=0.02) and patients who didn’t know their
disease (p=0.02) and also performed infrequent
daily social activities (p=0.005). For patients
caregivers, low income (p=0.001), history of
psychiatric disease (p=0.03), rare social
activities (p=0.002) and sufficient
knowledgeabout the disease of patients
(p=0.03) were together with depression. Marital
status, household composition, family history of
malignancy for patients or caregiver position as
family member were not found related with
presence of depression. Table 2 shows the
relation between depression and socio-
demographical characteristics.

By using correlation analysis, stage of
the cancer was positively correlated with
depressionamong patients (p=0.005,
r=0.110).0n the other hand educational level
(p=0.005, r=-0.163), occupational status
(p=0.008,r= -0.153) and income (p=0.001, r= -
0.185) were inversely correlated with
depression among caregivers but the knowing
the the diagnosis of the patients by caregiver
was positively related with depression (p=0.03,
r=0.121).Table 3 the results of the related
factors with Beck depression scores.

The most common daily social
activities of Turkish populations were visit of
family, friends, neighbour, going to cinema,
eating out, having a picnic, shopping, watching
television, going to holiday, walking together
(Table 4). The number of daily social activities
of both patients and their caregiver were
classified as none, 1-3, 4-6, 7-8 and 9-10 and
table 5 shows this classification for both groups.

The presence of symptom (p=0.01) and
family visit (p=0.005) were independent
predicting factor for depression for patients. On
the other hand family visit (p=0.01) and income
(p=0.05) were important for caregiver
depressionby logistic regression analysis.
Discussion:

Cancer is life-threatening disease so
psychiatric ~ disorders like anxiety and
depression have been common among cancer
patients (16). The rate of the depression in
cancer patients is four times higher than general
population (17). The prevelance of depression
was reported as 3% to %38 in cancer patients
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and highest rate related with advanced stage,
disability, unrelieved pain (17). One meta-
analysis included 211 studies reported the
depression rate in cancer patients was 8% to
24% (18). This variabilities is caused by
depression was measured by different
instruments in different cancer types or stages
(19). BDI was assessed as screening method for
depression and it was considered favourable,
generalized and potantially useful across cancer
types and disease stage (20). Several reviews
reported that BDI has appropiate sensitivity and
specificity (19,20). BDI is easy for use and
quick to complete so we used this short test to
determine depression score of both 302 patients
and 302 their caregiver in the chemotherapy
unit when they came to take chemotherapy. The
median depression scores of patients were
higher in patients compared than their
caregivers (12.5 and 8 respectively). While
68.8% of the patients had depression, 18.6% of
the healthy caregivers had intermediate or
severe depression.  Although traditional
extended family still common in east part of
Turkey, one third of our patients live in nuclear
family in Istanbul so caregivers were mostly
spouse (43.2%) or children (44.9%).Several
factor have been reported as risk factors for
depression like younger age, low socio-
economical status, social isolation, past
depression, advanced stage disease, toxic effect
of chemotherapy regimen, presence of
symptom, functional impairment (21).While in
general population depression is more prevelant
in women, depression rates are similar in both
gender and age among cancer patients
(17).Over the 60% of the our patients and 48.7%
of caregiver were female and depression was
not different between male or female group.
Walker et al. screened depression in
21151 cancer patients (6). Major depression
was frequent in lung cancer, gynecological
cancer, breast, colorectal and genitourinary
cancer. Betweeen these groups younger age and
low social deprivation score were associated
with  more depression (6). And also
oropharyngeal cancer, pancreatic, breast and
lung cancer were reported more associated with
depression (17). Advanced stage disease, lower
performance, status have been reported to be
related with severity of depression (16,22).
Most of diagnosis in our patients were breast
(44.7%), gastrointestinal system(37.7%), lung
(5.3%), gynecological system (4%),
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genitourinary system (2.4%), head and neck
cancer (1.6%) and others in order of freqiuency.
Although there was a no difference between
cancer type and depression, advanged stage
were asociated with higher depression similar
the literature. Breast cancer is common in our
center and the prognosis of breast cancer is
relatively better than other cancer types so
depression was not different according to cancer
types with infrequently seen head and neck or
pancreatic cancer.

Different from us, Mitchell et al.
reported that depression was not different
between healthy control and cancer patients (3).
They didn’t investigate the effect of the
treatment, symptoms, work status and also they
analyzed depression 2 years after from the
diagnosis. We evaluated patients while taking
median 4 cycle of the chemotherapy after the
diagnosis so the negative effect of treatment
toxicity on depression was included. Salvo et al.
analyzed 1439 cancer patients and they reported
that 55% of at least mild depression. They found
that low performance, female gender, cancer
type such as lung cancer were significantly
associated with severe depression and pain was
not independent factor for depression (16).
Pscychological stress was reported as lower in
breast cancer patients who had a job (23).
Employed women had wider social enviroment
so more self confidence. Socioeconomic status
which was measured by annual income of
family was important in determining quality of
life of cancer patiens (23). In our study, 52% of
the patients and 32% of the caregiver were
unemployed, but neither emplyoment status nor
the other social parameters like income,
educational levels were related with depression
score among patients. The presence of symptom
and family visit were only two independent
predicting factor for depression.

The diagnosis of cancer leads to serious
psychiatric distress the affected person as well
as their close family member (24). Primary
caregivers with female gender, spousal
relationship, older age, poorer health, caring
advanced stage patientswerefound to be more
tendency for depression (25). Because of the
closest support, partners have vital role in the
care of cancer patients (24). In most studies
caregivers was female and they reported that
higher level of stress compared the male
caregivers (26). Inhere77.4% of caregivers were
spouse of the patients andnearly half of them
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were female but no difference in respect to
depression from the male caregiver were
detected.Badr et al. analysed 49 patients with
head and neck cancer who underwent
radiotherapy and their caregivers. They found
that both patients and their caregivers had
similar paterns of changes in distress overtime
but caregivers were more distressed than
patients over the course of radiotherapy (27). It
may be related head and neck radiotherapy
disrupt daily activities more common than other
cancer therapy which is more common in our
center.

Grunfeld et al reported that cancer
patients and their caregives experienced similar
level of depression (28). Heckel et al. analyzed
150 caregiver of cancer patients with one third
of them had depression score of 16 or above.
83% of them was partner and 39% educated
from secondary school and 36% from the
university (10). Caregiver depression score was
not related with patients’ demographical
features (10). Stadfford et al also didn’t find any
relationship between caregivers’ depression and
patient  depression and any clinical
characteristics (29). As a family caregiver being
older age and being a partner had negatively
affect the quality of the life (24). Family
caregivers play a vital role during treatment and
follow-up time of cancer patients particularly in
Turkey. Yesilbakan et al. evaluated symptom
checklist of 80 cancer patients and their
caregivers (30). Over 80% of the population
was unemployed and 41% of them completed
secondary school. Spousal relationship was
common as 49% as caregiver. Among two
groups depressive mood was higher among
caregivers than cancer patients (30). We found
that educational level, occupational status and
income were inversely correlated with
depression among caregivers. On the other hand
marital ~ status, household  composition,
caregiver position as family member were not
found related with presence of depression.

Physical activity in cancer patients
especially in breast cancer, has been shown to
improve quality of life and reduce depression
(31). Regular physical activity is not habit for
our population. On the other hand traditionally
family, friend or neighbor visits going to
cinema, eating out, having a picnic, shopping,
watching television, going to holiday, walking
together are frequent. We evaluated also
frequency of the daily social activities of both
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patients and their caregivers and their
relationship between depression scores. For
both patients and their family caregiver
increasing the daily social activitie numbers
were together with lower depression score.
Another issue, in our society, generally
family caregivers want to know diagnosis and
decide treatment of the patients, they don’t want
patients to know all diagnosis and treatment
detail so psychological and social load of
caregivers increase. Although nearly 95% of the
patient knew their diseasehere, other 16 patients
who didn’t their diagnosis had worse depression
score. In respect to family caregivers oppositely
if they know their diagnosis detail, they had
more depression. In all chemotherapy unit
psychologist and work together multidisiplinary
should be exist to explain diagnosis and
oncological treatment plan, to patients and
family caregiver together before starting the
treatment. In addition nurses working in
oncology unit should educated pscychological
guidence to interwiev patients caregiver also.
This is one of the few study to compare
depression score of both patients and their
caregivers. We think that this study is important
to mention the relationship between socio-
demographical features and daily-social
activities of both patients and their caregivers
reflecting the West part of the Turkey.
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Pulmonary Findings Of HIN1 Infection In Children With Malign Disease

HIN1 Infeksiyonu Geciren Kanserli Hastalarda Akciger Bulgular:
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OZET
Giris: HIN1 influenza virusu, malign hastaliklarda ve kronik hastaliklarda immunsupresyona bagli dldiiriicii
olabilmektedir. Hastalar gribal enfeksiyon semptomlari, yiiksek ates, ishal sikayeti ile daha ¢ok basvurmakta,
klinik tablo solunum yetmezligine kadar gidebilmektedir. Bu ¢aligmada kanser tanist ile izlenen HIN1 enfeksiyonu
geciren hastalarin radyolojik bulgularinin degerlendirilmesi amaglandi.
Materyal Method: Ocak 2010- Ocak 2016 yillar1 arasinda hematoloji-onkoloji kliniginde kanser tanisi ile takip
edilen 94 vakadan, HIN1 PCR’1 pozitif olan 10 vaka ¢alismaya dahil edildi. Vakalar absolii nétrofil sayisina gore;
>500 /uL tstii absolii nétrofil sayist olanlar Grup A (bes vaka) ve <500 pL alt1 absolii n6trofil sayisi olanlar grup
B (bes vaka) olmak iizere ikiye ayrildi. Hastalarin akciger grafileri ve toraks bilgisayarli tomografi sonuglari
degerlendirildi.
Sonuglar: On hastadan sekizi aktif kemoterapi aliyordu. Baglangigta tiim hastalarin akciger grafisi normaldi. Grup
A’da bir, grup B’de bes hasta olmak iizere alt1 hastanin (%60) akciger grafi bulgularinda bilateral pulmoner
infiltrasyon izlendi. En sik akciger alt zonlarinda tutulma mevcuttu ve en belirgin akciger grafi bulgusu yama
seklinde konsalidasyondu. Grup A’da iki, grup B’de bes hastada olmak {izere on hastadan yedisinde (%70) toraks
bilgisayarli tomografide buzlu cam alanlar1 ve konsalidasyon gozlendi. Grup A’da bir vaka, grup B’de ciddi
ndtropenisi olan ii¢ vaka olmak tizere toplam dort vaka (%40) solunum yetmezliginden kaybedildi.
Tartisma: HIN1 influenza virus enfeksiyonu gegiren hastalarda hastanin klinik bulgusu olmasina ragmen erken
donemde akciger grafi bulgulart siklikla normal olabilmektedir. Klinik tablo ilerledik¢e radyolojik bulgu
belirginlesmektedir. Bu nedenle yiiksek doz kemoterapi tedavisi alan ya da tedaviye direngli malign hastalarda
gribal enfeksiyon semptomlari saptandiginda akla HIN1 influenza virus enfeksiyonu gelmeli ve tedaviye hemen
baslanmalidir. Erken tedaviye baslanmasi bu hastalarda hayat kurtarict olabilmektedir.
Anahtar Kelimeler: HIN1 influenza enfeksiyonu, radyolojik bulgular, malign hastalik

ABSTRACT
Introduction: HIN1 influenza virus may be fatal due to immunosuppression in malignant diseases and chronic
diseases. Patients frequently present with influenza-like symptoms, high fever, and diarrhea, and the clinical
course may be aggressive, possibly ending in respiratory failure. The purpose of this study was to examine the
radiological findings of patients who were diagnosed with cancer and had H1N1 infection.
Material and Method: Ten cases with a positive HIN1 PCR among 94 patients who were followed-up with a
diagnosis of cancer at the hematology and oncology clinic between January 2010 and January 2016 were included
in the study. Cases were divided into two groups according to the absolute neutrophil count, having a neutrophil
count >500 /uL in Group A (five patients) and neutrophil count <500 pL in Group B (five patients). Chest x-ray
and thoracic computed tomography of the patients were evaluated.
Results: Eight of ten patients received active chemotherapy. Chest x-rays of all patients were initially within
normal ranges. Bilateral pulmonary infiltration was observed in the findings of chest x-ray in six patients (60%),
one in Group A and five in Group B. The most frequently involvement was at the lower zones of the lungs. The
most obvious chest x-ray finding was a patch-shaped consolidation. Seven out of ten patients (70%), two in group
A and five in group B, had a ground glass appearance and consolidation in thoracic computed tomography. A total
of four cases (40%) died due to respiratory failure, one in group A and three with severe neutropenia in group B.
Discussion: Early chest x-ray findings might frequently be normal in patients who have H1IN1 influenza virus
infection at the moment, although they have clinical signs. Radiological findings become more significant with
the advancement of the clinical picture. Therefore, HIN1 influenza virus infection should be considered when

Adress for correspondence: Karadeniz Technical University School of Medicine Department of Pediatric Hematology-Oncology, 61080, Trabzon - Turkey
e-mail: aysenurkbr@yahoo.com

Available at www.actaoncologicaturcica.com

Copyright ©Ankara Onkoloji Hastanesi


http://www.actaoncologicaturcica.com/

% ACTA
ONCOLOGICA
TURCICA

Orginal Article

125

symptoms of influenza infection are encountered in patients who are receiving high dose chemotherapy or who
have a malignant disease resistant to therapy, and treatment should be started immediately. The immediate
initiation of treatment may be lifesaving in this group of patients.

Keywords: H1N1 influenza infection, radiologic findings, malign disease

Introduction
The first case of the 2009 H1N1 virus surfaced
in Mexico in April. Subsequently, the virus
spread quickly through many countries. The
World Health Organization escalated the
pandemic to alert phase 6 in early June 2009 (1).
The pandemic H1N1 virus caused severe illness
and death in previously healthy young and
middle aged persons (2). The signs and
symptoms of the HIN1 virus are fever, cough,
sore throat, body aches, headache, chills,
fatigue, nausea, vomiting and/or diarrhea (3,4).

HIN1 influenza can cause lethal
diseases in patients undergoing high dose
chemotherapy, having resistance or
uncontrolled malign disease and primary or
secondary immune deficiency, pregnant
women, and elderly individuals. People at high
risk should receive an antiviral agent
(oseltamivir) as soon as the flu symptoms
appear (4, 5).
The most common cause of death in HIN1
influenza is respiratory failure. The radiologic
findings of patients with HIN1 virus infection
are multifocal patchy peripheral, rounded,
peribronchial and ground glass opacities
(GGO), and pleural effusions (5, 6, 7).

The purpose of this report is to discuss
the radiological findings of pandemic H1N1
virus in children with malign diseases.

Material and Method
Ten cases with a positive HLIN1 PCR among 94
patients who were followed-up with a diagnosis
of cancer at the hematology and oncology clinic
between January 2010 and January 2016 were
included in the study.

The 10 patients were divided into two
groups. Group A consisted of five patients
whose absolute neutrophil count of >500 /uL.
Group B consisted of the remaining five
patients in which absolute neutrophil count of
<500 /pL in initial laboratory testing. The initial
chest radiographs on admission were obtained

in all patients. The follow-up chest radiographs
and subsequent computed tomography (CT)
examinations were performed within 2-5 days
in which clinical course got worsen and
respiratory distress developed. The
abnormalities ~ were  characterized as
consolidation (opacification obscuring the
underlying vessels), ground-glass opacity
(GGO; increased attenuation without obscuring
the underlying vessels), nodules.

Neutropenic ~ fever  was  firstly
considered in these malign patients. Therefore,
these patients were initially treated with broad-
spectrum systemic antibiotic (ceftazidime 100-
150 mg/kg/day, amikacin 15 mg/kg/day) and
granulocyte colony stimulating factor (G-CSF
5-10 ug/kg/day). Amphotericin B was added in
patients whose fever was persistent despite
antibiotics and abnormal radiological findings
occurred. Oseltamivir (according to weight of
children <15kg 2x30mg, 15-23kg 2x45mg, 23-
40kg 2x60mg, >40kg 2x75mg) was also started
because of presence of resistant fever, frequent
cough, watery and mucusless diarrhea, and
coinciding pandemic H1INL1.

The nasopharyngeal swab for H1N1
influenza was performed because of flulike
symptoms and coinciding pandemic HIN1.
HIN1 was confirmed with real-time reverse
transcription polymerase chain reaction.

Results

The study population numbered 10 malign
patients. The clinical characteristics of the
patients are shown in Tablel. The presenting
symptoms in all patients were fever greater than
38° C, cough, diarrhea, and nasal discharge.
Physical examinations revealed nasal and
postnasal serous to purulent discharge,
hyperemic mucosa on nasal cavity and
oropharyngeal wall. Chest auscultations in all
patients did not reveal any findings on
admission.
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Table 1: Clinical characteristics of 10 patients infected with HIN1
GROUP A GROUP B
Patient 1 | Patient 2 Patient 3 | Patient 4 Patient 5 Patient 6 Patient 7 Patient 8 Patient 9 Patient 10
Histopathologic ALL ALL NBL NHL MDS ALL ALL ALL AML ALL
diagnosis
Age (year) 4 5 45 17 17 14 35 8 15 15
Sex male male male female female female female male female female
WBC (/uL) 2700 1200 2900 27200 7200 3600 1400 300 200 600
ANC (/uL) 1200 600 1000 19400 1900 480 170 0 0 0
Chest radiograph Normal Normal Normal minimal noduler | Bilateral Bilateral Bilateral Bilateral Bilateral Bilateral
infiltration and | pulmonary pulmonary pulmonary pulmonary pulmonary pulmonary
patch opacities | consolidation | consolidation consolidation consolidation consolidation consolidation
Computerized No No No GGO GGO No No GGO GGO GGO
Tomography
Mechanical No No No No Yes No No Yes Yes Yes
ventilation
Outcome Recovere | Recovered | Recovere | Recovered Died Recovered Recovered Died Died Died
d d

ALL: Acute lymphoblastic leukemia, AML: Acute myeloid leukemiaNBL: Neuroblastoma, NHL: Non-Hodgkin lymphoma, MDS: Myelodisplastik syndrome
WBC: White blood countANC: Absolute neutrophil countGGO: Ground Glass Opacities

Adress for correspondence: Karadeniz Technical University School of Medicine Department of Pediatric Hematology-Oncology, 61080, Trabzon - Turkey

e-mail: aysenurkbr@yahoo.com

Auvailable at www.actaoncologicaturcica.com

Copyright ©Ankara Onkoloji Hastanesi



http://www.actaoncologicaturcica.com/

ACTA
ONCOLOGICA
5 & TURCICA

Of these malign patients in Grup A there were
two patients with acute lymphoblastic leukemia
(ALL), one patient with neuroblastoma (NBL),
one patient with non-hodgkin lymphoma
(NHL), one patients with myelodisplastik
syndrome (MDS). Of these patients, 3 patients
were undergoing chemotherapy. Their ages
ranged from 4 years to 17 years. Three were
males and two were females. The initial chest
radiographic images were normal. In Grup A,
the follow-up chest radiographic images of two
patients within 2-5 days were abnormal. But, it
was developed minimal nodular infiltrate and
patch opacities in patients with NHL and
bilateral involvement on chest radiographic
image in patient with MDS within 2 to 5 days.
At the following of these two patients,
respiratory distress developed and the findigs
on chest radiographic increased and concurrent
CT evaluation showed GGO. Subsequent CT
evaluation of two patients in group A showed
GGO and focal consolidation most commonly
found in the central and lower lung zones on the
right and upper and lower lung zones on the left.
All patients were confirmed to have HINI.
Three patients in group A were treated with
multiple broad-spectrum antibiotics and with
oseltamivir. Antifungal therapy was also added
according to CT findings in two patients in
group A. Antifungal therapy was ended when
H1N1 was confirmed. In group A, four patients
completely  cured Patient 5  with
rhabdomyosarcoma received chemotherapy 5
years ago. This patient was also being followed
with diagnosis of MDS for nearly a year and
receiving support of a red blood cell and platelet
transfusions about every 10 days. On the 15th
day of admission acute respiratory distress
syndrome (ARDS) developed in patient with
MDS. The patient then mechanically ventilated
and later died at the follow-up.

In Grup B there were 4 patients with
ALL and 1 patient with Acute myeloid
leukemia (AML). All patients received active
chemoteraphy. Two patients were resistant to
treatment. One patient was high risk ALL. One
of the patients was male, the others were female
and their ages varied between 3.5-15 years.
ANS numbers were between 0-480. Patients
initially had normal chest radiographic findings,
but within 2-5 days bilateral pulmonary
infiltration was observed on chest x-ray of all
patients. At the follow-up of three patients
(Patient 8, Patient 9, Patient 10), subsequent CT
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evaluation showed GGO after development of
raspiratory disttress and progression of chest x-
ray findings. Subsequent CT evaluation of three
patients in group B showed GGO and focal
consolidation most commonly found in the
central and lower lung zones on the right and
upper and lower lung zones on the left. The
extent of disease was greater in group B
patients. Both chest radiography and CT
showed extensive bilateral lung disease
involving four or more lung zones in all
patients. The lung abnormalities were initially
most commonly found in the lower lung zones.
The predominant chest radiographic finding
was patch consolidation. The CT examinations
showed predominantly a combination of GGO
and consolidation (Figure 1, 2).

Figure 1, chest rdigra> , 'éhti}ér‘i‘t 5 shdwé?i bilateral
nodular infiltration, patch opacities a.

Figure 2: chest computerized tomography, patient 5
showed bilateral pulmonary ground glass opacities and
focal consolidation

All patients were confirmed to have
H1N1. Two patients group B were treated with
multiple broad-spectrum antibiotics and with
oseltamivir. Antifungal therapy was ended
when H1N1 was confirmed.
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Patient 8 with resistant ALL was
hospitalized with complaints of fever and cough
on the second day after ending his
chemotherapy. Patient 9 with relapse AML was
hospitalized with complaints of fever, cough
and diarrhea after an aggressive multiagent
chemotherapy. Patient 10 with high risk ALL
was hospitalized with complaints of fever,
cough and diarrhea for three days while she was
treated with aggressive multiagent
chemotherapy. ARDS developed within 5-15
days in three patients (patient 8,9,10) in group
A despite multiple broad-spectrum antibiotics,
oseltamivir, and antifungal therapy. These
patients required mechanical ventilation. The
disease was severe and all patients died.

Statistical analysis could not be
performed because the number of cases was not
sufficient between two groups. But, mortality
rate was higher in Group B, which is
neutropenic.

Orginal Article

Discussion

Pandemic (H1N1) 2009 in the general pediatric
population can have a wide range of
presentation. One case series described the
clinical spectrum of 43 children with pandemic
(H1N1) 2009. The most common symptoms at
presentation was fever (n=41, 95%) and
following cough (n=40, 93%) (8). In our study,
the common clinical symptoms were fever, dry
cough, fatigue and diarrhea.

The HIN1 virus commonly affects
young to middle-aged patients, more than half
the patients were 13-47 years and 90% of
patients were <52 years of age. Otherwise,
seasonal influenza commonly affects elderly
and young children (2). The patients who are at
a higher risk, such as pregnant women, children
from six months to 19 years of age, chronic
medical or immunosuppressive conditions (e.g.
undergoing chemotherapy) suffer severe illness
caused by this virus (4). Six pregnant women
died due to pneumonia and subsequent acute
respiratory  distress syndrome  requiring
mechanical ventilation (9). Our patients, aged
from 3.5 to 17 years, who had malign diseases
undergoing high dose chemotherapy and
resistance leukemia, died due to ARDS.

Agarvall et al (10) tried to evaluate the
imaging appearances both of the mild and the
severe forms of the illness. Their findings
indicated that the initial chest radiographic
images were normal in more than half of
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patients with HINZ1 infection, most of whom
were out-patients. They determined that the
predominant chest radiographic findings were
GGO alone or with patch consolidation, which
is the second most common predominant
radiologic finding. They also observed that the
most frequent pattern of radiologic abnormality
was bilateral alveolar disease with lower and
central lung preponderance. In hospitalized
patients, the abnormalities progressed to severe
air-space disease  (10). Similarly, the
predominant chest radiographic finding was
patch consolidation. Consolidation and GGO
were the most common findings on the chest CT
examination in all cases of severe neutropenic
patients.

Perez-Padilla et al (2) described 18 fatal
cases of HIN1 as having abnormal chest
radiography and 11 patients as having bilateral
patch air-space disease affecting the basal
segments and involving three to four lung
segments (2).

Mollura et al (5) reported that a fatal
case of HIN1 displayed a pattern of rounded
peripheral GGO on the chest CT. They also
emphasized that the imaging findings of their
case suggest a differential diagnosis of atypical
infections (viral infections, Mycoplasma,
Chlamydia, or Legionella infections), septic
emboli, ARDS, cryptogenic organizing
pneumonia, eozinophylic pneumonitis and
hypersensitivity pneumonitis. Moreover, they
observed that the CT findings of the patient was
different from hydrostatic or cardiogenic
pulmonary odema, which usually shows a
perihilar distribution of confluent GGO
associated with pleural effusion (11,12).

Increasing recognition of the halo sign
and air-crescent sign by improved CT
technology has greatly facilitated the diagnosis
of invasive pulmonary aspergillosis in
immunocompromised patients. Although these
radiological features are characteristic, they are
not diagnostic of invasive pulmonary
aspergillosis (13,14,15).

We did not initially suspect HIN1
infection in patients with severe neutropenia
since the clinical findings related to HIN1 were
not so distinct. Three of our patients received
intensive chemotherapy and later developed
neutropenic fever. Therefore, we started the
treatment of severe neutropenicsepsis and
continued it. Furthermore, the lung and CT
findings were reported as aspergillosis. These
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patients were started on oseltamivir ampiric due
to the presence of HIN1 pandemic influenza.
However, we lost our patients despite the
treatment since they underwent intensive
chemotherapy and had severe neutropenia.
Hence, we consider that HIN1 treatment should
be started immediately by paying more attention
to pandemic periods, taking into account that
clinical manifestations of HIN1 can be
confused with other illnesses, particularly
aspergillosis.

Conclusion, HIN1 influenza should be
considered in patients undergoing high dose
chemotherapy and having resistance malign
disease with complaints of cough, fever,
diarrhea, and flu-like symptoms. We suggest
that the mortality rate is high in patients with
malign diseases with severe neutropenic in
initial hemogram, and in patients undergoing
intensive chemotherapy and having resistance
malign disease. However, we observed in this
study that HIN1 influenza infection in patients
with cancer may not have initially obvious
radiographic findings. In addition, it was
observed that the most predominant
radiological findings were patch consolidation
on chest radiographic and consolidation and
GGO on the lower zone of thorax CT when
clinical signs progressed.
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Survival Analysis in Breast Cancer Patients: Frailty Models

Meme Kanserli Hastalarda Yasam Analizi: Frailty Modeli

Isa Dede?, Sirin Cetin?

!Antakya Devlet Hastanesi, T1bbi Onkoloji Klinigi, Antakya
20Ondokuz Mayis Universitesi, Samsun

Dergiye Ulasma Tarihi: 26.09.2016 Dergiye Kabul Tarihi:24.07.2017 Doi: 10.5505/a0t.2017.54254

OZET
GIRIS ve AMAC: Meme kanseri hastalarina ait heterojen yasam verilerinin modellenmesi ve sagkalim siiresini
etkileyen faktorlerin belirlenmesi.
YONTEM ve GERECLER: 181 meme kanseri hastasindan retrospektif olarak elde edilen yasam verilerinin
zayiflik modeli ile analizi yapildi.
BULGULAR: Analize alinan 181 meme kanserli hastanin ortanca genel sagkalimi 74 ay (%95 giiven araligy;
61.88-86.78) olarak bulundu. Tiimor boyutu, lenf nodu sayisi, hormon reseptoriiniin negatifligi basarisizligi
etkileyen 6nemli bir faktor olarak bulundu (p<0.05). Ayrica cerrahi islem ile kemoterapi baglama tarihi arasindaki
stirenin uzatilmasi yasam siiresini etkileyen bir faktér olarak bulundu (p=0.002). Herhangi bir meme kanseri
hastasinin belirlenen bir zamanda, tiim hastalar i¢in belirlenen riskten yaklasik 3 kat daha fazla risk tastyabilecegi
bulundu (p<0.001).
TARTISMA ve SONUC: Yapilan analiz sonucunda meme kanseri hastalariin yasam siiresini etkileyen timor
boyutu, lenf nodu biiyiikliigli, hormon reseptoriiniin negatifligi ve cerrahi miidahale ile kemoterapi baglama tarihi
arasinda gegen zamanin uzatilmasi gibi faktorlerin yani sira yasam siiresini etkileyen ¢evresel ya da genetik gizli
faktorlerin oldugu sdylenebilir. Bu gizli faktor ya da faktorlerin herhangi bir meme kanseri hastasinda 3 kat daha
fazla risk olasilig1 tagidigini ifade edebiliriz.
Anahtar Kelimeler: Meme Kanseri, Yasam Analizi, Zayiflik Modeli

ABSTRACT
INTRODUCTION: Modelling of heterogeneous survival data of breast cancer patients and the determination of
the factors affecting the time of survival.
METHODS: Retrospectively obtained survival data of 181 breast cancer patients were analyzed by means of the
model of frailty models.
RESULTS: The median of survival time of 181 breast cancer patients analyzed was determined as 74 months (95
% ClI, 61.88 to 86.78). Size of the tumor, number of lymph nodes and the negativity of hormone receptor (p<0.05)
were found as important factors influencing the failure. In addition, the time between the chemotherapy and
surgical operations influence the failure directly (p=0.002). It is found that a breast cancer patient is under 3 times
more risk than any other patients (p<0.001).
DISCUSSION AND CONCLUSION: The analysis findings have put forward that there may also be some latent
genetic or environmental factors influencing the survival time of the breast cancer patients in addition to factors
such as the size of the tumor, size of the lymph node, the negativity of hormone receptor and the time between the
chemotherapy and surgical operations and these latent factors may increase the risk level three fold.
Keywords: Breast Cancer, Survival Analysis, Frailty Model

Giris yanitlarin1  belirleyen ¢ok sayida o&zellik

belirtilmis ve timor c¢api, timor grade’i, hasta
Meme kanseri heterojen tipte bir kanser tiirtidiir. yas1, hormon reseptorlerinin durumu ve aksiler
Meme kanseri kadinlarda kanser olgularinin lenf nodlarinin tutulmasi temel prognostik
9%23’inii ve kanser Oliimlerinin %14’iinii faktorler olarak saptanmustir. Bu g¢aligmanin
olusturmaktadir  (1).  Literatirde —meme amact meme kanserli hastalarin yagsam siiresini

kanserinin ~ farkli  tedavi  segeneklerine etkileyen prognostik faktorleri arastirmaktir.
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Gerec¢ ve Yontem
Bu calismada Hatay Devlet Hastanesi’nin 181
meme kanseri hastasindan retrospektif olarak
alman verilerin analizinde SPSS 21.0 ve Stata
14 demo silirimi  kullanilmistir (2). Bu
caligmada, hastaligin primer tedaviden sonra ilk
nilkse kadar gecen toplam siire ‘“hastaliksiz
sagkalim siiresi” olarak alindi. Hastaligin
niiksetmesi “basarisizlik” olarak ifade edilmis
ve hastalig1 niiksetmeyen hastalar
“durdurulmus” olarak tanimlandi. Hastalarin
basarisizlik veya durdurulmus siireleri sagkalim
stireleri (minimum 1 ay, maksimum 120 ay)
olarak ifade edilmistir. Calismada hastalarin
demografik o6zellikleri (¢ocuk sayisi, yas,
menopoz durumu, egitim durumu, sigara
Oykiisii, timor lokalizasyonu, timor grade’i,
timor boyutu, metastatik lenf nodu sayisi,
hormon profili, C-ERB B2 durumu, tam
konmasi ile tedavi baslangici arasinda gecen
siire, metastaz bolgeleri gibi parametrelerin
sagkalim siireleri iizerine etkileri arastirildi.
Degerlendirmeler retrospektif olarak hastalarin
kanser tani ve takip kartlarindan yapildi ve
ortalama hastaliksiz sagkalim siiresi hesaplandi.

Hormon reseptdrleri (Ostrojen reseptorii
(ER) ve progesteron reseptorii (PR)) pozitifligi
hastaliksiz sagkalim ve genel sagkalim ile
iliskilidir. Onceleri biyokimyasal testler tercih
edilirken gliniimiizde immunohistokimyasal
testler kullanilmaktadir. ER pozitifligi; timor
hiicrelerinin %1 veya daha fazlasinin pozitif
niikleer boyanma gostermesi olarak kabul edilir
(3). Arastrmamizda timdr Ornekleri her
ikisinin negatif olmast durumunda hormon
reseptdr (HR) negatif olarak degerlendirilirken,
herhangi birinin pozitif olmasi1 durumunda da
HR pozitif olarak alindu.

C-ERB B2 (HER-2/NEU) onkogeni
185 Kda’lik transmembran glukoproteini
kodlar. Glukoproteinin intraselliiler tarafinda
tirozin kinaz aktivitesi vardir. C-ERB B2
epidermal biiylime faktorii ailesindendir. Bu
reseptorler  epidermal ileti  yolaklarmin
aktivasyonunda Onemli bir role sahiptir.
Epidermal  yolaklar  epitel  hiicresinin
biiylimesini ve diferansiyasyonunu kontrol
eder. C-ERB B2 onkogeninin over ekspresyonu
invaziv meme kanserlerinin yaklasik %30’unda
mevcuttur. HER-2/NEU aktivitesinin ol¢timii
cesitli metodlar ile yapilir. Fluoresan in situ
hibridizasyon (FISH) metodu HER-2/NEU
amplifikasyonunu tespit edebilir. HER-2/NEU
RNA overekspresyonu ise Northern Blot veya
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reverse  transkripsiyon  polimeraz  zincir
reaksiyonu (RT-PCR) ile saptanabilir. Bunun
yaninda HER-2/NEU protein iiriinleri Western
Blot, enzime bagli immunosorbent assay
(ELISA) veya immunohistokimyasal (IHK) ile
degerlendirilebilir (4). Bizim c¢alismamizda
[HK ve FISH y&ntemi kullanildi. THK ile skor
0: membran boyanmasi yok, skor 1: tiim
membrani cevreleyen %10’dan az boyanma,
skor 2: invaziv karsinom hiicrelerinin en az
%10’unda sitoplazmik membrani tiimiyle
cevreleyen orta siddette boyanma veya %
30°dan daha az kuvvetli boyanma, skor 3: en az
% 30’unda sitoplazmik membrani g¢evreleyen
kuvvetli boyanmadir. Skor 0 ve 1 THK olarak
negatiftir, in situ hibridizasyon gerekmez. Skor
2 IHK olarak siipheli pozitiftir, in situ
hibridizasyon o6nerilir. Skor 3 IHK olarak
pozitiftir, in situ hibridizasyon onerilmez (5).
TNM evrelemesi olarak American Joint
Committee on Cancer (AJCC) 2010 evrelemesi
kullanildi. T1: tiimdr boyutu 2 cm’den kiigiik,
T2: tim6r boyutu 2 cm ve 5 cm arasi, T3: timor
boyutu 5 cm’den biiyiik, T4: timdr herhangi bir
boyutta, gdgiis duvarina invazyonu veya deri
tutulumu  olmast  olarak  smiflandirildi.
Calismamizda N1: aksillada 1-3 lenf nodu
tutulumu, N2: 4-9 lenf nodu tutulumu, N3: 10
ve daha fazla lenf nodu tutulumu olarak
siiflandirildi.

Calismaya aldigimiz 181 hastanin 26
hasta evre 1, 61 hasta evre 2, 69 hasta evre 3, 25
hasta da evre 4 hasta grubunda idi. Evre 1,2,3
olan hastalar adjuvan tedavi ile tedavi edildi.
Evre 4 olan metastatik hastalar kemoterapi,
hormonal tedavi ve semptomlarina gore palyatif
radyoterapi ile tedavi edildi.

Calismamizdaki meme kanseri
hastalarma ait yasam verisinin analizinde
modelleme siirecinin amaci, hazard

fonksiyonunu etkileyen degiskenlerin sagkalim
stresini  nasil  etkiledigini  belirlemek
oldugundan veriyi analiz etmek i¢in sagkalim
analizinde en sik kullanilan model Cox
regresyon  olarak  adlandirdigimiz  yar
parametrik modeli kullanmay1 hedefledik.
Ancak bu modeli kullanabilmek i¢in orantili
hazard varsayiminin, hazard oraninin zamana
karst sabit olmast varsayimini saglamasi
gerekmektedir (6). Bu varsayimin saglanip
saglanmadigi Schoenfed artiklari ile yasam
strelerinin ~ rankinin ~ korelasyon  testi
kullanilarak incelenebilir. Bu teste gore, orantili
hazard  varsayimimnin  saglanmasi icin
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korelasyonun sifira yakin olmasi beklenilir (7).
Caligmamizda “orantii  hazard varsayimi
saglanmaktadir” seklinde kurulan yokluk
hipotezi reddedilmistir. O halde analizimizde
Cox regresyon modelini kullanmak miimkiin
degildir. Literatiirde orantili hazard varsayimi
saglanmiyorsa yasam verilerinin
modellenebilmesi  i¢in  yar1  parametrik
modellerden orantisizliga neden olan degisken
kullanilarak tabakalandirma yapilarak
tabakalandirilmis Cox regresyon modeli
kullanilabilecegi gibi, parametrik regresyon
modelleri ya da bireyler arasindaki heterojenligi
ortaya cikarmak i¢in parametrik regresyon
modellerinden zayiflik modeli kullanilabilir (8).
Zayiflik modeli hastalar arasindaki
heterojenligi agiklamak icin Olgiilemeyen
rastgele etkiyi hazard fonksiyonuna dahil eder
(9). Zay1flik modeli hazard fonksiyonu tizerinde
gbzlenemeyen etkiyi modellemek i¢in kullanilir
(10,11). Ayrica arastirmamizda sagkalim siiresi
analizi Kaplan-Meier yontemi ile hesaplandi.
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Bulgular

Cox regresyon modelinin orantili hazard
varsayimmint saglayip saglamadigi Schoenfed
artiklar1 ile yasam siirelerinin rankinin
korelasyon testi ve grafik kullanilarak incelendi
(Sekil 1). Timdr boyutu degiskeni igin orantill
hazard varsayiminin saglanmadigi goriildii
(p=0.0002).

Varsayim saglanmadiginda literatiirde
tanimlanan farkli sagkalim modelleri vardir.
Calismamizda bu modellerden zayiflik modeli
kullanild1. Yasam analizinde hastalar arasindaki
gozlenemeyen dlglilemeyen heterojenligi ortaya
cikarmak ve modele dahil etmek i¢in zayiflik
modeli kullanilmaktadir. Bu ¢alismada meme
kanseri hastalar1 arasindaki goézlenemeyen
etkiyi agiklamak i¢in zayiflik modeli ile analiz
yapildi.  Oncelikle zayiflik modelinde hangi
parametrik regresyon modelinin kullanilacagina
karar vermek icin meme Kkanseri verileri
parametrik regresyon modellerinden Ustel,
Weibull, Log-lojistik, Log-normal, Gompertz
regresyon modelleri kullanildi.  Modellerin
anlamliligini test etmek icin olabilirlik oran test
istatistigi kullanildi ve tiim modellerin istatistiki
olarak anlamli oldugu bulundu (p<0.05). Model
seciminde ise AIC ve BIC kriter degerlerine
bakilarak karar verildi.

Tablo 2’de yer alan sonuglara gore en
uygun modelin en kiiciik AIC ve BIC
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degerlerine gore Log-Normal regresyon
olduguna karar verildi. Uygun modelin Log-
Normal dagilim olduguna karar verildikten
sonra Gamma zayiflik terimi igeren Log-
Normal modeli ile analize devam edildi ve
analizin sonuglar1 tablo 3’te verildi.

Gamma zayiflik terimi ile kurulan
modelin anlamlilig1 olabilirlik oran testi ile
degerlendirildiginde p<0.001 bulundugundan
zayiflik teriminin model iizerinde etkiligi
oldugu sonucuna varildi. Bu sonug bize yasam
stiresinde etkili bir gizli faktor ya da faktorlerin
oldugunu ifade eder. Diger bir ifade ile zayiflik
terimi heterojenligin Sl¢iisii olup karekdkiiniin
ustel ifadesi heterojenligin etkisini
gostermektedir. exp (v1.28 ) = 3.1 bu deger
herhangi bir meme kanseri hastasinin belirlenen
bir zamanda, tiim hastalara ait riskten yaklasik
3 kat daha fazla ya da yaklasik 3 kat daha az risk
tagiyabilecegini ifade eder. Tablo 3’teki p
degerleri incelendiginde tiimoér boyutu, lenf
nodu sayisi, hormon reseptorleri ve cerrahi
islem ile kemoterapi baslama tarihi arasinda
gecen siire faktorlerinin  yasam  siiresini
etkileyen Onemli risk faktorleri oldugu %95
giiven seviyesinde bulundu. Timoér boyutunun
basarisizligi etkileyen 6nemli bir faktor oldugu
goriilmektedir (p<0.001). Lenf nodu sayisinin
cok olmast durumu basarisizligi etkileyen
onemli bir faktordiir (p<0.001). Cerrahi islem
ile kemoterapi baglama tarihi arasindaki siire
basarisizligi etkileyen bir faktordiir (p=0.002).
Hormon reseptoriiniin negatifligi basarisizlig
etkileyen bir faktor olarak bulundu (p=0.02).
Oysaki; yas degiskeni (p=0.15), tiimoér olan
bolgenin viicudun sag ya da sol tarafinda olmast
(p=0.09), tiimor cap1 (p=0.48) gibi faktorlerin
yasam siiresi iizerinde etkisi istatistiki olarak
anlamli bulunmamistir. Timdr boyutu biiyiik
olan hastalarin yasam siiresi timor boyutu
kiiclik olan hastalara gore yaklasik 3.7 (exp
(1.33)=3.7) kat daha kisadir. Lenf nodu sayis1
fazla olan hastalarin yasam siiresi lenf nodu
say1si az olan hastalara gore yaklasik 4.3 (exp
(1.47)=4.3) kat daha kisadir. Hormon reseptorii
negatif olan hastalarin pozitif olan hastalara
gore yasam stiresi yaklasik 3.1 (exp (0.76)=3.1)
kat daha kisadir. Caligmamiz, cerrahi islem ile
kemoterapi baglama tarihi arasindaki siire
uzadik¢a hastanin daha riskli oldugunu ve bu
stireyi ~ geciktiren hastalarm  bu  siireyi
geciktirmeyen hastalara gore yaklasik 3.06
(exp(1.12)=3.06) kat daha fazla risk tasidigini
gostermektedir.
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Analize alman 181 meme kanserli hastanin
ortanca genel sagkalimi 74 ay (%95 giiven
araligt; 61.88-86.78) olarak bulundu. Hastalarin
genelinde elde edilen Kaplan-Meier sagkalim
egrisi sekil 2” de gosterildi.

Orginal Article

Tartisma ve Sonug¢

Chang ve ark, meme kanseri
arastirmasinda Bcl-2 ekspresyonu ve hormon
reseptorii  faktorlerinin sagkalimi etkiledigini
ispatlamiglardir (12). Gioia ve ark, ca 15-3’i
aragtirdiklart makalede tiimor ¢api, metastatik
lenf nodu (LN) sayisi, negatif hormon reseptorii
durumu ve HER-2/NEU pozitifligi gibi koti
prognostik faktorler ile iligkili oldugunu
bildirmislerdir (13). Robertson ve ark, meme
kanserli hastalarda yapilan calismada primer
timoriin sagkalimi belirleyen 6nemli bir faktor
oldugunu bulmuslardir (14). Sezgin ve ark,
metastatik meme kanserli hastalarda yaptiklari
caligmada sagkalimi etkileyen faktorlerin
hormon reseptor negatifligi, diisiik performans
durumu ve metastaz varli§i  oldugunu
bildirmislerdir (15). Bizim arastirmamizda ise
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timor boyutu, metastatik lenf nodu sayisi,
hormon reseptorleri ve cerrahi islem ile
kemoterapi baslama tarihi arasinda gecen siire
faktorlerinin yasam siiresini etkileyen onemli
risk faktorleri oldugu bulundu. Faradmal ve ark,
yaptiklari ¢caligmada meme kanseri hastalarinda
zayiflik modeli ile Cox regresyon modeli
kargilagtirmiglar ~ ve  zayiflik  modelinin
heterojenligi ortaya ¢ikardigini ifade etmislerdir
(16). Bizim aragtirmamiz ise Cox regresyon
modeli varsayimi saglanamadigi igin analiz
zayiflik modeli ile yapildi. Bu arastirmada
Gamma zayiflik terimi igeren Log-Normal
modeli ile yapilan analiz sonucunda meme
kanseri hastalarimin yasam siiresini etkileyen
tiimor boyutu, lenf nodu biiyiikliigii, hormon
reseptoriiniin negatifligi ve cerrahi miidahale ile
kemoterapi baslama tarihi arasi gegen zamanin
uzatilmasi gibi faktorlerin yani sira ¢gevresel ya
da genetik gizli faktorlerin  olabilecegi
sOylenebilir. Bu gizli faktor ya da faktorlerin
herhangi bir meme kanseri hastasinda 3 kat
daha fazla risk tagidigini ifade edebiliriz.
Bundan sonraki  ¢aligmalarimizda
tekrarlayan metastaz hastalarinin
basarisizliklarint modellemeyi diistinmekteyiz.

Cikar Catismasi: Yok
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Sekil 1: Tiimor boyutu degiskeninin Schoenfeld grafigi

Adress for correspondence: Uzm. Dr. isa Dede, Antakya Devlet Hastanesi, Tibbi Onkoloji Klinigi, Samsun - Tiirkiye

e-mail: scetin@omu.edu.tr
Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi


javascript:admin('emu.asp?pdir=aot&plng=tur&abstract_un=AOT-54254&postto=Mcorres&user_un=U-5526435855')
http://www.actaoncologicaturcica.com/

A O,
ACTA
ONCOLOGICA
& TURCICA

Orginal Article 134
Tablo 1: Hastalarin demogratif 6zellikleri ve prognostik faktorleri
Degisken diizeyleri
Durdurulmus | Basarisiz Olay
Degiskenler (Ortalama, + Standart N (%)
Olay Sayisi1 (%) Sayisi1 (%)
Hata)
Hastanin Yasi 48,79 + 0,88
Premenopozal 103 (56.90) 75 (72.80) 28 (27.20)
Menopoz Durumu
Postmenopozal 78 (43.10) 58 (74.40) 20 (25.60)
Tiimor Sol MRM 96 (53.00) 66 (68.80) 30 (31.30)
Lokalizasyonu Sag MKC 85 (47.00) 67 (78.80) 18 (21.20)
<2cm 53 (29.30) 28 (52.80) 25 (47.20)
Tiimoér Boyutu 2-5cm 95 (52.50) 79 (83.20) 16 (16.80)
>5cm 33 (18.20) 26 (78.80) 7 (21.20)
0 60 (33.10) 39 (65.00) 21 (35.00)
Metastatik Lenf 1-3 35 (19.30) 30 (85.70) 5 (14.30)
Nodu Sayis1 4-9 62 (34.30) 46 (74.20) 16 (25.80)
=10 24 (13.30) 18 (75.00) 6 (25.00)
Negatif 51 (28.20) 38 (74.50) 13 (25.50)
Pozitif 130 (71.80) 95 (73.10) 35 (26.90)
Negatif 110 (60.80) 84 (76.40) 26 (23.60)
C-ERB B2
Pozitif 71 (39.20) 49 (69.00) 22 (31.00)
HR: Hormon Reseptorii
Tablo 2: Parametrik regresyon modelleri igin AIC ve BIC degerleri
Kriter Ustel Weibull Log-lojistik Log-Normal Gompertz
AIC 344.10 334.22 332.61 328.81 339.18
BIC 350.50 343.82 342.20 338.41 348.77

AIC: Akaike bilgi kriteri BIC:

Bayesci bilgi kriteri
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Tablo 3: Gamma zayiflik terimi igeren Log-Normal model ile analiz
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Standart Giiven Arahgi
Degiskenler p p )
Hata Alt Ust
Yas 0.02 0.01 0.15 -0.007 0.04
Tiimér Boyutu 1.33 0.33 <0.001 0.67 1.98
Metastatik Lenf Nodu 1.47 0.38 <0.001 0.72 2.22
Tiim6r Olan Boélge 0.52 0.31 0.09 -0.08 1.13
Tiimér Cap1 -0.28 0.40 0.48 -1.06 0.50
HR 0.76 0.34 0.02 0.09 1.43
CERBB2 -0.38 0.49 0.43 -1.35 0.58
Metastaz Bolgesi 0.16 0.63 0.79 -1.08 141
Cerrabhi ile Kemoterapi
1.12 0.36 0.002 0.41 1.83
Arasinda Gegen Siire
Zayiflik Terimi (0) 1.28 <0.001

HR: Hormon Reseptorii

~Survva Function
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Sekil 2: Meme kanserli tiim olgularin Kaplan Meier sagkalim egrisi
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Sekil 3: Timor boyutu (0-2), (2-5), (5 ve daha biiyiik) olan ii¢ grubun sagkalim egrileri
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Sekil 4: Metastazi visseral ve visseral olmayan iki grubun sagkalim egrileri

Adress for correspondence: Uzm. Dr. isa Dede, Antakya Devlet Hastanesi, T1ibbi Onkoloji Klinigi, Samsun - Tiirkiye
e-mail: scetin@omu.edu.tr

Available at www.actaoncologicaturcica.com

Copyright ©Ankara Onkoloji Hastanesi

136


javascript:admin('emu.asp?pdir=aot&plng=tur&abstract_un=AOT-54254&postto=Mcorres&user_un=U-5526435855')
http://www.actaoncologicaturcica.com/

ACTA
ONCOLOGICA
TURCICA

Orginal Article

1.09 HR
—1 Negatif
. 1 Pozitif
N,
0.8
&
E
= :
o 0.5 -
E L
| H
Ty
1]
el 0.7+
4=
-
=
H=1
E
2 os
0.5
T T T T T
o 20 40 60 80
Ay
Sekil 5: HR pozitif ve negatif olan iki grubun karsilastirilmasi
1,07
' — No
S N1
N2
- N3
& .
= 0s .
: |
2 .
] =L |
- 065
[
- 4
®y
[
[
[T
T 04
L]
=
[ =]
E
=
T e
0,0
T T T T T
0 20 40 80 80

Ay

137

Sekil 6: Metastatik lenf nodu sayisi NO: 0, N1: 1ve 3 arasi, N2: 4 ve 9 arasi, N3: 10°dan biiyiik
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Oral cancer prevention and early detection awareness of Ankara dentists

Agiz kanserinin 6nlenmesi ve erken teshisi konusunda Ankara’daki dis
hekimlerinin farkindahg:

Giizin Neda Hasanoglu Erbasar!, Cansu Alpaslan?

!Ankara Yildirim Beyazit Universitesi Dis Hekimligi Fakiiltesi, Agiz, Dis ve Cene Cerrahisi Ana Bilim Dal,
Ankara
?Gazi Universitesi Dis Hekimligi Fakiiltesi, Ag1z, Dis ve Cene Cerrahisi Ana Bilim Dali, Ankara

Dergiye Ulasma Tarihi: 11.01.2017 Dergiye Kabul Tarihi: 28.04.2017 Doi: 10.5505/a0t.2017.44977

OZET
GIRIS ve AMAC: Tiim diinyada dis hekimlerinin agiz kanserine iliskin farkindaligina ve tutumlarma yonelik
cesitli anket ¢aligmalariin yiiriitilmiis olmasina ragmen, Tiirkiye’de giiniimiize kadar bu konuyla ilgili herhangi
bir arastirma yapilmamustir. Bu anket ¢alismasinda Ankara’daki dis hekimligi fakiiltelerinde egitim géren stajyer
dis hekimlerinin, arastirma gorevlilerinin ve serbest dis hekimlerinin agiz kanserinin 6nlenmesi ve erken teshisi
konusundaki bilgilerinin ve farkindaliklarinin degerlendirilmesi amaglanmustir.
YONTEM ve GERECLER: Calismada katilimcilara Horowitz ve arkadaslari tarafindan gelistirilen anket formu
Tiirkceye c¢evrilerek uygulanmistir. Anket formu, katilimcilarin agiz kanseri muayenesine iliskin uygulamalarina
ve hastalardaki risk faktorlerinin degerlendirilmesine ve agiz kanseri konusundaki egitim seviyelerine dair
diisiincelerine yonelik sorulardan olugsmustur. Elde edilen veriler, lisansli SPSS 11,5 istatistiksel veri analiz
programina aktarilarak degerlendirilmistir. Istatistiksel anlamlilik igin p degeri <0.05 olarak kabul edilmistir.
BULGULAR: Calismaya 118’1 stajyer dis hekimi, 145’1 arastirma goérevlisi, 74’0 serbest dis hekimi toplam 337
katilimci dahil edilmistir. Calismadan elde edilen veriler incelendiginde Ankara’daki dis hekimlerinin 40 yas
tizerindeki hastalara agiz kanseri muayenesi yapma oraninin oldukga diisiik oldugu; hastalarin tibbi anamnezini
alirken agiz kanseri i¢in risk olusturan faktorleri degerlendirdikleri ancak risk olusturmayan faktorler konusunda
bilgi yetersizlikleri bulundugu goriilmiistiir. Ayrica dis hekimlerinin yaklasik yarisi agiz kanseri konusunda
aldiklar1 liniversite egitimini de zayif bulmaktadir.
TARTISMA ve SONUC: Dis hekimleri agiz kanseri muayenesi yapmalari i¢in tesvik edilmeli ve hekimlerin
konuyla ilgili eksikliklerini gidermek i¢in demonstrasyon seklinde egitim etkinlikleri hazirlanmalidir. Ayrica hem
lisans diizeyinde hem de siirekli egitim etkinlikleri ¢ercevesinde agiz kanseri risk faktorlerini belirleme ve ortadan
kaldirma konusunda dis hekimlerinin hastalarina hizmet sunabilecek egitimi almalar i¢in gerekli diizenlemeler
yapilmalidir.
Anahtar Kelimeler: agiz kanseri, erken teshis, dnleme, farkindalik, anket

ABSTRACT

INTRODUCTION: Several surveys have been cunducted all over the world to evaluate dentists” awareness and
behaviors towards oral cancer, but there is no study that assesses the Turkish dentists' awareness related to oral
cancers. The aim of this survey was to investigate the knowledge and awareness of trainee dentists, research
assistants and general dental practitioners in Ankara regarding prevention and early detection of oral cancer.
METHODS: Turkish translation of the questionnaire that developed by Horowitz and colleagues was used in this
study. This questionnaire was designated to evaluate dentists’ practices about oral cancer, the screening for risk
factors in patients and opinions about their education in oral cancer. Statistical analysis of obtained data was carried
out with the use of the SPSS 11.5 for Windows. The significance level was determined as p<0.05.

RESULTS: A total of 337 participants included to the survey; 118 of those were trainee dentists, 145 were
research assistants, and 74 were general dental practitioners. When the data were examined; the frequency of oral
cancer examination in age of 40 and above was found very low by Ankara dentists, it was also identified that they
were proficient in assessing the risk factors for oral cancer when taking a medical history of their patient but their
knowledge about non-risk factors showed deficiencies. Besides approximately half of the participants rated their
undergraduate training as poor.
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DISCUSSION AND CONCLUSION: Dentists should be encouraged to perform oral cancer examination and
demonstration based courses should be arranged to overcome their deficiencies related to oral cancer. Moreover,
necessary regulations as a part of both undergraduate training and continuing education programs about detection
and prevention of the oral cancer risk factors should be carried out in order to dentists can provide these services

to their patients.

Keywords: oral cancer, early detection, prevention, awareness, questionnaire

Giris

Agiz kanseri dudak, dil, agiz tabani, damak,
diseti, alveoler mukoza, yanak mukozasi veya
orofarinksi etkileyen kanser tiiriidiir (1). Diinya
genelinde her yil419.000’den fazlaagiz ve
farinks kanseri teshis edilmekte olup bu
malignansiler 240.000’den fazla &liime yol
acmaktadir  (2,3). GLOBOCAN’mn  son
verilerine gore ise 2012 yilinda Tirkiye’de
1910 yeni agiz kanseri vakasi teshis edilmis ve
792 6liim meydana gelmistir (4).

Agiz kanseri vakalariin yaklagik yarisi
ile bu kanserlerle iligkili 6liimlerin biiylik
cogunlugu 65 yas ve 1stii bireylerde
goriilmektedir (1). Ancak agiz kanserlerinin
genclerde olugma egilimi de her gegen giin artis
gostermektedir (5,6). Tiitlin ve alkol kullanimi
agiz kanserinin en Onemli risk faktorleri
arasinda yer almaktadir (1,7). Ayrica
epidemiyolojik ve deneysel aragtirmalar insan
papilloma viriislerinin (HPV) de agiz kanseri
patogenezinde rolii oldugunu gostermistir.

Agiz kanseri risk faktorlerinin ortaya
¢ikartilmasi, hastanin bu konuda
bilgilendirilmesi ve oOzellikle de yiiksek risk
grubundaki  hastalarda agiz  kavitesinin
periyodik muayenesi dis hekiminin
sorumluluklar1 arasinda yer almaktadir. Dis
hekimleri malignant ve malignansi olasiligi
olan agiz lezyonlarinin teshisinden sorumlu
olmasina ragmen, g¢esitli tllkelerde yapilan
calismalar dis hekimlerinin ve dishekimligi
Ogrencilerinin agiz kanserinin Onlenmesi ve
erken teshisi ile ilgili prosediirleri diizenli
olarak uygulamadiklarin1 ortaya koymaktadir
(1,8). Agiz boslugu viicudun en kolay
ulagilabilen, herhangi bir cihaz gerektirmeden
sadece goz ile muayenesi yapilabilen bir bolgesi
olmasina karsin, agiz kanseri yalnizca %26-48
oraninda erken teshis edilebilmektedir (9).

Elde edilen wveriler, lisansli SPSS 11,5
istatistiksel veri analiz programina aktarilarak

Tim diinyada dis hekimlerinin agiz
kanserine iliskin farkindaligina ve tutumlarina
yonelik  pek ¢ok anket galigmasinin
yiurttilmistir. Fakat Tirkiye’de glinlimiize
kadar bu konuyla ilgili herhangi bir aragtirma
yapilmamistir. Bu ¢aligma ile Ankara’daki dis
hekimligi fakiiltelerinde egitim goren stajyer dis
hekimlerinin, arastirma gorevlilerinin ve serbest
dis hekimlerinin agiz kanserinin dnlenmesi ve
erken teshisi konusundaki bilgilerinin ve
farkindaliklarinin degerlendirilmesi
amaglanmustir.

Materyal ve Metod

Calismamizda Horowitz ve ark (1)
tarafindan gelistirilen anket formu Tiirkgeye
gevrilerek uygulanmistir, Anket ¢aligmasi
oncesinde lokal komisyon ¢alisma onay1
alinmistir.  Oncelikle dis hekimlerine anket
caligmas1 hakkinda 6n bilgi verilmis; ¢alismaya
dahil olmayi kabul eden katilimcilara toplam 38
soru yoneltilmis ve bu sorularin kendilerine en
uygun sekilde cevaplandirilmasi istenilmistir.

Anket formu, katilimcilarin demografik
ozelliklerine, agiz kanseri muayenesine iliskin
uygulamalarma  ve  hastalardaki risk
faktorlerinin degerlendirilmesine, agiz kanseri
lezyonlarmin belirti, bulgu ve karakteristikleri
hakkindaki bilgilerine ve agiz kanseri
konusundaki  egitim  seviyelerine  dair
diisiincelerine yonelik sorulardan olusmustur.
Katilimcilarin goriiglerini 6lgebilmek i¢in bazi
sorularin evet-hayir-bilmiyorum veya kesinlikle
katiliyorum-katiliyorum- katilmiyorum-
kesinlikle katilmiyorum bilmiyorum seklinde
cevaplandirmalar1  istenmigtir. Son olarak
katilimcilarin agiz kanseri konusunda stirekli
egitim kurslarma yonelik istekleri ve tercihleri
incelenmistir.

degerlendirilmistir.  Istatistiksel  analizde;
tamimlayic1  istatistiklerden, frekans/ oran
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dagilimlarindan ve degiskenler arasindaki
iliskiyi incelemek i¢in capraz tablolamalardan
yararlanilmistir.
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Sonuglar

Calismamiza 118’1 stajyer dis hekimi,
145’1 arastirma gorevlisi, 74’1 serbest dis
hekimi olmak tizere toplam 337 katilime1 dahil
edilmistir (Tablo 1). Katiimcilarin haftalik
baktiklar1 ortalama hasta sayis1 29’dur.
Katilmcilarin ~ baktigi  hastalarin  ortalama
%79 unun sosyal saglik sigortasi
bulunmaktadir. Katilimcilarin baktigi hastalarin
yas dagilimina gore oranlari; 18-39 yas arasi
%41, 40-64 yas aras1 %42 ve 65 yas ve {listii
%17’dir.

Hastalarin Agiz Kanseri Risk Faktorleri
Acisindan Degerlendirilmesi:

Katilimcilarin neredeyse timii tibbi
anamnez alirken hastanin su anki tiitiin
kullanimint ~ (%97,6), ailesinde  kanser
hikayesinin olup olmadigim (%92,6) ve
gecmisteki titin ~ kullanimini (%92)
degerlendirdigini belirtmistir. Dis
hekimlerinin%383,3linlinhastalarin ~ su  anki
alkol kullanimini ve %71,2’sinin de gegmis
alkol kullanimini dikkate aldig1 goriilmiistiir.
Gergek risk faktorlerine iliskin; katilimcilarin
%94,1°1 tiittin trlnlerinin kullanimini, 89,9’u
ailedeki kanser gegmisini, %88,7’si onceki agiz
kanseri lezyonlarini, %78,9’u alkol kullanimini
ve %069,1°1 ilerlemis yast dogru sekilde
tanimlayabilmistir. Buna karsin katilimcilarin
yalnizca %31,8’i meyve ve sebzelerin az
tiketiminin agiz kanseri i¢in risk faktori
oldugunu  belirtmistir  (Sekil 1). Risk
olusturmayan faktorler degerlendirildiginde ise
dis hekimlerinin %84,6’s1 obezitenin, %64,4’1
sicak yiyecek ve igeceklerin, %54,6’s1 baharatl
yiyeceklerin  agiz  kanseri  igin  risk
olusturmadigini ifade etmistir. Katilimcilardan
yalmizca %39,2°si kotii agiz hijyeninin ve
%25,2’si uygunsuz protezlerin agiz kanseri i¢in
risk teskil etmedigini belirtmistir (Sekil 2).

141
Agiz Kanseri Muayenesi:

Calismaya katilan tim dis
hekimlerinin%56,4’t  ilk  veya  kontrol
randevusunda  hastalarma  agiz  kanseri
muayenesi yaptigim1  ifade ederken; ilk
randevuda bu muayeneyi yapan hekimlerin
orani %19,9’dur. Katilimcilarin %89,9’u 40 yas
ve Ustll hastalara yilda bir kez agiz kanseri
muayenesi yapilmasi gerektigini ifade etmistir.
Ancak katilimcilarin sadece %3,3’liniin kirk yas
iistll tiim hastalarina ilk randevuda agiz kanseri
muayenesi  yaptigi  Ogrenilmistir. Ik
randevularinda 40 yas iistii hi¢bir hastasina agiz
kanseri muayenesi yapmayan dis hekimlerinin
oram1 ise %>59,1’dir. 1k ve kontrol
randevularinda ag1z kanseri muayenesi yapilan
hastalarin yas gruplar1 ile belirtilen hekim
gruplar1 arasindaki oran dagilimi Sekil 3’te
gosterilmistir. Calismamizda digsiz hastalarina
agiz kanseri muayenesi yapan dis hekimlerinin
oran1%19’°dur (Sekil 4). Tiim digsiz hastalarina
ilk randevuda agiz kanseri muayenesi yapan
katilimcilarin orani ise %5,3tilir. Calismamizda
lenf nodu palpasyonu ile agiz kanseri
muayenesi yapilan yetigkin hastalarin orani
%32,3 olarak bulunmus iken 18 yas tizerindeki
tim hastalarina ilk randevuda lenf bezi
muayenesi yapan dis hekimlerinin orant
%11,6’dir. Katilimeilarin %32,6’s1 ise higbir
hastasina lenf bezi muayenesi yapmadiklarini
belirtmistir.40 yas Ustii hastalara, agiz kanseri
muayenesi  yapilmama  sebebi  olarak
katilimcilarin  %34,4°4 yeterli teknige sahip
olunmamasini; %16,9’u ise muayene isleminin
cok zaman almasini gostermistir.

Tim katilimcilar arasinda, gecmis 12

ay boyunca siipheli agiz lezyonlar1 i¢in biyopsi
yapilan hastalarin oran1 %1,5’tir. Katilimcilarin
%75,7’si gegmis 12 ay boyunca higbir hastasina
biyopsi yapmamistir. Tiim katilimcilarin
%97,9’u siipheli lezyon teshis ettikleri hastalar1
uzmanlara yonlendirdiklerini ifade etmislerdir.
Gegmis 12 ayhk zamanda siipheli oral
lezyonlarin teshisi igin uzmanlara yonlendirilen
ortalama hasta sayis1 2,13 tiir.
Katilimeilarin agiz kanseri konusunda bilgi
diizeylerini 6lgmek amaciyla agiz kanserinde
erken donemde ortaya c¢ikan en yaygin
semptomun ne oldugu sorulmustur.
Katilimcilarin %35’1 soruyu iilserasyon olarak
yanitlarken, %34,1’1 erken donem agiz kanseri
hastalarinin  asemptomatik oldugunu ifade
etmislerdir (Tablo 2).
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Dis hekimlerine agiz kanseriyle ilgili
aldiklari tiniversite egitimini nasil
degerlendirdikleri soruldugunda; 2000 yilindan
sonra mezun olan dig hekimlerinin %54,4’i ¢ok
iyi ve iyi olarak, %41,3’li ise zayif ve ¢cok zay1if
olarak yanitlamistir. Ayni soruyu 2000 yilindan
once mezun olan dis hekimlerinin %21,2’si iyi,
%69,3’10 ise zayif ve c¢ok zayif olarak
yanitlamistir.

Orginal Article

Calismamiza katilan dis hekimlerinin
%52,3’1i agiz kanseri muayenesi yapabilecek
diizeyde egitim aldiklarini belirtmistir. Bu oran
ogrencilerde %52,4, aragtirma gorevlilerinde
%68,5, serbest dis hekimlerinde ise %283 tiir.
Tim katilimcilarin %76,8’1 ise hastalarin
boynundaki lenf nodlarinipalpe edebilecek
diizeyde egitim aldiklarini ifade etmiglerdir.

Ag1z Kanseri Konusunda Siirekli Egitim
Ihtiyac::

Bu anket calismasinda katilimcilarin
agiz kanserinde siirekli egitim konusundaki
ilgileri de degerlendirilmistir. Tim
katilimeilarin  %63,5’1 gelecek donemlerdeki
siirekli egitim programina ilgileri oldugunu
belirtirken, %18,7’si ise bu egitimlere ilgi
duymadiklarint ifade etmistir. Siirekli egitim
icin demonstrasyon kurslart  (%23,1) ve
uzmanlarla konferans goriismeleri (%20,5) en
cok tercih edilen yaklagimlardir.

Agiz kanseri konusunda bir egitim
programina en son ne zaman Kkatildiklari
soruldugunda dis hekimlerinin %41,5’1 su ana
kadar hicbir agi1z kanseri konulu egitim kursuna
katilmadiklarini; %26,1°1 ise gegmis 12 ayda bu
konuyla ilgili bir egitime katildigini belirtmistir
(Tablo 3).

Tartisma

Bu anket ¢alismasi, agiz kanserinin onlenmesi
ve erken teshisi konusunda dis hekimlerimizin
farkindaligini arastiran Tiirkiye’de yapilmus ilk
calisma olup; elde edilen verilere gore
Ankara’daki dis hekimlerinin 40 yas {izerindeki
hastalarina agiz kanseri muayenesi yapma
oraninin oldukga diisiik oldugu; hastalarin tibbi
anamnezini alirken agiz kanseri igin risk
olusturan faktorleri degerlendirdikleri ancak
risk olusturmayan faktorler konusunda bilgi
yetersizliklerinin bulundugu goériilmiistiir.
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Calismamizda Ankara Dis hekimleri
Odasi araciligi ile Ankara’daki dis hekimlerine
e-posta yoluyla anket gondererek ¢cok daha fazla
sayida katilimciya ulasilmast hedeflenmis
olmasina ragmen dis hekimlerinden higbir geri
doniis alinamamistir. Bu nedenle tiim anketlerin
el ile dagitilarak doldurulmasi saglanmustir.
Sayisal agidan yeterli olmasa da bu dagilim
Ankara’daki dis hekimlerinin genel egilimini
yansitabilecek durumdadir. Diger iilkelerdeki
ilgili anket caligsmalarina bakildiginda da benzer
sayida dis hekiminin aragtirmalara dahil edildigi
goriilmektedir (2,5,7).

Dis  hekimlerinin  agiz  kanseri
muayenesi ve erken teshisi konusundaki
sorumluluklarinin yani sira hastalarint risk
faktorleri acisindan bilgilendirme
sorumluluklar1 da  bulunmaktadir. Ancak
popiilasyonun tamaminda ag1z kanseri taramasi
yapmak oldukga pahali olacagindan, taramanin
oncelikle yiiksek risk grubundaki kisilere
yonelik olmasi 6nerilmektedir. Bu nedenle, agiz
kanseri risk faktorlerinin bilinmesi ve risk
grubundaki hastalarin belirlenmesi biiyiik 6nem
tasimaktadir.  Arastirmamiza  katilan  dis
hekimlerinin biiytik kismi1 agiz kanseri i¢in risk
olusturan faktorleri tanimlayabilmistir. Ancak
kotii agiz hijyeni ve uygunsuz protezler gibi risk
olugturmayan faktorler ¢ok daha az sayida
katilime1 tarafindan dogru sekilde
tanimlanabilmistir. Farkli tlkelerde
gerceklestirilmis arastirmalarda da bu sonuclara
paralel olarak; katilimcilarin ¢ok biiyiik
yiizdesinin agiz kanseri i¢in risk olusturan
faktorleri dogru sekilde tanimlayabildigi ancak
risk olusturmayan faktorler konusunda yetersiz
bilgiye sahip oldugu rapor edilmistir (2, 10-12).

Calismamiza katilan dis hekimlerinin%89,9°u
40 yas Usti bireylere yilda 1 kez agiz kanseri
muayenesi yapilmasi gerektigini ifade etmesine
ragmen katilimcilarin yarisindan fazlasinin 40
yas Ustll hi¢bir hastasina agiz kanseri muayenesi
yapmadigini 6grenilmistir. Bu oran Amerika ve
Ingiltere genelinde ise%81 ila 93 arasinda
degismektedir (1,5,7,13). Ayrica
arastirmamizda tlim digsiz hastalarma ilk
randevusunda agiz kanseri muayenesi yapan dig
hekimlerinin oran1 %5,3 olarak bulunmustur.
Applebaum  ve ark  (7) tarafindan
Massachusetts’te yapilan arastirmada bu oran
%88 olarak rapor edilmistir ki bu farklilik
oldukca c¢arpict boyuttadir. Calismamizda
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izlenen bu diisik muayene oranlari;
iilkemizdeki dis hekimi basina diisen hasta
sayisinin Ingiltere ve Amerika’dan daha fazla
olmasi (14) ve/veya dis hekimlerinin klinik is
yogunlugunda agiz kanseri muayenesine zaman
ayirmak istememeleri ile agiklanabilir.

Orginal Article

Agiz kanseri muayenesinin 6nemli bir
komponentini de lenf bezi muayenesi
olusturmaktadir. Fakat calismamizda
katilimeilarin yalnizca iigte birinin agiz kanseri
muayenesi esnasinda lenf nodlarini palpe ettigi
Ogrenilmistir. Horowitz’in (1) ¢alismasinda
sekilde lenf bezi muayenesinin yapilma orani
%35 civarinda rapor edilmistir.  Dis
hekimlerinin lisans diizeyinde konuyla ilgili
aldiklar1 egitimin eksik olmasi, bilgilerini
strekli ~ egitim  programlariyla  giincel
tutmamalar1 ve/veya ag1z kanseri muayenesinde
yeterli teknige sahip olmamalar1 lenf bezi
muayenesinin yapilmama sebepleri arasinda
gosterilebilir. Bu bilgilerle ortiisecek sekilde
Ankara’daki dis hekimlerinin yalmzca %52,3’i
agiz kanseri muayenesi yapabilecek diizeyde
egitim aldiklarini  diisiinmektedir. Ozellikle
serbest dis hekimleri bu konuda yetersiz
olduklarini belirtmektedir. Mezuniyet yili esas
alinarak incelendiginde ise; 2000 yilindan dnce
mezun olan dis  hekimlerinin  biiyiik
¢ogunlugunun agiz  kanseri muayenesi
konusunda iiniversitede aldiklar egitimi zayif
bulduklar1 goriilmiistiir. ingiltere’de yapilan
benzer arastirmada da  pratisyen dis
hekimlerinin %41’i agiz kanserinin taninmasi
konusunda mezuniyet Oncesi derslerin yetersiz
oldugunu ifade etmistir (5). Dis hekimlerinin
mezuniyet sonrasinda diizenli olarak ihtiyag
duyduklari alanlarda cesitli egitim
etkinliklerinde  yer almalari,  bilgilerini
giincellemeleri ve profesyonel gelisimlerine
katki saglamalar1 bu meslek i¢in zorunludur.
Caligmamiza dahil olan dis hekimlerinin
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%41,5’1 mezuniyet sonrasinda agiz kanseri
konusunda herhangi bir egitim faaliyetinde yer
almadiklarii bildirmislerdir. Bununla birlikte
katilimcilarin  %60’dan fazlas1 bu konudaki
stirekli egitim programlarina ilgi duydugunu da
ifade etmistir. New York eyaletinde bir
yonetmelikle tim dis hekimlerinin siirekli
egitimin bir pargast olarak en az 2 saat agiz
kanserinin 6nlenmesi ve erken tanist konusunda
egitim almalar1 zorunlu tutulmaktadir (15).
Egitim faaliyetleri yaninda, farkindalik
kampanyalar1 da hem kamuoyu hem de dis
hekimleri tarafindan agiz kanserine gereken
onemin verilmesini saglayacaktir. Amerika
Birlesik  Devletleri'nde ~ Amerikan  Dis
Hekimleri Dernegi ve CDx Laboratuarlar
birlikte agiz kanserinin erken teshisinin onemini
vurgulamak icin ulusal diizeyde agiz kanseri
farkindalik kampanyasi yapmuislardir. Dis
hekimlerinin %251 bu kampanyadan sonra agiz
lezyonlarma daha fazla dikkat ettiklerini,
%39,6’s1 hastalarma agiz kanseri konusunda
bilgi verdiklerini, %8,6’s1 son 6 ayda daha fazla
lezyon teshis ettiklerini bildirmislerdir (16).

Ulkemizde iiniversitelerin ve meslek
kuruluslarinin, agiz kanseri konusunda dis
hekimlerinin isteklerini karsilayacak bigimde
yaygin egitim etkinlikleri sunmalar1 ve
hekimleri eksikliklerini gidermek igin bu
programlara katilmalari hususunda tesvik
etmeleri gerekmektedir. Ayrica gerek lisans
diizeyinde gerekse siirekli egitim programlari
cercevesinde dis hekimlerinin agiz kanseri risk
faktorlerini belirleme ve ortadan kaldirma
konusunda hastalarina hizmet sunabilecek
egitimi almalar1 i¢in gereken diizenlemelerin
yapilmast 6nem tagimaktadir. Agiz kanseri ile
iligkili mortalite ve morbidite oranlarinin ancak
iyi egitimli ve bilgili dis hekimleri ile
azaltilabilecegi unutulmamalidir.

Cikar Catismasi: Yok

Adress for correspondence: Yard. Dog. Dr. Giizin Neda Hasanoglu Erbagar, Dégol Cd. Incitast Sk. MEB Kampiisii H Blok Besevler 06560 Ankara - Tiirkiye

e-mail: neda986@gmail.com
Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi


javascript:admin('emu.asp?pdir=aot&plng=tur&abstract_un=AOT-44977&postto=Mcorres&user_un=U-9134022567')
http://www.actaoncologicaturcica.com/

ACTA
ONCOLOGICA
5 TURCICA

Tablo 1: Katihmeilarin demografik ozellikleri
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Cinsiyet
Erkek %45,5
Kadin %54,5

Mezuniyet Zamani

2000 yilindan 6nce %25,5

2000 yilindan sonra %74,5

Calisma sekli

Stajyer Ogrenci %35
Arastirma Gorevlisi %43
Serbest Dis hekimi %22

Tablo 2: Agiz kanserinin erken donemde en yaygin izlenen semptomlarina katilimcilar tarafindan verilen cevaplarin dagilimi

Stajyer Dis hekimleri Arastirma Gorevlileri Serbest Dis hekimleri
(%) (%) (%)

Agn 14,4 4,8 4

Ulserasyon 32,2 38,6 32,4

Sislik 2,5 14,4 27

Asemptomatik 35,6 35,8 28,3

Bilmiyorum 2,5 6,2 8,1

Tablo 3.Calismaya dahil olan dis hekimlerinin agiz kanseri konusunda bir egitim etkinligine katilma oranlar

Gegen yi1l %26,1
2-5 yil 6nce %014,8
5 yildan daha 6nce %3,6

Higbir zaman katilmayanlar %41,6
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Sekil 1: Katilimeilarin agiz kanserinde gergek risk olusturan faktorlere yonelik bilgi seviyesi
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Sekil 2: Katilimcilarin agiz kanserinde risk olusturmayan faktorlere yonelik bilgi seviyesi
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Sekil 4. Ag1z kanseri muayenesi yapilan dissiz hastalarin orani
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Kaposi’s Sarcoma Epidemiology, Risk Factors, Staging and Treatment: AN
OVERVIEW

Kaposi Sarkoma Epidemiyolojisi, Risk Faktorleri, Evrelemesi ve Tedavi
Secenekleri: DERLEME.
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Hacettepe Universitesi Onkoloji Enstitiisti, Medikal Onkoloji Bilim Dali, Ankara

Dergiye Ulasma Tarihi: 18.09.2016 Dergiye Kabul Tarihi: 08.03.2017 Doi: 10.5505/a0t.2017.59023

OZET
Kaposi sarkomu immun disfonksiyon ve muhtemel viral etiyolojiye bagli olusan anjioproliferatif bir hastaliktir.
Kaposi sarkomu etiyolojilerine gore 4 alt tipe ayrilir. Hastaligin tedavi segenekleri ve klinik seyri agisindan alt
tipler bizlere fikir verir. Ulkemizde ve diinyada nadir goriilen bir hastalik olmasi nedeniyle su an igin randomize
kontrollii caligmalari bulunmamaktadir. Kaposi sarkomundaki bilgilerimiz genelde retrospektif ve faz II
caligmalara dayanmaktadir. Bu derlememiz kaposi sarkomunun epidemiyolojisi, risk faktorleri ve son tedavi
stratejileriini igermektedir.
Anahtar Kelimeler: Kaposi sarkomu, risk faktorleri, tedavi

ABSTRACT
Kaposi’s sarcoma (KS) is an angioproliferative disease, with a viral etiology and a multifactorial pathogenesis that
depends on an immune dysfunction. It is divided into four types according to the aetiology. There was no
randomized controlled trials due to very rare disease. Thus clinical guidelines has not been established properly.
This review summarized epidemiology, risk factor, and recent treatment strategies in Kaposi sarcoma patients.
Keywords: Kaposi sarkoma, risk factors, treatment

Endemic Form (African): Occurs more often
among african men aged 25 to 40 years and
children of both sexes, the mean age of the
affected children is 3 years [2].

latrogenic type: This is associated with

History and Classification

Moritz Kaposi (1827-1902), a Hungarian
dermatologist, gave his name to disease who
described three fatal cases of multiple idiopathic
pigmented hemangiosarcoma in old men at the

University of Vienna in 1872 . KS is rare
disease. The most of the cases seen in Europe,
North America, African young — children, renal
allograft recipients, receiving other
immunosuppressive agents, and HIV infected
patients[1].

Kaposi Sarcoma Classification: After the
definition provided be Dr. Kaposi, clinicians
have defined four different types.

Classic Type: This type originally described by
Kaposi, is typically found in old Mediterranean
men, it has been diagnosed worldwide and
usually follows a benign course.

immunosuppression such as organ transplant
recipients, long time corticosteroid using for
various disorder, and patients immunosupressed
as a result of any therapeutic regimens,
including chemotherapy [3, 4].
Epidemic type (HIV-associated): An epidemic
of KS appeared among young men who had sex
with men in developed countries. Also
heterosexual men and women may have KS in
Africa[5].

The different epidemiologic and
clinical aspects of these four types are
summarized in the table 1.
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Table 1: Clinical aspects of Kaposi sarcoma types.
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Type Predominant risk Cutaneous Visseral Clinical course
groups presentation involvement
Classic 3:1 male:female Distal lower Uncommon Usually indolent,
(sporadic) ratio extremities Rarely aggressive or
Age>60 years disseminated
Mediterranean,
Eastern European or
Middle East
Endemic Male adults, Various: may be Internal organs Indolent to locally
(African) Children both sexes  similar to classic involved in a invasive in adults
Equatorial Africa or more locally  subset of Occasional rapid
aggresive, adults. But progression with
lower extremity common in visceral disease in
lymphedemain children adults
adults. especially lymp  Aggresive in
Cutaneous nodes and children
disease often viscera.
absent in
clildren
latrogenic Exogenous Distal lower Relatively May regress with
immunosuppression, extremities, common modification of
solid organ may be immunosuppression
transplantation, disseminated May be aggresive
steroid using
Older age>50 years
Epidemic Men who have sex Localized or Common with Aggresive or
(AIDS- with men disseminated poor HIV indolent
associated) (developed control May regress with
countries) effective HIV

heterosexual men
and female in Africa

treatment

Risk Factors:
Human Herpes Virus 8 (HHV-8): Is a gamma
herpes virus associated with Kaposi sarcoma,
multicentric Castleman disease, and primary
effusion  lymphoma, lymphoproliferative
disease that are most commonly observed in
immuncompromised individuals [6]. HHV-8
has been detected more than 95% of patients for
all types of KS [7]. HHV-8 found in body
secretions such as saliva and semen, may spread
through kissing or sexual intercourse, similarly
with other herpesviruses [8]. HHV-8 is a
oncogenic DNA viruses, expresses viral genes
that perturb p53 protein function and thereby
mediate viral oncogenesis[9].

Also anti- HHV antibodies and viremia
may be important for KS. A comparison of age

UpToDate Graphic 76370 Version 3.0

and sex-matched HHV-8 infected Italians with
and without Classic KS showed that HHV-8
DNA  detection in  peripheral  blood
mononuclear cells and high HHV-8 lytic and
latent antibody titers were significantly
associated with development of classic KS [10].
More recently, it has been suggested that a
certain subtype of HHV-8, strain A, may be
associated with higher blood viral loads and
more aggressive disease behavior than strain C,
which was associated with slowly progressive
disease [11].

But not all infected persons develop the
disease. For example, in the Mediterranean
area, Classic KS develops annually in only
0,03% of HHV-8 infected men and only 0,01%
of HHV-8 infected women over age 50 [12].
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Other findings suggest that host genetic factors
may affect the risk of Classic KS at least in part
by influencing the ability to develop antibodies
to HHV-8 and ultimately, control HHV-8
infection [13]. In the recent data, all types of KS
have a common etiology in HHV-8 infection
but all HHV-8 infected persons do not have
disease due to different genetic, immunologic
and environmental factors [14].

Immune  Deficiency: The role of
immunosuppression is  well defined in
iatrogenic and HIV-associated types. KS
prevalence is higher in post-transplant and
AIDS patients, being 500 times and 20.000
times, respectively, greater than in the general
population [14]. However, there is evidence that
more subtle degrees of immune suppression
may be present in people with Classic KS. The
significant decrease in the number of total and
B-lymphocytes has been linked to progression
of Classical KS from early stages to more
advanced disease [15]. Also an increased risk of
Classic KS has been reported among
individuals with history of topical corticosteroid
use (OR 2,73, 95% CI 1,35-5,51)[13]. This
suggests that local perturbations in cutaneous
immune function may be an important
predisposing factor for Classic KS.

Local immunodeficiency is another cause of
KS. In endemic KS, there is relationship
between KS and podoconiosis (non-filarial
elephantiasis) [16]. Also a body region where
there is chronic lymph stasis leads to an immune
stasis. The link between the impairment of
lymph circulation and regional immune
dysfunction in classical KS was first proven in
1984 [17].

Environmental factors: Related to skin
hygiene or skin disease may influence the
development of KS. Also in endemic KS,
walking barefoot on volcanic soils exposes
pores and sweat glands in bare feet permitting
abrasions and allowing alumino silicates and
possibly iron oxides to be taken up by
lymphatics. The silicates can cause an obstacle
to lymph flow, inflammation of regional lymph
nodes, and disruption of the immune control in
the feet and legs [16].

Miscellaneous: There is a statistically
significant reduction in KS risk among smokers
[18], particularly those with more intensive
(more packs per day) and more cumulative
(more pack-years) history of tobacco abuse [18-
20]. It has been suggested that the protective
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effect of smoking may be mediated by a
decrease in the production of inflammatory
cytokines [13, 16, 17].
A case control study documented a 3.65-fold
increased risk of Classic KS among patients
with chronic edema of lower extremities, and
among those with diabetes mellitus (OR 4,73)
[19].
CLINICAL FEATURES
Cutaneous KS: Although KS can involve any
site in the body, cutaneous disease is most
common and is the usual initial presentation of
KS. Lesions of KS appear most often on the
lower extremities, face (especially the nose),
oral mucosa, and genitelia. The dermatology
literature contains reference to at least 10
different morphologic variants of the cutaneous
lesions of KS [21]. KS is characterized by the
appearance of purplish, reddish blue or dark
brown-black macules, plagues and nodules on
the skin. Noduler lesions may ulcerate and bleed
easily. The lesions are not painful or pruritic and
usually do not produce necrosis of overlying
skin or underlying structures. The skin lesions
range in size from very small to several
centimeters in diameter, and they can remain
unchanged for months to years, or grow rapidly
within a few weeks and disseminate.
Visceral KS: KS involvement has been
observed in almost all visceral sites, including
lymph nodes, the liver, pancreas, heart, the
testes, bone marrow, bone and skeletal muscle
[22, 23]. The most frequent sites of non-
cutaneous disease are the oral cavity,
gastrointestinal tract, and respiratory system.
However, visceral involvement as the initial
manifestation of KS is relatively uncommon.
Also, now visceral disease appears to be much
less frequent in HIV-associated KS that receive
anti-retroviral therapy [24].

Oral cavity involvement occurs in KS.
The intraoral site most commonly affected is the
palate and gingiva [25]. Intraoral lesions are
easily injured which can result in pain, bleeding,
ulceration, or secondary infection.
Gastrointestinal tract involvement may be
asymptomatic or may cause weight loss,
abdominal pain, gastrointestinal bleeding, and
diarrhea [26, 27]. Gastrointestinal KS lesions
are typically hemorrhagic nodules and they may
occur in any portion of the gastrointestinal tract
[22]. However biopsies may not demonstrate
KS because the lesions tend to be submucosal.
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Pulmonary involvement is common in
epidemic (AIDS-associated) KS. The affected
patients may have the symptoms of dyspnea,
fever, cough, hemoptysis, chest pain or may be
asymptomatic. The radiological findings are
variable and can include nodular lesion,
interstitial infiltrates, pleural effusion, hilar and
mediastinal adenopathy.

Diagnosis: Presumptive diagnosis of KS can
often be made based upon the characteristic
appearance of, purplish, reddish blue, dark
brown patches, plaques or nodules. This should
be confirmed by a biopsy whenever possible.
The microscopic features of all four different
types of Kaposi sarcoma do not differ. All forms
show evidence of angiogenesis, inflammation
and spindle cell proliferation. In addition to
observing typical histological features on
standard microscopy, PCR (polymerase chain
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reaction) can be performed on the skin lesions
to detect amplified HHV-8 DNA sequences,
and immunohistochemical staining of biopsy
specimens can also be performed to detect the
presence of HHV-8 latency-associated nuclear
antigen (LANA-1) within the spindle cells, thus
confirming the diagnosis [28].

Staging: There is no commonly used or
universally agreed upon staging system for KS.
The American Joint Committee on Cancer
TNM staging system, which is the standard
staging for all cancer types, does not include
KS. But in contrast to HIV associated KS, the
most commonly utilized staging system for HIV
associated KS was developed by the AIDS
Clinical Trial Group (ACTG) of the National
Institute of Health [29] and summarized in
Table 2.

T TO0
(Extent of tumor)

Disease limited to the skin or
with minimal involvement of
the oral cavity

T1

More extensive oral cavity
involvement, other visceral
disease

| 10
(Immune status)

S SO
(severity of systemic illness)

CD4 >200 cells/microL

No history of opportunistic
infections or thrush

11
CD4 <200 cells/microL

S1
History of opportunistic
infections or thrush

No "B" symptoms- unexplained B symptoms

fever, night sweats, <10

Karnofsky performance status

percent involuntary weight <70

loss, or diarrhea persisting
more than two weeks.
Karnofsky performance status

>70

Other HIV-related illness
(neurologic disease,
lymphoma)

A proposed staging system for Classic Kaposi's
sarcoma is:

Stage | (Macronodular Stage) - Small lesions
(macules) confined to the lower extremities

Stage Il (Infiltrative Stage) - Larger lesions
(plaques) confined to the lower extremities

Stage Il (Florid Stage) — Multiple larger lesions
(plaques and nodules) confined to the lower
extremities

AIDS Clinical Trials Group Oncology committee[29].

Stage 1V (Disseminated Stage) — Multiple large
lesions extending beyond the lower extremities

The stages | or 1l disease had a slower
rate of progression, fewer complication and
lower occurrence of gastrointestinal/visceral
involvement. However, stage 11l or IV disease
had more rapid disease progression and more
frequent gastrointestinal, visceral involvement.
Patient evaluation: The initial evaluation of
KS patients consists of physical examination
and special attention to affected areas.
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Asymptomatic patients with classic KS rarely
require radiologic evaluation because of the
chronic and indolent course. Screening for
distant organ involvement is not needed due to
the low frequency of radiological evident
disease. If mucosal involvemet of the
gastrointestinal tract is present, it cannot be
visible in radiologic studies. Evaluation of
visceral  involvement is  guided by
symptomatology and basic laboratory testing.
Testing the stool for occult blood is the simplest
way to screen for gastrointestinal involvement.
Endoscopy is usually reserved for patients who
detected occult blood in stool or have
gastrointestinal symptoms. Also chest X-ray is
useful to screen for pulmonary lesions.
Bronchoscopy should be reserved for those with
an abnormal radiograph and persistent
respiratory symptoms. CT scanning of the
chest, abdomen, and, pelvis is typically not
necessary.

Treatments: There are no any prospective
randomized trials to investigate treatment
options for KS. The relative scarcity of the
disease and advanced age of the affected
individuals who had many comorbidities limit
treatment options and the ability to participate
in clinical trials.

The goal of KS specific therapy in all patients
with KS is symptom palliation and improved
quality of life. In patients with limited KS and
either no immune dysfunction or post-transplant
history, observation is reasonable. Indications
to administer specific systemic KS therapy
includes cutaneous disease which is rapidly
progressive, bulky, causes pain or lymphedema,
impairs function or causes psychological
distress. Visceral disease generally requires KS
specific therapy [30].

Observation without specific treatment is an
option for patients who have a limited number
of asymptomatic lesions that do not impair
function. However disease  progression
eventually occurs in most patients [31].
Symptoms related to limited lower extremity
edema can be alleviated in many patients with
elastic compression stocking [32].

Local treatment:

Surgery: If there is a single symptomatic lesion,
excision alone may provide sustained local
control [31, 33, 34], but new lesions commonly
develop at other sites.

Radiation therapy: All forms of KS are very
sensitive to radiotherapy. Durable local lesion
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control and symptom relief can be achieved in
over 90 percent of cases. Excellent palliation
has been obtained with doses at 20 Gy or
slightly higher.  However, because of the
multifocal disease involvement and the
tendency for new lesions to develop in non-
irradiated areas, it raises questions about the
place of radiation therapy. Therefore there is no
consensus in radiotherapy.

Cryotherapy: Liquid nitrogen cryotherapy is
sometimes used for local control of small
Classic KS lesions [35]. There is no information
about local cryotherapy on long term diseaes
control. The main effect is cosmetic
improvement and it is often used by
dermatologists.

Intralesional therapy: Intralesional injection of
chemotherapy such as low dose vinblastin (0, 1
mL of 0,1mg/mL) leads to local regression of
cutaneous KS [36].

Also intralesional injection of interferon alfa
has been reported to induce regression of
classical KS lesions [37]. IFN-alfa was used in
these studies; two or three times per week
therefore interferon is not suitable for use in
patients with multiple cutaneous lesions.
Topical therapy:Topical imiquimod
demonstrated an objective response in patients
with KS [38, 39].Topical 9-cis-retinoic acid is
approved by the FDA for KS, and is associated
with up to a 45% response in treated lesions
[40].

9-cis-retinoic acid gel (0,1%) is an FDA-
approved topical treatment for cutaneous KS. A
single case report of an elderly patient with
classic KS noted a good local control of
multiple treated cutaneous lesions. However the
patient continued to develop new lesions in
untreated skin [40].

Electrochemotherapy: Is another viable
option that is a type of chemotherapy approach
aimed at treatment of cutaneous and
subcutaneous tumor nodules of different
histologies. Electrochemotherapy, via cell
membrane permeabilising electric  pulses,
potentiates the cytotoxicity of non-permeant or
poorly permeant anticancer drugs with high
intrinsic cytotoxicity, such as bleomycin or
cisplatin, at the site of electric pulse
application[41-43].

Systemic treatments: Systemic therapies are
often required for patients with widespread,
bulky or rapidly progressive lesions, moderate



ACTA
ONCOLOBICA
TURCICA

to severe symptomatic edema or visceral organ
involvement [44, 45].

Chemotherapy: It is difficult to make
recommendations for preferred treatments on
basis of response rates, duration benefits, or
adverse effects because of absence randomized
trials [46].

Most clinicians consider pegylated liposomal
doxorubicin to be a first line therapy unless
there is a cardiac contraindication despite the
lack of randomized trials demonstrating
superiority. The benefit of first line pegylated
liposomal doxorubicin, 20 mg/m?, every three
weeks, was addressed in a retrospective analysis
with classic KS patients [47]. Liposomal
anthracyclines have a longer plasma half-life
than non-liposomal formulations. Liposomal
formulations have less toxicity in non-target
organs than conventional anthracyclines.
Liposomal anthracyclines can reliably shrink
tumors, lessen edema, and cause the color of
lesions to fade. Also response rates range from
30 to 60 percent [48-50].

The efficacy of taxanes (paclitaxel or docetaxel
), as agents with antiangiogenic properties and
interference with normal breakdown of
microtubules, has been described previously in
the treatment of KS. Although paclitaxel is
potentially more toxic than the liposomal
anthracyclines, it has efficacy as a second-line
treatment for KS [51-55], and may be an
alternative for initial therapy of patients with
advanced, symptomatic KS. Paclitaxel and
dosetaxel can be associated with significant and
severe toxicities. Albumin-bound paclitaxel
(nab-paclitaxel) a novel solvent-free taxane, has
demonstrated higher response rates and
improved tolerability[56]. As known, classic
KS predominantly affects elderly people, many
of whom do not tolerate aggressive
chemotherapy  regimes.  Therefore  nab-
paclitaxel may has a good and rapid efficacy
with lower toxicities in these patients.

Several authors have used single agent
vinblastine given as a weekly dose of 0.1 mg/kg
and doses of vinblastine were titrated in patients
according to white blood count. The most
patients usually had good response and they
required prolonged courses of therapy.

In a cohort study, aldoxorubicin that is a novel
prodrug of doxorubicin that binds to albumin
and released in the asidic environment
associated with solid tumors. Aldoxorubicin
was well tolerated and therapeutically active,
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including reductions in both pathological and
radiographic disease with nine HIV-associated
advanced KS patients. Aldoxorubicin may offer
an alternative to current therapy for KS[57].
Etoposide is an another drug may be effective in
KS. The single-arm study including 30 patients
with non-metastatic, local advanced showed
that overall response rate was 87%. Treatment
was well tolerated but haematological toxicity
was the principal dose limiting side effect[58].
Immunomodulators: IFN-alfa (interferon-
alfa) is approved for treatment of HIV-
associated KS in the US. However anti-tumor
activity of IFN-alfa is not known in KS. The
benefit of IFN-alfa may involve direct
antiproliferative effects, antiviral effects,
inhibition of angiogenesis, and modulation of
host immune responses [59]. But there is no
consensus on IFN-alfa dosage, frequency and
duration.

Thalidomide has anti-angiogenetic, anti-tumor
and immunomodulatory effects, and the drug is
active in epidemic HIV-associated KS and was
shown to have a 35%-47% overall response
rate, but thalidomide can be associated with
neurologic side effects [60, 61]. Second and
third generation immunomodulatory derivatives
of thalidomide, lenalidomide, and
pomalidomide are currently being evaluated for
the treatment of KS.

latrogenic type KS (organ transplantation,
chronic steroid using) may respond to reduction
or discontinuation of the immunsuppressive
regimen. This should be the first therapeutic
maneuver in iatrogenic KS. The decreasing
immunosuppressive therapy was associated
with the disappearance of mucocutaneous
disease and visceral involvement in some
patients [62, 63]. In addition, the substitution of
sirolimus for cyclosporin in renal transplant
recipients has been associated with regression
of KS lesions [64, 65].

Everolimus is the derivative of sirolumus and
works similarly to sirolimus as an inhibitor of
mammalian target of rapamycin (MTOR).
Clinical response and tolerance to everolimus
was evaluated in phase Il trial. But everolimus
did not demonstrate any advantage in KS [66].
Interleukin-12 (IL 12) is identified and cloned
from Epstein-Barr virus-transformed B-cell
lines. Although originally defined as an natural
killer stimulating factor. IL 12 acted early in
immunity to promote T-helper cell development
and enhance survival of cytotoxic T cell.
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Efficacy in patients with HIV related KS was
noted [67].

Anti-retroviral treatments:

Epidemic (HIV- associated) KS treatment is
totally different from other types. Combination
antiretroviral therapy (ART) is recommended
for all patients with HIV associated KS [44, 45,
68, 69]. If patients do not have more advanced
diseases or rapid progression, firstly we can
treat HIV associated patients with ART. The
introduction of ART has been associated with a
substantial decrease in the incidence, severity
and visceral involvement of newly diagnosed
HIV associated KS [70, 71]. The beginning of
treatment may worsen the patient’s symptoms.
This antity is called IRIS (Immune
Reconstitution Inflammatory Syndrome). IRIS
describes a collection of host responses that can
occur following the initiation of ART and it has
been associated with the progression of KS
within three to six weeks after starting ART [72,
73]. Chemotherapy may be considered in
addition to ART. There are two small
randomized trials that have looked at the role of
chemotherapy plus ART and ART alone. The
overall response rate of the KS was significantly
better for patient in chemotherapy plus the ART
group, but there was no overall survival
difference between the groups [74, 75].

Also we know that HHV-8 is an etiologic agent
of virally associated tumors such as Kaposi
sarcoma. Various modalities have been used to
prevent and treat HHV-8 related disease.
Current strategies include against HHV-8
replication, reconstituting the immune system
in immune deficient patients and chemotherapy.
The effect of antiviral agents on HHV-8
replication has not been extensively studied and
we do not know the effect of HHV-8 treatment
on KS. Several antiviral agents, including
ganciclovir, cidofovir, and foscarnet have been
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shown to inhibit HHV-8 replication in vitro. But
acyclovir does not appear to have this effect like
others [76].

Anti-angiogenesis treatments:

Several approaches targeting angiogenesis and
the tumor microenvironment have been
evaluated prospectively in the therapy of HIV-
associated KS. Matrix metalloproteinase
(MMPs) are highly expressed in KS lesions and
may contribute to angiogenesis via degradation
of the extracellular matrix. A phase Il study of
the MMPs inhibitor demonstrated a 41% overal
response rate [77].

Activation of c-kit and platelet-derived growth
factor receptor (PDGFR) have effects on
angiogenesis and growth of KS cells. Imatinib
is a partial selective blocker of both PDGFR and
c-kit. In a phase Il study with HIV associated
KS, imatinib induced partial response in one
third of patients [78]. In another phase Il study,
the  monoclonal anti-VEGF  antibody,
bevacizumab had an overall response rate of 31
% [79]. Angiogenesis inhibitors may have a role
in combination therapy, and the combination of
bevacizumab with liposomal doxorubicin is
being evaluated (NCT00923936).

Sorafenib is a inhibitor of several tyrosine
kinase, such as vascular endothelial growth
factor receptor, PDGFR. The effects of
sorafenib in Kaposi’s sarcoma is being
investigated in clinical trials.

There are very few randomized clinical trials
due to rare incidence of Kaposi sarcoma.
Therefore there has been no evidence to identify
effective new therapies. The phase 1I/111 studies
have been summarized in Table 3. Novel
treatment strategies in Table 3 can be
administered to patients who completed
conventional therapies.
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Table 3: A summary of recent studies related to Kaposi sarcoma.
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Trial Phase Patients Treatment Results Side effects
Intralesional Il HIV ART+intralesional Intralesional ~ Well tolerated
Bevacizumab in the associated bevacizumab Bevacizumab
upper airway[80] 7 patients VS had no
7 controls ART impact
Imatinib [78] Il AIDS ART + imatinib 33,3% partial Well tolerated
associated 20% stable
30 patient 23,3%
progressive
response
Electrochemotherapy Il 18 refractory Electrochemothera 66% Well tolerated
and IV bleomycin[42] patients with  py + bleomycin complete
isolate response
cutaneous
lesions (no
visceral
disease)
Intravenous Il 17 HIV- Intravenous 19% CR Well tolerated
Bevacizumab + ART[79] infected Bevacizumab + ART 12% PR but therapy
patients who 56% stable included
progressed 13% hypertension,
under ART progression neutropenia, and
headache
ART vs Il 59:ART+che  ART+ Response Well tolerated
ART+chemotherapy in motherapy chemotherapy rate was
therapy-naive HIV 53:ART alone (bleomysin,doxoru  betterin
infected patients[74] bicin, combined
vincristin,etoposid) arm p=0,005,
Vs but no
ART survival
advantage
Oral etoposid as first Single 30 Oral etoposid 10%CR Well tolerated
line therapy in classic arm 77% PR but
type[58] study 13% SD haemotological
toxicity was dose-
limiting
Electrochemotherapy Il 23 Electrochemothera 65 % CR Well tolerated
in the treatment py with 87% local
cutaneous lesions[43] unresectable, not control

treatable by
radiotherapy or
intralesional
vincristine therapy
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Oral valganciclovir Pilot 5
therapy in patients study
with classic Kaposi

sarcoma [81]

Treatment of HIV /1 9
associated Kaposi’s

sarcoma with

aldoxorubicin[57]

Pomalidomide in the /1 currently

treatment of Kaposi
sarcoma in individuals
with or without
HIV[82]

The role of everolimus |l 11
(RAD0O01) in endemic

or classic Kaposi’s

sarcomal[66]

recruiting

Weekly nab-paclitaxel I 6
in elderly patients with
classic KS

participants

Valganciclovir valganciclovi
doses used for r was not
cytomegalovirus active
infection against KS

Aldoxorubicin 6/9
significant
reduction in
bothpatholo
gical and
radiographic
No study
results
NCT0149559
8

pomalidomide

Everolimus No
advantage,
could be
responsible
for
progression

viral load

Nab-paclitaxel All patient Grade lll
improved
33% PR,

66%CR a %17

ART: Anti-retroviral treatment
CR: Complete response

PR: Partial response

SD: Stable disease
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Bladder invasive transitional cell carsinoma, which improves from cystitis
cystica and glandularis; is cystitis cystica and glandularis a precancerous
lesion ?

Sistitis sistika ve glandularisi takiben gelisen mesane invaziv degisici hiicreli
karsinomu; sistitis sistika ve glandularis prekanseroz bir lezyon mudur?
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OZET

Sistitis sistika ve glandularis, mesane epitelyumunun kronik inflamasyon veya obstruksiyonuna sekonder olarak
olusan benign proliferatif bir lezyonudur. Siklikla asemptomatik olarak seyretmekle beraber nadiren rekiirren gross
hematiiri, irritatif veya obstruktif iiriner semptomlara da yol acabilmektedir. Intestinal metaplazi ve mesane
karsinomu ile iligkisi, prekanserdz bir lezyon olup olmadigi halen tartigmali olmakla beraber, pek ¢ok arastirmada
mesanede karsinom ile es zamanli birlikteligi tespit edilmistir. Bu vakada daha 6nceden T1 evre mesane iirotelyel
karsinomu oldugu bilinen bir hastada, takip eden siire igerisinde sistitis sistika ve glandularis gelisen ve bunun
zemininde kas invaze mesane iirotelyum karsinomu olusan bir olgu sunulmustur. Her ne kadar literatiirde, kisa
donemli takiplerde karsinoma progresyon gosterdigine dair kanitlar olmasa da bu olguda 3 ay gibi kisa bir
donemde karsinom gelismis, ancak bunun bir progresyon mu yoksa senkron bir birliktelik mi oldugu kesin olarak
bilinmemektedir.

Anahtar Kelimeler: Mesane prekanseroz lezyon, sistitis glandularis, sistitis sistika

ABSTRACT
Sistitis cystica and glandularis are benign proliferative lesions secondary to chronic inflammation or obstruction
of bladder epithelium. It is often asymptomatic, but rarely can lead to recurrent gross hematuria, irritative or
obstructive urinary symptoms. Concurrent with intestinal metaplasia and bladder carcinoma, whether it is a
precancerous lesion or not, is controversial, and in many studies concurrent presence of carcinoma in bladder has
been detected. In this case, we present a patient with T1 stage urothelial carcinoma of the bladder who developed
cystitis and glandularis within the following period and progression to muscle invasive bladder urothelial
carcinoma. Although there is no evidence in the literature that it progresses to carcinoma in short-term follow-
up, in this case carcinoma develops as short as 3 months, but it is unclear whether it has a progression or a
synchronous association.
Keywords: Bladder precancerous lesion, cystitis cystica, cystitis glandularis

Giris

Otopsi c¢alismalarinda prevelansinin %60
oldugu saptanmis olan sistitis sistika, Von
Brunn adalarmin kistik dilatasyonuyla ile
karakterize, benign karakterli iirotelyal bir
lezyondur. Bu adalar c¢ogunlukla glandiiler
yapilar igerdiginden, bu durumda sistitis
glandularis olarak adlandirilmaktadir. Sistitis
sistika, sistitis glandularis ve von brunn adasi
hiperplazisi genellikle birlikte bulunur ve her
yasta goriilebilirler (1).

Sistitis glandularis (CG), mesane transizyonel
hiicrelerinin glanduler metaplaziye gitmesi ile
karakterize nadir goriilen bir proliferatif mesane
hastaligidir. Sistitis Sistica et Glandularis
(CCEQG) ilk kez Morgagni tarafindan 1761°de
tammlanmistir (2).  1950’de Immergut ve
Cottler yaptiklar1 bir caligmada, mesane
adenokarsinomu gelisiminde CCEG’in etkili
olabilecegi yo6niinde goriis bildirmislerdir (3).
O tarihten sonra yapilan ¢esitli ¢aligmalarda,
CCEG bir adenokarsinom prekiirsorii olarak
ileri siiriilmiistiir (4). Intestinal tip CG ve diffiiz
lezyonlar premalign olarak tanimlansa da, bazi
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caligmalara gore CCEG, klinik olarak 6nemsiz,
kronik ve sessiz

bir histolojik lezyondur. Smith ve ark.” na gore
CCEG, malignite i¢in artmus bir risk faktorii
degildir (5).

Olgu Sunumu

Olgu

73 yasinda bir erkek hastaya dig merkezde 2009
yilinda mesane timorii tanisiyla transiiretral
rezeksiyon (TUR-M) yapilmis ve patoloji
sonucu T1G3 gelmesi iizerine 6 kiir intrakaviter
BCG tedavisi uygulanmistir. Ekim 2012°de sag
yan agrist ve hematiiri nedeniyle yapilan
incelemelerde, kontrastsiz bilgisayarl
tomografide (BT) sag iireter alt kesimde
parsiyel obstruksiyon yaratan 11 mm g¢apinda
tag saptanmistir. Sag iiretere ireterorenoskopi
(URS) yapilan hastada iist iiriner sistemden
sitoloji de alinmig, sonucu normal gelmistir.

Ocak 2014’te infravezikal obstruksiyon
nedeniyle prostat dokusuna TUR yapilmis,
patoloji sonucu benign adenomatdz hiperplazi
seklinde yorumlanmustir. Nisan 2014°te
hematliri nedeniyle yapilan sistoskopide
mesane kubbesinde adenokarsinomu
diisiindiirecek goriintiide siipheli lezyonlar
olmasi1 {izerine TUR-M yapilmis, patoloji
sonucu  sistitis  sistika-glandularis  olarak
gelmistir (Resim 1). Subat 2015°teki kontrol
ultrasonografide (USG) mesane i¢inde patolojik
olusum saptanmamistir. Mayis  2015°te
hematiiri olmas1 ilizerine yapilan sistoskopide
siipheli vejetatif lezyonlar gézlenmesi iizerine
yapilan TUR-M patolojisi kas invaze low grade
iirotelyal karsinom seklinde gelmistir. Hastanin
O0zgecmisinde sigara kullanimi  olmayip
diabetes mellitus ve koroner arter hastalig
mevcuttur.

Resim 1: TU istitis
glandularis bulgusunu kuvvetlendiren glanduler alanlar
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Tartisma

Sistitis glandularis, liriner mesane epitelinin
mukoza ve submukozasinmin i¢indeki mukus
iireten glandlarin nadir goriilen bir metaplazik
proliferatif hastaligidir. Kronik inflamasyon
varliginda mesane iirotelyumda
hiperproliferasyon baslar, iirotelyal nest yapilari
lamina propria icerisinde goriiniir hale gelir,
kistik ve glanduler lezyonlara diferansiyasyon
baglar. Mikroskopik bir bulgu olmasina ragmen
nadiren biiyiik goriinlir makroskopik boyutlara
ulasabilmektedir.  Bu lezyonlarin mesane
adenokarsinomuna progresyonu halen
stiphelidir. Benzer sekilde bunlara erken agresif
tedavi yaklagimlari da tartismalidir. Goriiniir bir
lezyon yoklugunda, tedavi irritatif faktorlerin
eradikasyonuna dayanan medikal
yaklasimlardir. Cerrahi yaklagim, rekiirren
hematiiri varligi, mesane ¢ikim obstruksiyonu
yaratan psodoneoplastik bir lezyon olusumu
varsa oOnerilmektedir. Cesitli  ¢alismalar
transiiretral rezeksiyonu ve adenokarsinomatoz
degisiklikler saptanana kadar sistoskopik takibi
onermektedir. Bazilar1 ise agresif tedavileri
savunmaktadir.

Etyolojide mesanenin kronik
irritasyonuna  yol agabilecek tekrarlayan
kateterizasyonlar,  tas,kronik  inflamasyon
kadar, mesane ekstrofisi, norojenik mesane,
pelvik lipomatozis de iligkili tutulmaktadir.
Ayrica avitaminosis, alerji,hormonal imbalans,
karsinojenik ilaglar, Ig A iligkili immiin
mekanizmalarin  da  rol  oynayabilecegi
soylenmektedir (6).

CG olgular1 genellikle asemptomatik
seyretmektedir. Semptomatik hastalarda ise
genellikle bagvuru yakinmasi gross hematiiri,
kronik sistit ve irritatif iseme semptomlaridir.
Cok biiyiik boyutlara ulastiginda ise obstruktif
tiriner semptomlar verebilmekte, hatta mesane
boynu ve trigonda lokalize olursa hidronefroza
da yol acabilmektedir. Hatta bazen CG
lezyonlarmin mesanede ndéroanatomik
degisiklikler yaratarak {ist iiriner trakt1i da
etkileyebilecegi bildirilmistir.

Yuksel ve ark.’nin c¢alismasinda, CG
tanist almis ancak ilerleyen donemde cesitli
merkezlerde transiiretral rezeksiyon, parsiyel
sistektomi, intravezikal mitomisin ve BCG
uygulamalar1  yapilmasmna ragmen  bu
modalitelere  direngli hale gelmis ve ciddi
makroskopik  hematiiri, irritatif  {riner
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semptomlar1 olan bir hastada 6 ay boyunca oral
steroid tedavisi (ilk 3 ay 10 mg/glin oral
prednizolon, semptomlar i¢in ayrica propiverin
hidrokloriir ve profilaktik antibiyotik; son 3 ay
ise 5 mg/giin oral prednizolon) dramatik bir
iyilesme yaratmistir (7).

Histolojik olarak incelendiginde, CG
lezyonlar1 lamina propriadaki glandlarin
proliferasyonundan olusur. Glandlar goblet
hiicresi igeren kolumnar epitelyum tarafindan
¢evrilmistir. Musin iiretimi ve stroma igerisine
fokal musin ekstravazasyonu tanimlanmistir.
Belirgin niikleer hiperkromazi, pleomorfizm,
psodostratifikasyon yoktur. Glandlarin
etrafinda akut wveya kronik inflamasyonla
uyumlu yapisal degisiklikler mevcuttur (1).

Intestinal tip CG(CGIT) ayirict
tanisinda, adenokarsinom, endoservikosis ve
nefrojenik adenom yer almaktadir (8).
Intestinal tip CG’da adenokarsinomdan farkli
olarak, atipik epitelyal hiicreler, desmoplazi,
detrusor kas invazyonu yoktur. Niikleer mitoz,
fokal detrusor invazyonu nadiren gozlenir, fakat
bu bulgularin derecesi de adenokarsinomda
goriilenden ¢ok daha azdir.

Endoservikosis, baskin olarak
endoservikal tip epitelyum ile karakterize
glanduler bir mesane lezyonudur. Genellikle
reproduktif donemdeki kadinlarda
gozlenmektedir. Endoservikosis detrusor kas
yapist icermekteyken, CGIT hemen her zaman
lamina propria ile sinirhidir.

Nefrojenik adenom ise, manipulasyon
yapilmis  veya travmatize  mesanelerde
gbzlenen, cogunlukla yetigkinlerde olan bir
bagka lezyondur. Siklikla kronik sistit ile
iligkilidir. CCEG’den farkli olarak transizyonel
epitelyum ile ¢evrili degildir.

CCEG’in Klinik agidan dogal seyri
halen net degildir. Shaw ve ark. 1958°de ilk kez
kronik iriner sistem enfeksiyonu olan bir
hastada saptanan CCEG’in adenokarsinoma
progresyonunu tarifledi (9). Susmano ve ark. da
sonraki yillarda CCEG’den adenokarsinoma
doniisiim yapan iki olgu agikladi (10). 1980’de
ilk kez, CCEG ve pelvik lipomatozis olan bir
hastada mesane adenokarsinom gelisimi
aciklandi (11). Bunu takip eden ¢ok sayida
calismada CCEG bir premalign lezyon olarak
goriildiiginden, yillik sistoskopik takip ve
random mesane biyopsisi onerilmeye baslandi
(12).
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Buna karsilik, Ito ve ark. ‘nin yaptig
125 olguluk bir otopsi serisinde saglikli
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mesanelerin %40-92’sinde histolojik olarak CG
varhigi saptandi (13). Bu nedenle intestinal
metaplaziyi mesane kanseri i¢in bir faktori
olarak degerlendirmemektedirler. Literatiirde
sistitis glandularisin bir premalign lezyon
olarak gosterildigi 16 olgu vardir (11,12). Bu 16
olgunun 10’unda CG ve  senkron
adenokarsinom birlikteligi mevcut oldugundan,
Smith ve ark.’na goére, bunun bir risk faktorii
olarak gosterilmesinin ne derece dogru oldugu
tartismalidir (5).

Y1 ve ark.’nin, 1994 ile 2010 yillan
arasinda takip ettikleri, 155 tipik CG, 11
intestinal tip CG tanisi alan toplam 166 hastanin
15’inde (%9) es zamanli mesane Kkarsinomu
mevcuttur. Ancak takip boyunca her iki CG alt
grubunda da yeni bir karsinom gelistigi
saptanmamistir. Bu da kisa donemde sistitis
glandularisin malignite i¢in artmis bir risk
faktori olmadigimi, kisa periyotlarla tekrar
kontrol sistoskopi  yapilmasinin  gereksiz
oldugunu, ancak kisa bir takip uygulandigi
icin,uzun donem sonuglari hakkinda tahmin
yapilamayacagini bildirmistir (14).

Intestinal metaplazi (IM), tek basmna
veya CCEQG ile iligkili olarak saptanmaktadir.
Mikroskopik olarak, goblet hiicre varligi
mevcut olup morfolojik olarak kolonik
mukozayr andiran bir goriiniime sahiptir.
Mesanede IM varliginda, CDX2 ve CK20 ile
immiinoreaktif ~ olarak pozitif ~ sonug
vermektedir. Bu markirlar CCEG’de ise siklikla
negatiftir. CCEG ile iligkili olan IM bazi
aragtirmacilar tarafindan “intestinal tip CG”
olarak da isimlendirilmektedir. CCEG siklikla
benign, reaktif bir durum olsa da, pelvik
lipomatosis ve mesane adenokarsinomu ile
iliskilendiren ¢alismalar da mevcuttur (12).
Cin’de yapilan son calismalarin birinde, CG
tanis1 olan hastalarda %21°lik bir oran ile
maligniyete progresyon izlenmistir (14).
Saglikli hayvan modellerinde yapilan bagka bir
calismada ise {iretelyumda  proliferatif
degisikliklerin yaygin oldugu, ancak bunlarin
hicbir neoplastik degisiklikle iliskili olmadig1
gosterilmistir (12).

Smith ve ark. ‘nin yaptigi 136 hastay1
iceren ¢aligmada, CCEG ve IM olan gruplarda
benzer oranlarda (%33’e karst %37) tesadiifi
karsinom tanimlanmigtir. Ancak bunlar ile
mesane karsinomu gelisimi arasinda etyolojik
acidan bir iligki net olarak kurulamamustir. Tek
bir olguda, 6nceki biyopsi bulgulart CCEG olan
hastada {iretelyal kanser gelismistir, ancak bu
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hastada daha oOnce iist iriner trakt kanseri
(UUTK) nedeniyle parsiyel nefrektomi dykiisii
de bulunmaktaydi. Ve UUTK tanis1 ile mesane
kanseri tanisi arasinda 3 aylik bir siire mevcuttu.
Bu bulgu da CCEG’nin bir prekiirsor gibi
davranmasindan ziyade, mevcut UUTK’ne
bagli mesanede bir de novo karsinom gelistigi
savini gliglendirmektedir (5).

Pelvik lipomatozis (PL) tanis1 seyrektir
ve kitlenin digtan basi ile mesane boynunda
obstruksiyon olusturdugu, kronik iiriner staza
yol actigi, buna bagl olarak da mesanede
proliferatif — degisiklikler olusturdugu ve
bunlarin radyolojik olarak tanimlanabilecegi
goriisti 6n plandadir. Bazi vaka serilerinde, PL
ile CCEG arasinda %75 oraninda bir iliski
gosterilmistir (15). Ancak Smith ve ark.’nin
caligmasinda, bu iligki ortaya konulamamustir.
Intravendz pyelografi (IVP), BT, magnetik
rezonans (MR) gibi abdominal
goriintiilemelerde mesane sekil anomalileri,
asir1  pelvik yag depozisyonu bulgulan
saptanamamigtir (5).

Smith ve ark. sadece 23 hastada (%33)
uzun donem sistoskopik degerlendirme ve
sitoloji ¢aligildigi, bunlarin ise higbirinde yeni
bir mesane karsinomu  saptanmadigini
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Hemoptysis as a presentational finding of intrathoracic paravertebral mass
of extramedullary erythropoiesis in a patient with p-thalassemia intermedia

Beta talasemi intermedia tanili bir hastada ekstramediiller eritropoeze
ikincil intratorasik paravertabral kitlelerin basvuru bulgusu olarak
hemoptizi
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OZET

Intratorasik ekstramediiller eritropoez beta talasemi intermedianin nadir ama iyi bilinen bir komplikasyonudur.
Intratorasik ekstramediiller eritropoezi olan hastalar genellikle asemptomatiktir. Burada beta talasemi intermedia
tanisiyla izlenirken hemoptizi ile bagvuran ve sonrasinda intratorasik ekstramediiller eritropoez kitleleri tespit
edilen bir erigkin vaka sunulmaktadir. Torakal ekstramediiller eritropoez kitleleri olan beta talasemi hastalarinda
hemoptizi ile basvuru daha oncesinde bildirilmemistir. Hastanin eritrosit transfiizyon programina alinmasi ve
hidroksiiire tedavisinin baglanmasi ile hem hemoptizi sikdyeti kaybolmus hem de kitleleri kii¢iilmiistiir. Beta
talasemi intermedia tanili hastalarda hemoptizi intratorasik ekstramediiller eritropoezin bir bulgusu olarak akilda
bulundurulmalidir.

Anahtar Kelimeler: Beta talasemi intermedia, ekstramediiller eritropoez, hemoptizi

ABSTRACT

Intrathoracic extramedullary erythropoiesis (EME) is a rare but well-known complication of B-thalassemia
intermedia. Patients with intrathoracic EME are generally asymptomatic. Herein, we report an adult patient with
B-thalassemia intermedia who was diagnosed to have intrathoracic EME masses and presented with hemoptysis.
Upto our knowledge, hemoptysis has not been reported previously as a presentational complaint among patients
with B-thalassemia who have thoracal EME masses. Initiation of chronic transfusion programme and hydroxurea
treatment caused regression in the masses, in addition to disappearance of the complaint of hemoptysis.
Hemoptysis should be kept in mind as a rare finding of of EME in B-thalassemia intermedia.

Keywords: Beta thalassemia intermedia, extramedullary erythropoiesis, hemopthysis

Introduction asymptomatic (2). Herein, we report an adult

patient with [B-thalassemia intermedia and
intrathoracic  paravertebral masses who
presented to our outpatient clinic with mild to
moderate hemoptysis as the sole complaint.

Extramedullary erythropoesis (EME) generally
occurs secondary to conditions with high turn-
over in bone marrow like chronic hemolysis and
ineffective  erhytropoesis.  Extramedullary
erythropoiesis develops as a compensatory Case
mechanism to supply the increased demand for
erythrocyte production. Patients with f-
thalassemia major are treated with regular
erythrocyte transfusions due to low levels of

A 36-year-old man with p-thalasemia
intermedia presented with hemoptysis. He was
diagnosed to have B-thalassemia intermedia at
hemoglobin and their erhytropoeisis is four years of age and underwent splenectomy at
suppressed. However, patients with - five years of age. Anti-arrhythmic treatment
thalassemia intermedia are morerisky to was initiated because of atrioventricular

develop EME because of their lower needs for
transfusions and unsupressed erythropoietic
activity (1). The masses of EME are usually

dissociation at 17 years of age. He didn’t require
any transfusion after splenectomy. The course
was uncomplicated until the admission
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with mild to moderate hemoptysis of
approximately 100 ml of hemoptysis.
Hemoptysis occurred spontaneously without
dyspnea or chest pain. On physical examination
he had no dyspnea, chest sounds were normal
and no rales were heard at auscultation.
Thoracal magnetic resonance imaging (MRI)
revealed multiple paravertabral masses like
with the greatest diameter of 11.4 cm (Figure
1A). Echocardiography revealed no pulmonary
hypertention that could explain the hemoptysis.
He was put on regular erythrocyte transfusion
programme and additionally hydroxyurea was
initiated in order to cause regression in the
paravertebral mass of EME. Hemoptysis did

Case Report

Discussion

Extramedullary  erythropoiesis leads to
development of erthropoietic masses commonly
in liver, spleen and lymph nodes (3). These
masses can be detected in thorax rarely.
Intrathoracic EME masses usually present in the
lower paravertebral area with multiple and
bilateral distribution. They have distinctive
radiologic appearance and characteristic
topography that make differential diagnosis
easy (4). Besides, high vascularity of EME
masses may end-up with hemorrhage
subsequent to biopsy which encourages
noninvasive diagnostic procedures, instead of
interventional diagnostic procedures (2).

Patients with intrathoracic EME masses
are usually asymptomatic. In some patients
these masses can be detected incidentally (2, 5).
However, pleural effusions, hemothorax, and
neurologic deficiencies secondary to spinal cord
compression have been reported (2, 3). In the
review of the English literature, we found nine
reports of intrathoracic EME masses presented
with hemothorax development and of these
reports six of the patients had thalassemia as the
underlying cause of EME (6, 7). However, upto
our knowledge, hemoptysis has not been
reported as a presentational finding of thoracal
EME mass.

In our patient the intrathoracic masses
had no anatomical relationship with the
pulmonary vasculature. EME develops from
stem cells that extruded through the thin cortex
of vertebral bodies and ribs (6), thus EME
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not recur during the follow-up of seven months
and the control MRI revealed decrease in
dimensions of EME masses to 7x7.5 cm (Figure
1B).

FigurelA-B

occurs out of lung parenchyma and vasculature.
Due to high vascularity of EME masses they
might cause hemothorax outside the lung
parenchyma (6, 7). Interestingly, our patient
presented with hemoptysis without hemothorax.
We can explain pathophysiology of
hemopthysis with compression of paranchymal
small vessels by EME masses. Mild clinical
presentation of hemopthysis also may be
secondary to damage of paranchymal small
vessels because directly hemorrhage from EME
masses might have provoked more severe
hemoptysis.

Treatment modalities for EME are
surgery, regular transfusions, hydroxyurea,
radiotherapy, or combination of them. Regular
erythrocyte transfusion programme is the first
line treatment of EME (5). Radiotherapy can be
chosen in conditions when rapid response is
needed like spinal cord compressions with
considering its toxic effects. Surgical removal
of masses also should be reserved for acute and
progressive situations because of risk for
hemorrhage (6). Hydroxyurea is a well- known
myelosuppressive agent that has been used in
patients with sickle cell anemia and -
thalassemia intermedia/major. Effectiveness of
hydroxyurea has been shown in regression of
masses of EME in -thalassemia intermedia (5).

In our patient there was an
uncomplicated course and regression of the
masses was achieved with the introduction of
the combined use of regular transfusions and
hydroxyurea.
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Conclusion

Case Report

Hemoptysis may be a rare presentational
finding of thoracal EME masses in patients with
B-thalassemia intermedia and hydroxyurae plus
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Cholangiocarcinoma: Presentation with Parotideal Metastasisand Later
Hepatocolonic Fistulization

Kolanjiyokarsinom: Parotis Metastaziyla Prezentasyon ve Sonrasinda
Hepatokolonik Fistiilizasyon Gelisim
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OZET
Parotis metastazi gastrointestinal kanserlerde, Ozellikle pankreatikobiliyer malignitelerde nadirdir. Parotis
metastazi ile iliskili semptomlar atipik prezentasyona neden olabilir. Hepatokolonikf istiilizasyon da kolanjiyo
karsinomda nadirdir. 62 yasinda parotis metastazi ile atipik prezentasyonla bagvuran ve daha sonra hepatokolonik
fistiilizayon gelisen hasta literatiir esliginde sunulmustur.
Anahtar Kelimeler: kolanjiyo karsinom, parotis metastazi, hepatokolonik fistiilizasyon

ABSTRACT
Parotidealmetastasis in gastrointestinal cancers, especially in pancreaticobiliary malignancies is rare. The
symptoms related with parotideal metastasis might lead to atypical presentation. Hepatocolonic fistulization is also
not common in cholangio carcinoma. A 62-year old cholangio carcinoma with atypical presentation with parotideal

metastasis and later hepatocolonic fistulization is reported with review of the literature.
Keywords: cholangiocarcinoma, parotideal metastasis, hepatocolonic fistulization

Introduction

Parotideal metastasis is rare in
pancreaticobiliary cancer. The patients with
parotideal metastasis may present with the
symptoms related to the parotideal metastasis.
Hepatocolonic fistulization is also rare in
cholangiocarcinoma. In here, we report a 62-
year old cholangiocarcinoma patient with
parotideal metastasis.

Case

A 62-year old male admitted to the hospital with
a right parotideal mass. His pathology revealed
adenocarcinoma metastasis. The parotideal
histopathology had large tumor cells with
vesicular nucleus and eosinophilic cytoplasm
formed gland like structure in a desmoplastic

Adress for correspondence: Ankara Numune Training and Research Hospital, Ankara - Turkey

e-mail: mutludogan1@yahoo.com
Auvailable at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi

stroma (fig 1a). These tumor cells were negative
for actin, CEA, GCDFP and CK5/6. He had a
hepatic mass (8.5x8cm) on segments 2 & 3
extending to segments 5 & 6 on computerized
tomography (CT) which gave rise to tought of
cholangiocarcinoma radiologically. He had also
intrahepatic biliary dilatation with multiple
paraaortic and paracaval lymphadenopathies
(LAPs) on CT and bilaterally cervical LAPs.
The parotideal and jugular LAP (SUVmax:
10,4), hepatic  (SUVmax: 16) and
intraabdominal LAPs (SUVmax: 6,4-12,6) had
high 18FDG uptake on 18-fluorodeoxyglucose
positron emission tomography (18FDG-PET-
CT). The tru-cut biopsy of the hepatic lesion
revealed intrahepatic cholangiocarcinoma (CC)
(fig 1b, 1c). There were atypical larger
pleomorphic tumor cells with large eosinophilic
cytoplasm, vesicular nuclei and prominent
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nucleoli among dysplastic hepatocytes in the
liver biopsy (fig 1b). The tumor cells were
negative for TTF-1 and Heppar whereas they
were positive for CK7, CK8, CK18, CK19 and
polyclonal CEA (fig 1c). The parotideal and
liver biopsies were reevaluated together
concluding similar morphology (fig 1a, 1c¢). He
was given gemcitabine and cisplatin for
metastatic disease. The necrotic component of
the primary lesion increased with colonic
fistulization besides no other changes after 3
cycles of chemotherapy (fig 2a, 2b). Then, he
was followed-up with best supportive care
because of clinical progression and poor
performance status.

, ; ..u
Flgure l a) paratldeal pathology b) liver pathology c)
TTF1 negative, CK7, CK8, CK18, CK19 and polyclonal
CEA positive biopsy

Figure 2: The necrotlc component of the primary IeS|on
Discussion

Parotideal metastasis in solid tumors is not
common. The patients with parotideal
metastasis may present with a parotideal mass
or trismus (1). Parotideal metastasis should be
kept in mind while evaluating the patients with
parotideal mass although most of them have
primary parotideal carcinoma.
Cholangiocarcinoma is a rare malignant
epithelial tumor of the biliary tract (2). Liver is
the most common site for metastasis, however,
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unexpected sites like parotid were also reported
rarely in the literature (1). Most of CC is well-
to-moderately differentiated adenocarcinoma
with desmoplastic reaction (1). In our patient,
the parotideal pathology revealed large tumor
cells with vesicular nucleus and eosinophilic
cytoplasm formed gland like structure in a
desmoplastic stroma (fig 1a). These tumor cells
were negative for actin, CEA, GCDFP and
CK5/6. There were atypical larger pleomorphic
tumor cells with large eosinophilic cytoplasm,
vesicular nuclei and prominent nucleoli among
dysplastic hepatocytes in the liver biopsy (fig
2a, 2b). The parotideal and liver biopsies were
reevaluated together concluding that these had
similar morphology. So, the patient was treated
as metastatic cholangiocarcinoma. The necrotic
component of the hepatic lesion increased
giving rise to the thought of benefit from
chemotherapy, however this led to a
hepatocolonic fistulization which was shown
radiologically on CT (fig 2). It was interesting
that he had neither cholangitis nor other
complications despite hepatocolonic
fistulization. Unfortunately, he had clinical
worsening in the following weeks and followed
up with best supportive care.

Hepatocolonic fistulization is a serious
complication of the intrahepatic tumors,
especially in those with necrotic component and
localized wvery closer to the colon.
Hepatoduodenal fistulization in hepatic hydatid
cyst was even reported as an uncommon
complication in  the literature  and
hepatoduodenal fistulization in
cholangiocarcinoma without septic
complication sounds to be more rare (3,4).

In conclusion, atypical metastatic
pattern like parotideal metastasis and rare
complications like hepatocolonic fistulization
might be seen in cholangiocarcinoma.
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A Case of Breast Cancer Who Diagnosed Erythema Nodosum Due to the
Chemotherapy Treatment
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Kemoterapi Tedavisi Sonucu Eritema Nodozum Gelisen Meme Kanseri
Tamh Bir Olgu
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OZET

Eritema nodozum (EN) en sik goriilen septal pannikiilit tipidir. Genellikle 15-40 yas arasi bayanlarda
goriilmektedir. Etyolojik faktorler arasinda ilaglar, enfeksiyonlar, tiimorler ve inflamatuvar hastaliklar bulunur.
Bununla beraber genellikle nedeni bilinmemektedir. EN patogenezi tam olarak anlasilamamistir. Lezyonlar en sik
bacaklarda yerlesim gdsterir. Bunun diginda uyluk ve 6n kolda siklikla tutulur. Gévde, boyun ve yiiz tutulumu
nadirdir. Akut ataklarda ates, yorgunluk, eklem agrisi, bas agrisi, oksiiriikk, karin agrisi, bulanti veya ishal
goriilebilir. Enfeksiyonlarin, bag doku hastaliklarinin veya inflamatuar hastaliklarin erken bulgusu olarak
karsimiza ¢ikabilir. Biz meme kanseri tanili, adjuvan tedavisi i¢in siklofosfamid- doksorubisin- fluorourasil (CAF)
kemoterapi tedavisi uygulanan hastada tedaviye bagli gelisen eritema nodozumun takip ve tedavi siirecini sunmay1
amagladik.

Anahtar Kelimeler: Eritema Nodozum; Meme neoplazmi; Kemoterapi

ABSTRACT
Erythema nodosum (EN) is the most common type of septal panniculitis.
It is usually seen in 15-40 years old females. Etiologic factors include medications, infections, tumors and
inflammatory diseases. However, EN generally seen idiopathic. The pathogenesis is poorly understood. Lesions
are most often located in the leg. Other than that commonly maintained in the thigh and forearm. Body, neck and
facial involvement is rare. Fever, fatigue, arthralgia, headache, cough, abdominal pain, nausea or diarrhea may be
occur in the acute attack. EN can appear as early signs of Infections, inflammatory or connective tissue diseases.
We wanted to provide the growing EN due to chemotherapy treatment who diagnosed breast cancer and received
adjuvant cyclophosfamide-doxorubicin-fluorouracil (CAF) chemotherapy treatment.
Key Words: Erythema Nodosum; breast cancer; chemotherapy

Giris olmadan, skar birakmadan kendiliginden
iyilesirler. Etiyolojide enfeksiyonlar, ilaglar,
Eritema nodozum (EN) septal pannikulitlerin maligniteler, sistemik inflamatuvar hastaliklar
prototipidir. Genellikle pretibial bélgede ve gebeligin oldugu oldukea genis bir spektrum
lokalize olan, kirmiz1 veya mor ciltalt1 nodiiller vardir. Bununla beraber genellikle idiopatik
seklinde  karsimiza  cikan  inflamatuar goriilmektedir. Enfeksiyonlarin, bag doku
nodiillerdir. Degisik antijenik uyaranlara hastaliklarinin veya inflamatuar hastaliklarin
(enfeksiy0z ajanlar, ilaglar ve diger hastaliklar) erken bulgusu olarak karsimiza ¢ikabilir (2). _
kars1 gecikmis hipersensitivite cevabi oldugu Biz bu ¢alismamizda meme kanseri
kabul edilmektedir. Insidansi 1-5/100.000dir. tanist almis, opere olmus, uzak organ metastazi
Genellikle 15-40 yas arasi bayanlarda bulunmayan, ad!uvan kemoterapi tedavisi
goriilmektedir (1). Klinik olarak pretibial devam ederken ilaca bagli EN gelisen bir
alanlarda yerlesen kirmizi ve sicak, basmakla olgumuzu sunmaya ¢alstik.
agril, bilateral hassas nodullerle karakterizedir.
3-6 hafta sonunda iilserlesme
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Kirk iki yasinda bayan hasta yaklasik olarak 1
aydir sol memede kitle nedeni ile genel cerrahi
boliimiine basvurdu. Sol memedeki kitleden
yapilan  biyopsi  sonucunun  patolojik
incelemesinde invaziv duktal karsinom (Grade
3, cerb b2 (+++), ER (+), PR (-)) tanis1 konuldu.
Daha sonrasinda hastaya sol modifiye radikal
mastektomi operasyonu yapildi. Boliimiimiize
post operatif donemde basvuran hastanin
evreleme amacli ¢ekilen pozitron emisyon
tomografi-bilgisayarli tomografi (PET-BT)
tetkikinde sol infraklavikiiler bolgede 8 mm
lenfadenopati (LAP) (SUVmax:6.7) saptandi.
Hasta evre I1I C meme malign neoplazmi olarak
kabul edildi. Hastaya adjuvan tedavi amaci ile
ilk asamada CAF kemoterapisi tedavisi
verilmesi planlandi ve baslandi. Ik 2 kiir
kemoterapi tedavisi sirasinda veya sonrasinda
herhangi bir yakinmasi olmayan hastada 3. kiir
verildikten yaklagik 1 hafta sonra kasinti,
kalgalarda, uylukta, sol meme insizyon yerinde
cilt altinda ele gelen, iizeri basmakla hassas,
sicaklik artiginin eslik ettigi nodiiler lezyonlar
saptandi. Hastanin kontrol amach ¢ekilen PET-
BT tetkikinde sol meme cilt altinda en biiyligi
2,5 cm boyutunda (SUV max:9.11), sag ve sol
gluteal bolgede cilt altinda en biiyiigi 2,5 cm
capli (SUV max:9.58) nodiiler lezyonlar
saptandi (Figiir 1).

Lokal ve sistemik niiks agisindan
siiphelenilen hastanin PET-BT’ deki saptanan
sol meme ve gluteal bolgedeki lezyonlarindan
biyopsiler alindi. Lezyonlarmm patolojik
incelemesi sonucu maligniteye ait bulgu
saptanmadi. Lezyonlar eritema nodozum ile
uyumlu olarak raporlandi  (Figiir 2,3).
Kemoterapi tedavisine bagli EN olarak
diistiniilen hastanin  biyopsi islemleri ve
sonucunun elde edilmesine yonelik siiregte
kemoterapi tedavisi kesildi, sonrasinda hastanin
lezyonlar1 skar birakmadan tamamen geriledi.
Yapilan klinik ve laboratuar
degerlendirilmesinde altta yatan sistemik bag
doku hastaligini, graniilomatdz bir hastaligi,
enfeksiydz bir siireci diislindiirecek bir patoloji
saptanmadi  (Romatoid  faktér,  hepatit
belirtegleri, anti niikleer antikor negatif, C-
reactive protein ve eritrosit sedimentasyon hiz
normal saptand). Tlag kullanim dykiisiinde yeni
bir ilag kullanimi olmadig1 6grenildi. Hastaya
daha sonrasinda adjuvan haftalik paklitaksel
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kemoterapi tedavisi ve trastuzumab tedavileri
verildi. Adjuvan trastuzumab tedavisi bir yila
tamamlandi. Kontrollerinde herhangi bir
anormallik saptanmadi. Hasta halen adjuvan
hormonal tedavisini aliyor. Hastada yeniden
ortaya c¢ikan, ayn1 karakterde bir cilt lezyonu
gortilmedi. Takipleri halen sorunsuz olarak
devam etmektedir.

P
': < :;' 5 s » "
- * y ?

Figiir 1: PET-CT (3. kir CAF kemoterapi tedavisi
sonrasi)

Sag ve sol gluteal bdlgede cilt altinda en
biiyiigii 2,5 cm ¢apa ulasan ve artmig FDG tutulumu
gosteren multipl nodiiler lezyonlar (SUVmax: 9,58).
Sag ve sol ekstremitenin kesit alanina giren
bolgelerinde ciltte nodiiler kalinlagsmalar ve artmis
FDG tutulumu gosteren multipl odaklar

Sol meme cilt altinda en biiyiigi 2,5 cm
capinda olmak iizere artmig FDG tutulumu gdsteren
birka¢ adet yumusak doku lezyonu (SUVmax: 9,11).

Figiir 2: Hematoksilen Eosin X10 : Subkutan dokuda
eozinofilleri ve histiositleri de igeren iltihabi hiicre
infiltrasyonu ile karakterize septal pannikiilit

£ ¥ n <3 i )
Figiir 3: Immiinohistokimyasal S100 X10: Pannikiilit
alaninda histiositler

Tartisma
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Eritema nodozum (EN) ¢esitli uyaranlarin tetikledigi
reaktif bir slire¢ olup klinik olarak en sik goriilen
septal pannikiilittir. Vakalarin %55°1 idiopatik olup
en sik nedenler enfeksiyonlar  (streptokok,
tiberkiiloz, yersiniyozis, iist solunum yolu
enfeksiyonlar1), ilaglar (oral kontraseptifler,
penisilin, siilfonamidler), sarkoidoz, Inflamatuar
bagirsak hastaliklarindan (IBH), gebelik ve Hodgkin
lenfoma gibi malignitelerdir (3). EN patogenezi tam
olarak anlagilamamustir, ancak subkutan yag dokusu
septumlarinin veniillerinde immiin komplekslerin
birikimi  sonucu oldugu diigiiniilmektedir (4).
Hastaligin etyopatogenezinde antijene yanit olarak
gelisen immiin aracili mekanizmalar 6zellikle de
gecikmig  tip  hipersensitivite  reaksiyonlari
suclanmaktadir (5). EN’ da klasik histopatolojik
bulgu vaskiilitsiz akut septal pannikiilitdir.
Septumda erken bulgu nétrofilik infiltrasyon, geg
bulgusu ise lenfohistiyositer hiicrelerin baskin
oldugu ve histiyositik dev hiicreleri igeren Miescher’
in mikrograniilomat6z odagidir (6).

Ani baslayan, simetrik, hassas, eritemli, sicak
nodiill ve plaklar karakteristiktir. Lezyonlar en sik
bacaklarda yerlesim gosterir. Bunun disinda uyluk
ve Onkollarda siklikla tutulur. Gévde, boyun ve yiiz
tutulumu nadirdir. Diger pannikiilitlerden farkli
olarak iilserasyon goriilmez. Akut ataklarda ates,
yorgunluk, atralji, basagrisi, oksiiriik, karin agrisi,
bulant1 veya diyare goriilebilir. Episkleral lezyonlar
ve konjonktivit eslik edebilir (7).

EN ve malignite birlikteligi incelendiginde
siklikla lenfomalarla olan iliski 6ne ¢ikmaktadir.
Bununla birlikte hepatoselliiler karsinom, akciger
kanseri, paratiroid karsinomu, pankreas kanseri,
karsinoid tiimor, meme kanseri gibi malignitelerde
tan1 sirasinda EN gelistigi rapor edilmistir (8-11).

Literatiir incelendiginde CAF kombinasyon
kemoterapi rejimi ile tedavi sirasinda veya
sonrasinda kasinti, iirtiker, dokiintii, fotosensitivite,
pigmentasyonda artig, el ayak deri sendromu,
dermatit, cilt kurulugu, erythema multiforme,
Stevens-Johnson  sendromu, toksik epidermal
nekrolizis gibi cilt toksisiteleri goriilebildigi
bildirilmistir. CAF kombinasyon kemoterapi
rejimine bagl cilt toksisiteleri arastirildiginda veya
icerisindeki kemoterapotik ajanlara bagh cilt
toksisiteleri tek tek incelendiginde Eritema
nodozuma yol agabildikleri gosterilememistir.

Adjuvan kemoterapi tedavisi kesilip izleme
alinan olgumuzdaki lezyonlarm kendiliginden
kaybolmasi, tekrarlanan tedavi rejiminin son
kiirlinde bdyle bir durumun ortaya ¢ikmasi, hastada
timor varligina yonelik kanit bulunmamasi, Eritema
nodosuma yol agabilecek baska bir hastalik bulgusu
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saptanmamasi nedenleri ile hastada gelisen Eritema
nodozumun CAF kemoterapi tedavisine bagli olarak
gelistigi diisinilmiistir. Bu durum kemoterapi
rejiminde bulunan herhangi bir ilaca bagl gelismis
olabilecegi gibi ilaglarin kombinasyonu ile etkilesim
sonucunda da gelismis olabilir. Kombinasyon
rejiminde bulunan ilaglarin hangisinin EN gelisimi
agisindan yiiksek riskli olduguna dair bir veri
bulunmamaktadir. Kemoterapi tedavisi uygulanan
hastalarda alerjik reaksiyonlar olmamasi amac ile
tedavi Oncesi antihistaminik, steroid, H, reseptor
blokorii gibi ilaglar verilmektedir. Bu ilaglar her
kemoterapi rejiminden Once uygulanmaktadir.
Olgumuzda EN gelisiminden bu premedikasyondaki
ajanlar sorumlu olsaydi, her premedikasyon
uygulamast ile sonradan da EN gelismesi
beklenebilirdi.

Cikar catismasi: Yok
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Oksaliplatine Bagh Otoimmiin Hemolitik Anemi
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OZET

Oksaliplatin, onkoloji pratiginde sik kullanilan {iglincii kusak bir platin analogudur. En sik goriilen yan etkileri
arasinda bulant1, kusma, diyare, noropati ve kemik iligi baskilanmasi yer almaktadir. immiintrombositopeni ve
immiin hemolitik anemi seyrek olarak bildirilmektedir. Bu yazida, oksaliplatin iliskili otoimmiin hemolitik anemi
(OIHA) gelisen bir olgu ve tedavi yaklasimi tartisilmaktadir. Metastatik kolon kanseri tanisi ile izlenen hasta,
oksaliplatin igeren bir kemoterapi protokoliinii takiben baslayan kirmizi renkli idrar yapma sikayeti ile acil servise
basvurdu. Hastanin bagvurusunda derin anemisi ve retikiilositozunun oldugu ve serum biyokimyasinin hemoliz ile
uyumlu oldugu goriildii. Direk ve indirek Coombs testleri de pozitif olarak bulunan hastaya OIHA tams1 kondu.
Oksaliplatinin kesilmesi ve kortikosteroid ve plazmaferez tedavisini takiben hemolizde diizelme izlendi.
Oksaliplatin goreceli olarak iyi bir yan etki profiline sahip olmakla birlikte, daha seyrek goriilen, ancak siddetli
seyredebilecek immiin iliskili yan etkileri gozden kagirilmamalidir.

Anahtar Kelimeler: otoimmiin hemolitik anemi, oksaliplatin, kolorektal kanser

ABSTRACT

Oxaliplatin is a third-generation platinum derivative, commonly used in the practice of oncology. The usual side
effects include nausea, vomiting, diarrhea, neuropathy and myelosuppression. Oxaliplatin-induced immune
thrombocytopenia and immune hemolytic anemia have rarely been reported. Herein, a case of oxaliplatin- induced
autoimmune hemolytic anemia(AIHA) and its management have been discussed. The patient with metastatic
colorectal carcinoma was admitted to the emergency room with the symptom of reddish coloration of her urine
after receiving an oxaliplatin-based regimen. On her admission she had profound anemia with reticulocytosis and
a serum biochemistry concordant with hemolysis. The positivity of direct and indirect Coombs tests pointed to the
diagnosis of AIHA. Hemolysis improved after discontinuation of oxaliplatin and treatment with corticosteroids
and plasmapheresis. Although oxaliplatin has a relatively favorable side effect profile, the possibility of less
frequent, but potentially serious immune-related side effects should never be overlooked.

Keywords: autoimmune hemolytic anemia, oxaliplatin, colorectal cancer

Giris olaylarin goriilme sikligi artmaktadir (5). Bu
yazida, metastatik KRK tanisi ile izlenen ve
oksaliplatin igeren bir kemoterapi protokoliinii

Oksaliplatin ~ kolorektal  kanser  (KRK) :
takiben OIHA gelisen bir olgu tartisilacaktir.

tedavisinde kullanilan ii¢iincli kusak bir platin

analogudur. Kapesitabin (XELOX) ya da
folinik asit ve florourasil (FOLFOX) ile birlikte
kullanilmaktadir. En sik goriilen yan etkileri
bulant1, kusma, diyare, ndropati ve kemik iligi
baskilanmasidir. Daha seyrek olarak uzun siireli
kullaniminda immiintrombositopeni, hemolitik
anemi ve yaygmm damar ic¢i pihtilagma
bildirilmistir (1-3). Ilaca bagli otoimmiin
hemolitik anemi (OIHA) nadir goriilen, fakat
ciddi bir yan etkidir. Oksaliplatin iligkili OIHA
intravaskiiler hemoliz bulgulariyla seyreden
akut bir tabloya sebep olmaktadir (4). Yiiksek
ve tekrarlanan oksaliplatin dozlarinda hemolitik

Olgu

Diyabetes mellitus disinda bilinen kronik
hastalig1 olmayan 53 yasinda kadin hasta KRK
tanisi ile opere edildikten sonra adjuvan tedavi
olarak 6 kiir FOLFOX-6 (folinik asit — 5-
florourasil — oksaliplatin) kemoterapi protokolii
verildi. iki yil siireyle tam remisyonda izlenen
hastada karaciger ve her iki overde metastaz
saptanmasi iizerine total abdominal
histerektomi ve bilateral salpingooferektomiyi
takiben FOLFIRI (folinik asit — 5-florourasil —
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irinotekan) protokolii baglandi. Bu tedavi
altinda  hastalik  progresyonu  gelismesi
nedeniyle XELOX (kapesitabin —oksaliplatin)
protokoliine gecildi. XELOX ile de hastalik
kontrolii saglanamamasi iizerine hastaya asagi
anterior rezeksiyon, ileostomi ve intraoperatif
hipertermik intraperitoneal kemoterapi
uygulamasit  yapildi. Ameliyati  takiben
FOLFOX-6+bevasizumab tedavisi baglandi. Bu
tedavinin  dordiincii  kiirlinde  oksaliplatin
inflizyonu sirasinda hastada hipotansiyon,
tagikardi, dispne ve kendiliginden gerileyen
makiiler cilt dokiintiileri ile seyreden hafif-orta
siddetli bir alerjik reaksiyon izlendi. Besinci kiir
tedavisi verildikten bir giin sonra hasta acil
servise kirmizi renkli idrar yapma ve bel agrist
sikayetleri ile bagvurdu. Basvurusundaki fizik
muayenesinde sarilik diginda herhangi bir
pozitif bulgusu, karaciger ve dalak biiyiimesi
bulunmamaktaydi. Laboratuvar testlerinde
hemoglobin: 5,9 g/dL, I6kosit: 30,5 x
10%L trombosit: 379 x 10%L, MCV:86,8fL,
retikiilosit: 107 x 10%L (%4,32), BUN:
24mg/dL, kreatinin: 1,21 mg/dL, K*: 5,6mEg/L,
total bilirlibin: 10,1 mg/dL, indirekbiliriibin: 8,7
mg/dL, aspartat amino transferaz(AST):
178U/L, alanin amino transferaz (ALT): 24
U/L, laktat dehidrojenaz (LDH): 2022 UIL,
haptoglobulin 1,35 g/L (0,36 - 1,95),aPTT: 36,4
san (25,1-36,5), PT: 17,9 san (9,4-12,5), d-
dimer: 990 ng/mL (0-243), fibrinojen: 2,86 g/L
(2-3,93) bulundu. Otomatik idrar analizinde
idrarda hemoglobin pozitif bulundu. Ancak
idrar mikroskopisinde eritrosit saptanmadi.
Hastanin ¢evre kani yaymasinda sferositler ve
makrositler goriildii. Sistosit izlenmedi (Sekil-
1). Serolojik testlerde EBV, HSV, CMV’ye
iligkin akut enfeksiyon; HBV ve HCV’ye iligkin
kronik enfeksiyon bulgusu saptanmadi. En
diisik  hemoglobin degeri kemoterapinin
ti¢lincii giiniinde 4,9 g/dL olarak 6l¢iildi (Sekil-
2). Hastanin izleminde total biliriibin
18,1mg/dL, indirek biliriibin12,6 mg/dL’ye
kadar yiikseldi. Direk Coombs testinde hasta
eritrositlerinin anti-IgG igin 3+ ve anti-C3d i¢in
4+ tepkime verdigi izlendi. Soguk agliitinin testi
negatif bulundu. Indirek Coombs testinde 1., 2.
ve 3. test hiicrelerinin sirasiyla 1+, 2+ ve 2+;
otokontroliin 3+ tepkime verdigi goriildii. Bu
sonug hastanin kaninda hem allo-antikor, hem
de oto-antikor bulunmasi olarak yorumlandi.
Antikor tamimlanma testinde sonu¢ elde
edilemedi. Hastaya son 1 yil iginde hicbir kan
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triinli transfiizyonu yapilmamisti. Obstetrik
Oykiistinden iki kez dogum yaptig1 6grenildi.
Bilinen bir otoimmiin hastaligi olmayan ve
siirekli kullanmakta oldugu baska bir ilag
bulunmayan hastada ortaya ¢ikan OIHA tablosu
mevcut bulgular ve hemolitik aneminin ortaya
cikis siiresi de g6z onilinde bulunduruldugunda
oncelikle hastanin almig oldugu kemoterapi ile
iligkilendirildi. Hastaya 1mg/kg/giin dozunda
metilprednizolon tedavisi baslandi. Derin ve
semptomatik  anemisi olmasi  nedeniyle
kemoterapi sonras1 Tlgiincli, dordiincii ve
yedinci giinlerde terapotik aferez islemi
uygulandi.  Eritrosit  slispansiyonlar1 ile
transfiizyon destegi verildi (Sekil-2). Steroid
tedavisi sonrast hizli yanit alinan hastada
kemoterapi sonrast besinci giinde LDH
degerleri normal seviyelere dondii. Indirek
hiperbilirubinemi gerilemeye ve hemoglobin
diizeyleri yiikselmeye basladi (Sekil-2). Hasta
tedavinin onuncu giiniinde taburcu edildi.
Tedavinin birinci ayinda direk Coombs testinin
negatiflestigi goriildii. Hastanin almakta oldugu
steroid tedavisi 2 ay i¢inde tedricen azaltilarak
kesildi. Hastaya bundan sonraki tedavilerinde
oksaliplatin verilmedi. Hastanin 10 aylik takibi
siiresince OTHA niiksii gdzlenmedi.

Sekil 1: Hastanin tam1 anindaki ¢evre kani yaymasinda
sferositler ve polikromazi (x1000 biiyiitme).
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Sekil 2: Hastada kemoterapi giliniinden baglayarak
hemoglobin ve laktatdehidrojenaz (LDH) diizeylerinin
seyri.

Tartisma

Mag iliskili OIHA nin yillik insidans: yaklasik
olarak milyonda 1-4 olarak bildirilmektedir (6).
Nadir goriilmekle birlikte ciddi oranda
morbidite ve mortaliteye sebep olabilmektedir
(6-9). Giuiniimiize kadar 130'dan fazla ilacin
OIHA ile iliskili oldugu bildirilmistir (6,10).
Yakin zamanda Almanya’dan bildirilen ve 73
olguyu igeren bir seride oksaliplatin, ilag iligkili
OIHA’ya sebep olan ilaglar arasinda siklik
olarak diklofenak, piperasilin ve seftriaksonu
takiben dordiincii sirada yer almistir (6).

Urtiker, kagint1 ve anjiyoddem gibi tip I
veya IgE aracili asirt duyarhilik tepkimeleri
oksaliplatin ~ kullanimi1  sonrasi  hastalarin
yaklagik olarak %10’unda izlenmekte ve
genellikle en az bes kiirliik tedavi sonrasi ortaya
¢iktilar1 bildirilmektedir (11). Daha az siklikla
gorlilen ve  immiintrombositopeni  ve
immiinhemolitik anemiyi igeren tip II
tepkimeler de tekrarlanan  oksaliplatin
infiizyonlar1 sonrasinda ortaya ¢ikmaktadir
(5,12). Bizim olgumuzda da dordincii kiir
tedavi sonrasinda tip I agir1 duyarlilik tepkimesi
gdzlenmis olup besinci kiir sonrasinda da OTHA
gelismistir.

Mag iliskili immiinsitopeni gelisiminde
dort hipotez kabul goérmektedir: i) hapten
olusumu; ii) immiin kompleks olusumu; iii)
otoimmiinite; iv) ilag etkisiyle cesitli
proteinlerin immiin olmayan yollarla eritrosit
membranima absorpsiyonu (10). ila¢ iliskili
OIHA’ya ilaca bagiml antikorlar veya
otoantikorlar sebep olabilmektedir. Daha sik
olarak goriilen ilaca bagiml antikorlar, sadece
ilag  varliginda etki gosterip genellikle
kompleman aracili intra-vaskiilerhemoliz ile ani
eritrosit yikimina sebep olurken daha seyrek
goriilen otoantikorlar, genellikle Fc aracili
ekstra-vaskiiler hemoliz ile daha yavas ve
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kademeli olarak eritrosit yikimma yol
acmaktadir (6). Bazi ilaglar her iki tip antikorun
birlikte {iretilmesine sebep olabilmektedir (10).

Oksaliplatin iliskili OIHA ilk kez
1999°da oksaliplatin inflizyonu sonrasi akut
intravaskiiler hemoliz gelisen bir olguda
bildirilmis ve patogenezinde oksaliplatin
bagimli IgG tipi sicak agliitininlerin tetikledigi
immiin kompleks iligkili hemoliz sorumlu
tutulmustur  (9).  Oksaliplatinin  ¢esitli
proteinlerin immiin olmayan yollarla eritrosit
membranina  adsorpsiyonuna yol acarak
OIHA’ya sebep oldugu diisiiniilmektedir (8).
llag iliskili OIHA varliginda direk Coombs
testinde sadece anti-1gG veya sadece anti-C3 ile
pozitif olabilecegi gibi her ikisinde de pozitiflik
goriilebilmekte ve serolojik  yoOntemlerle
idiyopatik sicak hemolitik anemi ve ilag iligkili
OIHA tamisimn  ayrimm  kesin  olarak
yapilamamaktadir (8). Kesin tani i¢in gerekli
olan ila¢ bagimli antikorlarin tanimlanmasi 6zel
laboratuvar yontemleri ve tecriibe
gerektirdiginden giinliikk klinik uygulamada
sinirli kullanim alanina sahiptir (8).

Olgumuzda  antikor  tanimlamasi
yapilamadigindan oksaliplatin iligkili OIHA
igin kesin bir tanidan s6z edilememektedir.
Oksaliplatin oto-antikor olusumunadaha seyrek
olarak sebep olmaktadir. Bu sebeple hastanin
indirek Coombs testinde izlenen oto-antikor
pozitifligi &ncelikle idiyopatik sicak OIHA
tanisim1  diisiindirebilir.  Ancak  hastanin
hikayesinde bulunan tekrarlanan oksaliplatin
uygulamalarinin ardindan ilacin infiizyonu
sonrasi akut olarak gelisen siddetli intravaskiiler
hemoliz ve direk Coombs pozitifligi,
oksaliplatin iliskili OIHA tamsi icin Snemli
ipuclaridir. IndirekCoombs testinde izlenen
allo-antikor pozitifligi de hastanin ge¢miste
yaptigt dogumlar sirasinda olusan allo-
immiinizasyon ile agiklanabilir.

Olgumuzda kemoterapi protokoliiniin
bir parcasi olarak oksaliplatin ile eszamanl
uygulanan 5-florourasil, folinik asit,
bevasizumab ve diger destek tedavilerinin de
ilag iliskili OIHA’ya sebep olma olasihgr ileri
stiriilebilir. Ancak mevcut literatirde FOLFOX
komoterapi protokolii uygulanan bir hastada
gelisen OIHA tablosunu 5-florourasil ile
iliskilendiren tek bir olgu sunumu diginda 5-
florourasil, folinik asit veya bevasizumab ile
OIHA iliskisini bildiren baska yayn
bulunmamaktadir (7).
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Bu olguda  oksaliplatin iligkili
OIHA’nin ayiric1 tamisinda idiyopatik sicak
OIHA’nin yani1 sira altta yatan romatolojik
hastaliklar ve paraneoplastik siirecler gibi olasi
sekonder  sebepler de gbz  Oniinde
bulundurulmalidir. Olgunun 10 aylik takibinde
ortaya ¢ikan herhangi bir romatolojik semptom
ve/veya bulgu izlenmemistir. Kolon kanseri ve
OIHA birlikteligi ilk kez 1974 te otopsi ile tan
konmus bir kolon kanseri olgusunda
bildirilmistir ve seyrek olarak goriilmektedir
(13). Yakin zamandaki bir derlemede 1945-
2009 yillart arasinda yayimlanan ve MEDLINE
veritabaninda yer alan 52 paraneoplastik OIHA
olgusunumu arasindan sadece besinin kolon
kanseri iliskili oldugu ve bunlarin sadece
ikisinde sicak OIHA izlendigi bildirilmistir
(14).

Olgu Sunumu

Oksaliplatin iliskili OIHA nin
tedavisinde ilk basamak oksaliplatinin kesilerek
bundan sonra verilecek olan tedavilerden
tamamen ¢ikarilmasidir (11,12). llimh seyreden
olgular sadece transfiizyon destegi ile takip
edilebilirken olgularin ¢ogunda steroid tedavisi
gerekli olmaktadir (12). Steroid tedavisine yanit
iyi olup genellikle 2-4 hafta icinde tamamen
diizelme saglanmaktadir (11). Genel ilke olarak
hemoglobin diizeyleri normale dénene ve direk
Coombs testi negatiflesene kadar doz azaltimi
yapilmaksizin  steroid tedavisine devam
edilmeli; yanit alindiktan sonra steroid dozu
tedricen azaltilarak kesilmelidir. Plazmaferez
ve intravendzimmiinglobulin (IVIg) steroid
tedavisine yanit vermeyen veya bizim olgumuz
gibi siddetli akut hemoliz bulgulariyla seyreden
hastalarda kullanilabilir (11).

Ozetle, oksaliplatin iliskili OTHA nadir
goriilen ve genellikle tekrarlanan oksaliplatin
dozlar1 sonrasi tedavinin ge¢ doneminde ortaya
cikan, siddetli akut intravaskiiler hemolize
sebep olarak morbidite ve hatta mortaliteye yol
acabilen, ancak tedavi yanit1 genellikle iyi olan
ciddi bir klinik tablodur. Risk altinda olan hasta
grubu giinlik klinik uygulamalarda bu
komplikasyonun gelisimi a¢isindan dikkatle
izlenmelidir.

Cikar catismasi: Yok
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A Case of Parastomal Hernia with Isolated Abdominal Wall Metastasis Of
Colorectal Cancer

Olgu Sunumu 178

Kolorektal Kanserin izole Abdominal Duvar Metastaz ile Birlikte Olan Bir
Parastomal Herni Vakasi

Mehmet Ozyildiz, Murat Bur¢ Yazicioglu, Hamdi Taner Turgut, Ali Ciftci, Osman Civil, Selim Yigit Yildiz
Kocaeli Derince Training and Research Hospital, Department of General Surgery, Kocaeli
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OZET
Kolorektal kanserin en yaygin uzak ve lokal metastaz1 sirasiyla karaciger ve kiiciik pelvise olur. Kolorektal
kanserin atipik lokalizasyonda izole metastazi, tan1 aninda ya da ameliyat sonrasi izlem siirecinde goriilebilir.
Cerrahi teknik, kanserin evresi ve hastaligin dogal seyri gibi birden fazla faktor bu siirecin hayati bilesenlerini
olustursa bile bunlarin ¢ogunlugu tiimor kolonizasyonu nedeniyle olusur. Ancak tiimér dokiilmesine bagli lokal
niiksle nadiren karsilasilir ve cerrahi teknik eksikligi en ¢ok suclanan nedendir.
72 yasindaki kadin hastada da tiibiilovilloz adenoma zemininde gelisen orta derecede diferansiye distal rektal
adenokarsinom (T1NOMO) i¢in 2012 yilinda gecirdigi APR (Abdominoperineal rezeksiyon) ameliyatindan iki yil
sonra Parastomal herni tespit edildi. Parastomal herni onarimi i¢in operasyona alinan hastada karin duvarinin
icinde siipheli bir kitle palpe edildi. Kitle eksize edildi ve patolojik inceleme sonrasi adenokarsinom olarak rapor
edildi. Yeniden operasyona alinan hastaya kolostomi ile ¢evresindeki cildin ve 15 cm kolon segmentinin
rezeksiyonunu igeren genig rezeksiyon yapildi. Biz, kolorektal kanserin izole metastazinin izlem siiresi boyunca
goriilebilecegini, bu nedenle atipik lokalizasyondaki herhangi bir kitlenin dikkatli degerlendirilmesi gerektigini
vurgulamay1 amacladik.
Anahtar kelimeler: kolorektal kanser, parastomal herni, adenokanser, izole batin duvar1 metastazi, kolostomi

ABSTRACT

The most common distant and local metastasis of colorectal cancer is to liver and small pelvis respectively. The
isolated metastasis of colorectal cancer in the atypical localization can be seen at the time of diagnosis or at
postoperative follow-up period. Multiple factors such as surgical technique, stage of cancer, and natural history of
the disease are vital components of the process, however majority of them are due to tumor colonization. However
local recurrence due to tumor exfoliation rarely encountered, indetermination of surgical technique is the most
accused reason.

Parastomal hernia was detected in a 72 years old female patient two years after her APR (Abdominoperineal
resection) operation in 2012 for moderately differentiated distal rectal adenocarcinoma (T1NOMO) that developed
over tubulovillous adenoma. We found a suspicious mass within the abdominal wall closed to parastomal hernia
in the operation. The mass was excised and reported as adenocarcinoma after pathological examination. Re-
operation was planned and wide resection was performed with appropriate surgical margin including 15 cm of
colon loops with skin of colostomy site. We aimed to emphasize that isolated metastasis of colorectal cancer can
be seen during follow-up period so that any mass at atypical localization must be evaluated carefully.

Key words: Colorectal cancer, parastomal hernia, adenocarcinoma, isolated abdominal wall metastasis, colostomy

Introduction

Colorectal carcinoma is the most common
malignancy of the gastrointestinal tract, has
remained fairly constant over the past 20 years
(1). Though the incidence is similar in men and
women, it is the third most common cancer of
male population however in female is the
second most seen cancer around the world.

Colorectal cancer is diagnosed more than 1
million patients annually (2).

Twenty percent of colorectal cancer is
presented with metastasis at initial diagnosis.
Cancer cells spread by faces through the
intestinal lumen as normal physiological
transition (4), but for local and distant
metastasis, transperitoneal spread, lymphatic
spread, and hematogenous spread are the most
used ways (3). Cancer of the colon and rectum
are mostly metastases to regional lymph nodes,
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liver, lung, and peritoneum (4), it may present
with unusual metastasis such as palm
metastasis, scalp metastasis, epididymis and
spermatic cord metastasis or isolated abdominal
wall metastasis (5,6). Rarely colorectal
adenocarcinoma cells may be implanted into the
anal fistula tract, in the hemorrhoidectomy scars
or other various anal trauma sites (7).

Although reported incidence of
abdominal wall metastasis of colorectal cancer
was 0.5-1 %, autopsy studies have
demonstrated that the actual incidence of
metastasis to abdominal wall or wound raised
up to 17% (8). There is general agreement that
clinically obvious disease within the abdominal
wall is often a sign of disseminated intra-
abdominal cancer (9).

In this study we presented a case of
parastomal hernia with isolated abdominal wall
metastasis after two years of abdominoperineal
resection (APR) which was performed for
moderately  differentiated  distal  rectal
adenocarcinoma that is developed on the base
of tubulovillous adenoma.

Olgu Sunumu

Case

A 72 years old female patient who had an
abdominoperineal resection (APR) operation in
2012 for moderately differentiated distal rectal
adenocarcinoma (T1NOMO) was admitted to
our polyclinic with swelling and pain around the
stoma after 2 years. Physical examination
revealed a parastomal hernia. Postoperative
abdominal computed tomography (CT) scan
was reported as normal in the first year. There
was no sign of recurrence. But in the second
year parastomal hernia was demonstrated in CT
scan but no comment about the mass we found
at operation. CEA and CA19-9 values were
normal before first and second operation (2.4
ng/ml, 7.59 ng/ml and 0.41 ng/ml, 5.65 ng/ml
respectively). The posteroanterior (PA) chest
X-ray and abdominal ultrasonography were
normal. There were no radiologic evidence of
distant or local metastases. The patient was also
consulted to oncology department before the
repairment of parastomal hernia. The patient
was planned for surgery with diagnosis of
parastomal hernia, was given information about
the surgical technique and written informed
consent form was obtained. At operation a
transverse incision was made from inferior of

179

colostomy to identify the parastomal hernia but
a 40x30 mm mass was identified in the
abdominal wall adjusted to hernia sac, fascia
and distal colon. The mass was excised and
reported as adenocarcinoma. When the patient’s
CT was reevaluated postoperatively, we
recognized that metastatic mass was
misdiagnosed and reported as only parastomal
hernia (Figure 1). An extended resection was
planned for the extension of resection. In the
third operation systemic exploration was
performed and found no sign of metastases. The
fascia, peritoneum and 15 cm segment of
proximal colon with skin of colostomy site was
excised. Colostomy was revised from superior
of first colostomy site. The defect in the
abdominal wall was closed with dual mesh.
Pathological examination of the last specimen
reported as no sign of cancer metastasis with
negative surgical margin. The patient was
discharged and redirected to oncology for
radiation and chemotherapy. In the follow up
period of patient we found no sign of
intraabdominal sign of recurrence in the first
year of third operation. But unfortunately at the
end of the second year we found some signs of
intraabdominal metastasis of cancer.

Figure 1: CT view of parastomal hernia and mass

Discussion

Lymphatic or  hematogenous  seeding,
transperitoneal or direct metastasis are the ways
of metastasis for colorectal cancer (10,11).
Colostomy site metastasis of adenocarcinoma
especially after resection is rarely described
entity in the literature. Spread of colorectal
cancer by implantation was first reported by
Charles Ryall in 1907 (12). Colorectal cancer
spreading by implantation though rare, has been
described in  hemorrhoidectomy wounds,
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colonoscopic biopsy sites, laparoscopic port
sites, site of perianal injury, introduction of
EEA stapler during anterior resection, and
Lonestar retractor insertion site after coloanal
anastomosis (12).

Cutaneous metastasis can be seen in the old
operation scars due to changes in the
microscopic anatomy of the lymphatic
channels, the changes in adhesion molecular
profile or local immune response around the
scar. These are eligible sites for metastasis of
the tumor cells (13). Evidence from clinical and
experimental studies suggests that surgical
trauma may promote tumor metastasis to the
abdominal wall (14). The importance of
exfoliated cancer cells has been studied by
several authors (15). A mechanism more likely
responsible for abdominal wall metastasis is
direct implantation of liberated cancer cells
(13). It is thought that cancer cells may be
present in the peritoneal cavity before the
surgical procedure or may be exfoliated during
operative manipulation (12). Trauma to a tissue
has been known to enhance the growth of tumor
cells either implanted into the peritoneal cavity
or delivery to the tissues via the circulation (14).
The more evidence of promoting tumor cells in
the healing tissues of the laparotomy incision or
the anastomosis were explained with
hematogenous implantation (15). It is
considered much less likely as an explanation,
because the liver and lungs receive all of the
venous drainage from the colon prior to the
distribution to the rest of the body, it seems
unlikely that the tumor would spread
hematogenously to the abdominal wall without
pulmonary or hepatic involvement (16). In
clinical trials, the incidence of this entity have
been reported as 0.5-1%, but the autopsy studies
have shown this ratio as 17% (4). Hughes et al.
found that 16 of 1,603 patients undergoing
curative resections had abdominal wall
recurrence of their cancer, giving an incidence
of 1 percent (17). In a prospective study, Reilly
et al reported that wound recurrences were seen
in 11 of 1711 patients (0.6%) (18). Koea et al
stated this ratio as 0.5% (11). This is our first
case of detected abdominal metastasis in 280
colorectal cancer cases which were operated
between 2009 and 2014 (0.36%). Tumor
recurrence due to the implantation sometimes
occurs in the operating field, or in different
places depending on the performed surgical
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procedure (19). There are many reports
describing the implantation of tumor cells on
the trocar sites during laparoscopic procedures
(20). Vukasin et al have reported this ratio as
1.1% (10). Pezet et al have found cases of the
abdominal wall metastasis after laparoscopic
surgery (21). Koea et al reported that metastasis
were detected in 31 of 6463 patients, sixteen
patients developed tumor recurrence in a
surgical incision which was used at the time of
the primary operation (abdominal incision,
colostomy site, or drain tract), 14 patients
recurred in an abdominal wall site distant from
the incision, and one patient, opened with a
midline incision, recurred in a subcostal
incision previously used for an open
cholecystectomy (11). Hughes et al reported
that only 13 (0.8 percent) of their series could
be specifically isolated to a surgical incision;
furthermore, only 11 (0.6 percent) were at the
midline incision (18). In our cases patient had a
midline incision but metastatic mass was found
in stoma place with parastomal hernia. It is
unclear how the tumor cells were implanted to
abdominal wall in our case but we think that it
was due to tumor cells seeding during first
operation. In the literature it has been shown
that despite the fact that there is often a
relatively long interval between time of primary
surgery and time of initial metastasis (2—-49
months), prognosis with such abdominal wall
metastatic disease is poor (14). In our study, the
interval between time of primary surgery and
abdominal wall metastatic disease was 24
months and metastasis detection time was
compatible with literature. The patients who
were operated and in follow-up period due to
colorectal cancer, both physical examinations
as well as investigations of abdominal wall
(skin - subcutaneous - intramuscular), trocar
insertion site should be done for newly
determined mass in such areas may be sign of
metastatic lesion. In addition to CEA, CA 19.9
monitoring, CT, MRI and PET-CT, or even tru-
cut biopsy could be performed to detect the
mass in the abdominal wall, are guidance in
determining the appropriate treatment (4).

Optimal treatment for patients with abdominal
wall recurrence is surgical excision with
histologically clear margins. Complete surgical
resection of localized recurrence within the
abdominal wall, even when combined with en
bloc resection of intra-abdominal viscera, is
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associated with a favorable outcome (11). This
can lead to local control of the disease. Lymph
node metastasis in the absence of abdominal
wall eclipse does not change the prognosis, but
the abdominal wall metastasis and intra-
abdominal recurrence, suggesting a poor
prognosis in this case should be given systemic
chemotherapy  combined  with  surgical
treatment (22,23). Surgical treatment with
systemic therapy shows a positive effect on
long-term disease-free survival and overall
survival. Radiotherapy and chemotherapy can
be used as an adjuvant for providing local
control (21).

Olgu Sunumu

Conclusion

Although many experimental studies indicate
multiple factors, the exact etiology, although
still unknown, was probably multifactorial (24).
But management of tumor recurrence as new
metastatic formations in the abdominal wall is
one of the most difficult situations for surgeons.
Though local recurrence is rarely seen due to
exfoliation of tumor cells, it will reduce the
effectiveness of surgical process. Therefore, it
is suggested that meticulous surgical technique
must be performed for a successful colon
resection to reduce tumor cell exfoliation. It
would also reduces the recurrence in the
abdominal wall as a result of direct
contamination (8). Metastatic disease should be
kept in mind if a mass is detected within the
abdominal wall (skin-subcutaneous-
intramuscular tissue) or trocar sites in the
operated colorectal cancer patients, so that a
careful  investigation including physical
examination and other diagnostic tests should
be done. All patients must be informed about
these kinds of conditions (4).
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A rare cause of foot pain: Osteoid osteoma of the cuboid bone

Nadir Bir Ayak Agrisi Sebebi: Kuboid Kemikte Osteoid Osteoma

Orhan Baltal, Murat As¢1’, Mete Gedikbas, Bora Bostan!

! Gaziosmanpasa Universitesi T1p Fakiiltesi, Ortopedi Ve Travmatoloji A.D, Tokat
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OZET

Osteoid osteoma, sik goriilen benign karakterli primer kemik tiimoriidiir. Hastalar siklikla agri sikayeti ile
basvururlar. Literatiirde viicudun cesitli kemiklerinde bildirilmis olgu sunumlari mevcuttur. Ekstremite agrist
yakinmasi olan hastalarin ayirici tanisinda osteoid osteomayr aklimizin bir kdsesinde tutmak faydali olacaktir.
Osteoid osteomadan siiphelendigimizde yapilacak ince kesit BT tan1 konulmasinda yararhdir. Literatiirde 3 adet
kuboid kemik tutulumu goriilen osteoid osteoma vakasina ulasabildik. Bu yazida, gegmeyen ayak agrisi nedeniyle
basvuran 26 yasinda hastada kuboid kemikte saptanan osteoid osteoma vakasini sunmaktayiz.

Anahtar Kelimeler: Osteoid osteoma, cuboid kemik, agri

ABSTRACT
Osteoid osteoma is a common benign primary bone tumor. Patients frequently present with pain. There are cases
reported in various bones in the literature. It is useful to keep in mind the osteoid osteoma in the differential
diagnosis of patients with limb pain. The thin section computed tomography will be usefull when we suspect
osteoid osteoma. In the literature we have reached three cases of osteoid osteoma related with cuboid bone. We
present a case of osteoid osteoma in a 26-year-old patient in cuboid bone due to unusual foot pain.
Keywords: Osteoid osteoma, cuboid bone, limb pain

Giris

Osteoid osteoma ilk kez 1935 yilinda Jaffe ve
ark. tarafindan tanimlanmistir (1). Osteoid
osteoma primer kemik tiimorlerinin  %3-
4’tinden sorumlu olup, tiim benign kemik
timorlerinin %10-14’tinii meydana getirirler
(2). Osteoid osteoma siklikla alt ekstremitede ve
uzun kemiklerde goriiliir. Osteoid 0steoma
olgularinin ~ %50-60'1 femur ve tibia
lokalizasyonludur  (3). Uzun kemiklerden
ozellikle proksimal femur ve tibiay1 siklikla
tutar. Tarsal kemikler igerisinde en sik tutulan
kemik talus olup %2-10 oraninda tutulum
goriilmektedir (2). Yasamin ikinci ve {giinci
dekadlarinda daha sik oranda goriilmektedir.
Erkeklerde kadinlara oranla daha sik
gorlilmekte ve yaklasik erkek:kadin orani
2:1°dir(2). Elde ve ayakta  nadiren
goriilmektedir. Literatiirde osteoid osteomanin
teshis ve tedavisinde ortalama 36 aya kadar
gecikmeler bildirilmistir. Goriintiileme
tekniklerindeki gelismelere paralel olarak
kemik taramasi ile semptomlarin ortaya

¢ikmasindan taniya kadar gegen siireyi 35 aydan
12 aya kadar onemli Olgiide azalmustir (4).
Literatiir  incelendiginde  kuboid kemik
tutulumu olan ti¢ adet vaka bildirilmistir.

Bu yazida klinigimize sag ayak
bileginde agr1 sikayeti ile basvuran kuboid
kemik tutulumu olan osteoid osteoma olgusu
sunulmaktadir.

Olgu

26 yasinda erkek hasta sag ayak bilegi antero
lateralinde agr1  ve yirlimede zorluk
sikayetleriyle klinigimize bagvurdu. 4 yil 6nce
ayak bilegi burkulmasi sonrasinda baslayan
hafif agrisinin son 2 yildir siirekli hale geldigi
ve agr1 kesici ilaglar kullanmak zorunda
kaldigimmi belirtmekteydi. Analjezik kullanim
olmaksizin yiiriyemedigini ifade eden hasta
daha oOnce bircok kez doktora gittigini
belirtmekteydi. Fizik muayenesinde belirgin
antaljik ylriiylisii olan hastanin ayak bilegi
hareket agikliginin tam oldugu gozlendi. Ayak
lateralinde palpasyonla agr1 disinda fizik
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muayene bulgusu yoktu. 6 ay once g¢ektirmis
oldugu ayak MR tetkikinde bir patoloji
gbzlenmedi. Ancak yapilan tetkikin kalin kesit
oldugu ve agrili bolgeye spesifik olmadigi fark
edildi. Bunun iizerine tekrar ¢ekilen ince kesitli
ayak MR  tetkikinde  kuboid  kemik
siiperomedial kesiminde heterojen kemik iligi
6demi ve subkortikal kitle tespit edildi.

Olgu Sunumu

Sekil 1: Ameliyat oncesi g¢ekilen AP ayak grafisinde
patolojik goriiniim izlenmemekte.

- (e
Sekil 2: Ameliyat 6ncesi MR goriintiilerinde hiperintens
sinyal degisimleri ve nidus goriilmekte.

Sekil 3: Ameliyat oncesi BT kesitlerinde karakteristik
nidus goriiniimii mevcut.
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Sekil 4: Ameliyat esnasindaki goriintiilerinde karakteristik

nidus goriiniimii mevecut

Rejyonel anestezi altinda ayak
dorsolateralinden  longitudinal  insizyonla
girilerek kuboid kemikteki kitle en-blok eksize
edildi. Operasyon sonrasinda cekilen kontrol
MR ve radyografi incelemelerinde kitlenin
tamamen eksize edildigi goriildi. Alinan
biyopsi materyallerinin patolojik incelemesinde
sonu¢ On tanimizi destekler nitelikte osteoid
osteoma oldugu belirtildi.

Ameliyat sonrasinda kisa donemde
hastanin ~ sikayetlerinde dramatik azalma
goriildii. Ameliyat sonrast 1. yil kontroliinde
hastanin sikayetinin olmadig1 ve radyolojik
tetkiklerde rekiirrens gelismedigi goriildi.
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Tartisma

Olgu Sunumu

Osteoid osteoma primer kemik tiimorlerinin
%3-4’linden sorumlu olup, tiim benign kemik
timorlerinin %10-14’tinii meydana getirirler.
Ozellikle proksimal femur ve tibia olmak iizere
siklikla uzun kemikleri tutar. Osteoid osteoma
olgularinin ¢ogunlugu uzun kemik korteksinde
gorlilmesine ragmen, her kemikte olabilir. Tek
bir kemik veya birka¢ kemik igerebilir. Osteoid
osteomalar genellikle 1.5-2 cm'den kiigiiktiir,
ancak osteoid agisindan zengin bir nidus ile
karakterizedir. Nidus sklerotik normal kemik ile
sintrlandirilmigtir (5-7).

Alt ekstremitede kal¢a en sik tutulan
bolgedir. Ozellikle de femur inter trokanterik
veya intra kapsiiler bolgeler vakalarin {gte
ikisinde tutulur (8,9). Osteoid osteoma nadirde
olsa el, elbilegi, falankslar, ayak kemiklerini
tutabilir (10-12). Ayak tutulumun nadir olmasi
ve ayak kemikleri icerisinde en sik tutulumun
talusta goriilmesi tan1 konulmasinda gecikmeye
yol agmaktadir. Yapilan sistematik bir
derlemede ortalama tani alma siiresinin 22 ay
oldugu ve bu siirenin 1-120 ay arasinda
degistigi bildirilmistir (2,13).

Osteoid osteoma her yasta goriilmekle
birlikte genellikle 10-30 yaslarindaki kisilerde
daha sik olarak goriilmektedir. Barei ve
arkadaglart yaptiklari calismada
osteoidosteomalarinin  %70'inin 20 yasindan
kiiciik hastalarda ortaya c¢iktigini belirtmistir
(3). 30 yasin  iizerindeki bireyler
osteoidosteoma vakalarimin %13'tinl
olustururken, 5 yasindan kiiciik cocuklar
vakalarin yaklagik %3'tnii olusturur (14,15).

Dikkatli bir 6ykii, detayli fizik muayene
ve goriintiileme ile tan1 desteklenmelidir (16).
Hastalar 6zellikle gece artan ve non-steroid anti
enflamatuar ila¢ kullanimi ile azalan agridan
yakinmaktadirlar (17). Osteoid osteomanin en
yaygin semptomu salisilat ve non-steroid anti
enflamatuar tedaviye iyi yanit veren nokturnal
agrilardir. Lokal hassasiyet, yumusak dokuda
sislik, sicaklik artisi, dinlenme aninda agri ilk
bagvuru aninda goriilebilecek bulgulardir (18).
Osteoid osteoma agrinin yani sira ¢ok ¢esitli
klinik sekillerde prezente olabilir. Fiz hattina
yakin lezyonlar anormal biiylimeye neden
olabilir. Intra kapsiiler yerlesimli lezyonlar
osteo artrite neden olabilir. Vertebral yerlesimli
lezyonlar skolyoza neden olabilir. Bu yilizden
osteoid osteoma akilda tutulmasi gereken bir
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tanmidir. Kirchner ve ark. salisilatlara verdikleri
yanitin - %30-75 arasinda degisebilecegini
bildirmektedirler (19). Carpintero-Benitez ve
ark. non-steroidlere kiyasla, siklooksijenaz-
2(COX-2) inhibitorlerine agrinin iyi yanit
verdigini belirtmislerdir (20). Saville ve ark.
aspirin, indometasin, ibuprofen ve fenoprofen
ile denemelerden sonra naproksenin terapétik
dozlarina iyi yanit verdigini bildirmektedirler
(21).

Goriintiilemede tipik olarak periost
reaksiyonu ve kortikal kalinlagma
goriilmektedir. MR genellikle taniy1 abartabilir.
BT osteoid osteomanin kesin teshisi i¢in birincil
tan1 aracidir (22). Sans ve arkadaglari, BT'nin
vakalari %74'linde osteoid osteoma teshisini
dogrulamada yardimci oldugunu bildirmistir
(23). Szendroi ve ark. eklem i¢i lezyonlarin
tanisinda yaklagik %66, eklem dis1 lezyonlarda
%90 dogruluk bildirmistir (24).

Osteoid osteoma kortikal, kanselloz ve
subperiosteal olarak 3 tipte siniflandirilir. Uzun
kemiklerde bulunan osteoid osteomalarin
trakortikal olup yiiksek miktarda subperiosteal
reaksiyon olustururlar. Buna karsin ayakta
goriilen osteoid osteomalar siklikla kanselloz
veya subperiosteal olup periosteal reaksiyon
minimal olabilir veya goriilmemektedir (18).
Osteoid osteomanin patognomonik BT bulgusu
fokal, santral yerlesimli kalsifikasyon gosteren
nidus ve perinidal skleroz goriilmesidir.
Nidusun merkezinde yiiksek konsantrasyonda
prostoglandin iiretimi mevcut olup artmisg
gerilim, sinir uglarinda agriya neden olan 6dem
olusumuna neden olmaktadir. Bu durum osteoid
osteomanin non-steroid anti  enflamatuar
tedaviye olan iyi yanitin1 agiklamaktadir (25).

Literatiirde bulunan Giirkan ve ark.
(26), Aydogan ve ark. (27) ile Chakraverty ve
ark. (28) tarafindan takdim edilen {i¢ vaka
sunumunda kuboid kemik yerlesimli osteoid
osteoma vakalarinda hastalar bizim hastamizda
oldugu gibi ikinci ve iiglincii dekad igerisinde
olan hastalardi ve ayak bilegi burkulmasi
sonrasinda sikayetleri ortaya ¢ikan hastalardi.
Hastalar tipki bizim vakamizda oldugu gibi
osteoid  osteomanin  atipik  yerlesimli
olmasindan dolay1 geg tan1 almisti. Chakraverty
ve ark. tarafindan sunulan vakada bizim
hastamizda oldugu gibi kemik iligi O6demi
mevcuttu ve cekilen radyografilerde herhangi
bir patolojik goriintii yoktu. Tani1 sonrasi cerrahi
tedavi ile hastalarin sikayetleri tamamen
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Olgu Sunumu

gerilemis ve 1 yillik takiplerinde rekiirrens
izlenmemistir.

Sonug olarak osteoid osteoma ayakta

cok sik goriilmese de uzun siireli agris1 olan
ozellikle genc erkek hastalarda ayirici tanida
aklimiza gelmelidir. Hastamizda goriildiigii gibi

kanselloz tipte olan
vakalarinda direk

osteoma
bulgu

osteoid
grafilerde

olmayabilirken uygun cekilmis BT ve MRI
incelemeleri tan1 ve tedavi i¢in faydali olabilir.
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