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OZET
Giris ve Amac: Onceden kolorektal kanser(KRK) genel sagkalim ve rekiirrense etki edebilecek cesitli faktdrler
tanimlanmistir. Ancak bunlarin birkagi prognostic marker olarak kabul edilir. Mevcut c¢alismamizda
notrofil/lenfosit orani(NLO), trombosit/lenfosit orani(TLO) ve ortalama trombosit hacminin(OTH) KRK li
hastalarada bir biobelirteg olarak potansiyelini aragtirmay1 amagladik.
Yontem ve Gerecler: Retrospektif olarak tani aninda metastaik olmayan ve en az 12 aylik takip periyodu
sonrasinda rekiirrens gelisen, 2008-2014 yillar1 arasinda tani almig 336 KRK tanili hastanin klinik ve demografik
verilerini incelendik. NLO, TLO ve OTH degerlerini belirlemek i¢i ROC egrisi analizi kullanildik.
Bulgular: Hastalar nilks eden ve etmeyen olarak 2 gruba kategorize edildi. 89 hastada (%26,5) da takip
periyodunda niiks gelisti. NLO<3.39 olan grupta hastaliksiz sagklaim 55.5 bulunurken NLO>3.39 olan grupta
hastaliksiz sagkalim 82.8 ay bulundu(p<0.0001). TLO<183 olan grupta hastaliksiz sagklaim 57.8 ay bulunurken
TLO>183 olan grupta ise hastaliksiz sagkalim 78.7 ay bulundu (p: 0.016). OTH<8.3 olan grupta hastaliksiz
sagkalim 59.7 ay bulunurken OTH>8.3 olan grupta ise hastaliksiz sagklaim 59.7 ay oarak bulundu (p: 0.057)
Tartisma ve Sonu¢: Bizim ¢aligmamiz NLO, TLO ve OTH seviyelerinin KRK tanili hastalarda giivenilebilecek
prognostic biyobelirtegler olabilecegini gostermistir. Yeni tam1 almis KRK Tanili hastalardaki NLO, TLO ve
OTH degerlerinin artan sitokin seviyesini ve buna bagli olarak degisimleri yansimasi olabilir.
Anahtar Kelimeler: kolorektal kanser, ortalama trombosit hacmi, trombosit/lenfosit orani, noétrofil/lenfosit
orani, biyobelirteg

ABSTRACT

Introduction: There are various factors that have been determined to affect recurrence and survival in colorectal
cancer (CRC). However, few of them exhibit so high a prognostic marker. The present study aimed to
investigate the potential of neutrophil/lymphocyte ratio (NLR), platelet/lymphocyte ratio (PLR) and mean
platelet volume (MPV) as prognostic markers in patients with CRC.

Methods: We retrospectively examined the demographic and clinical data of 336 patients with colorectal
adenocarcinoma in 2008-2014, which recurred after a 12-month follow-up period; the patients had non-
metastatic cancer at the time of diagnosis. In order to find out NLR, PLR, and MPV cut-off values, ROC curve
analysis was used.

Results: Patients were categorized into two groups according to positive relapse and negative relapse. 89
patients (26.5%) experienced a relapse in the follow-up period. The group NLR<3.39 had 55.5 months of
disease-free survival (p<0.0001) while the group NLR>3.39 had 82.8 months (p<0.0001). The group PLR<183
had 57.8 months, the group PLR>183 had 78.7 months (p=0.016); the group MPV<8.3 had 59.7 months, the
group MPV>8.3 had 87.2 months; the group MPV>8.3 had 87.2 months and the group MPV<8.3 had 59.7
months (p=0.057).
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Discussion and Conclusion: Our study demonstrated that NLR, PLR and MPV levels can actually be relied on
as a prognostic factor in patients with CRC. MPV, NLR and PLR values displayed by recently diagnosed
patients with CRC may be a reflection of an increased cytokine level and thereby change depending on it.

Keywords: Colorectal cancer, mean platelet volume, platelet/lymphocyte ratio, neutrophil/lymphocyte ratio,

biomarker

Introduction:

Colorectal cancer (CRC) represents the most
prevalent cancer of the gastrointestinal system
and ranks fourth among cancer cases in
developed countries. The risk assessment
factors for patients with colorectal cancer rely
on the surgical pathology result. Although
numerous factors have been determined to
affect recurrence and survival, none of them
exhibit so high a prognostic value as tumor
stage. As these prognostic data are obtained
through a costly process that requires surgical
materials, more affordable, conveniently
derivable and feasible new serum biomarkers
will contribute to the risk identification.

In this context, new parameters that
can be obtained through routine complete
blood count, including neutrophil/lymphocyte
ratio (NLR), platelet/lymphocyte ratio (PLR)
and mean platelet volume (MPV), have
recently and frequently been studied in various
types of cancer. There is a complex interaction
between local characteristics of a tumor and
the host’s inflammatory response which could
predict earlier tumor relapse and mortality (1).
Some studies focused on NLR and PLR, which
are considered among the markers of systemic
inflammatory response, and demonstrated that
their levels might be associated with disease
progression in operated patients with CRC
(1,2). Other studies further demonstrated that
preoperative NLR levels higher than 4 or 5
were associated with negative outcome in a
variety of cancers such as lung and ovary
cancers apart from the CRC and increased PLR
could represent a negative prognostic factor
(1,3-5). MPV is an indicator of early platelet
activation and it was measured to be higher in
preoperative patients compared to healthy
controls (6).

The present study aimed to investigate
the prognostic effects of NLR, PLR and MPV
on patients with CRC.

Materials and Methods:

The study included 336 patients who were
diagnosed with colorectal adenocarcinoma at
Izmir Katip Celebi University Ataturk Training
and Research Hospital and Dokuz Eylul
University Faculty of Medicine Medical
Oncology Clinic between 2008 and 2014, and
with a follow-up period of minimum 12
months. Metastatic patients at the time of
diagnosis were excluded. Informed written
consent was obtained from the participants.

We retrospectively analyzed the
patient files to obtain data including age,
gender, detailed disease history, curriculum
vitae, date of operation, primary tumor
location, histopathological characteristics of
the tumor (histology, stage, grade, vascular
invasion, lymphatic invasion, perineural
invasion), and preoperative  neutrophil,
lymphocyte, platelet and mean platelet volume
values. The preoperative data reflect the values
measured at the time of examination. The
neutrophil/lymphocyte ratio and
platelet/lymphocyte ratio were calculated by
dividing the neutrophil value with the
lymphocyte value and the platelet value with
the lymphocyte value, respectively.

All statistical analyses were performed
with the SPSS 20.0 (Chicago, Illinois) package
software. We used Chi-Square and Mann-
Whitney U Tests to analyze the data and
p<0.05 value was taken to indicate statistical
significance. We analyzed the ROC (receiver-
operating characteristic) curve to find out
NLR, PLR, and MPV cut-off values (Figure 1)
according to all patients, their stages and tumor
grade. For the all patients, NLR cut-off value
was 3.39 (p<0.0001), PLR cut-off value was
183 (p=0.024), and MPV cut-off value was 8.3
(p=0.028). In stage 2 and 3 patients, the NLR
cut-off value was 3.26 (p:0.007) and 3.02
(p<0.0001), PLR cut-off value was 181.9
(p=0.055) and 173 (p=0.14), and MPV cut-off
value was 8.05 (p=0.051) and 8.27 (p=0.026).
The disease-free survival (DFS) ratio and
survival curves were compared by using the
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Kaplan-Meier method and long-rank test,
respectively.

Results:

Of 336 patients, 211 (62.8%) were male and
125 (37.2%) were female. Mean age of the
patients was 62.2+11.8 years (33-86 years).
Regarding tumor location, 270 (80.3%) of the
patients had a tumor in the colon and 66
(19.6%) had a tumor in the rectum. A great
majority of patients were comprised of Stage Il

3

(160 patients, 47.6%) and Stage Il (149
patients, 44.3%) cases. We used the TNM
staging recommended by AJCC 6 (American
Joint Committee on Cancer Recommendations)
for this purpose. A pathological examination
revealed that 85 patients (25.3%) had a well-
differentiated tumor while 207 (61.6%)
exhibited moderately-differentiated and 44
(13.1%) presented poorly-differentiated
tumors. Patient characteristics are shown in
Table 1.

Table 1. Clinical characteristics of the patients with colorectal cancer

Characteristics of the patients

n (%)

Age (years), Mean (range)
Gender
Male
Female
TNM stage
Stage 1
Stage 2
Stage 3
Degree of differentiation

well-differentiated
moderately-differentiated
poorly-differentiated

Disease status at last follow-up
Evidence of disease (ED)
No evidence of disease (NED)
Tumor localization
rectal
colon
The type of adjuvant Chemotherapy
XELOX
FOLFOX
Capesitabine

None

62.2 + 11.8 (33-86)

211 (62.8)

125 (37.2)

27 (8.0)
160 (47.6)

149 (44.4)

85 (25.3)
207 (61.6)

44 (13.1)

89 (26.4)

247 (73.6)

66 (19.6)
270 (80.3)

224(%66.6)
41(%12.2)
44(%13.1)

27(%8)
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The patients were divided into two groups
based on their relapse status. Eighty-nine
(26.4%) patients experienced a relapse, which
was observed most frequently in liver (31 out
of 89 patients had relapse in liver). It was
followed by the anastomotic line (20 patients,
6%) and lung (17 patients, 5.1%).

In the group of patients with
NLR>3.39 had 55.5 months of disease-free
survival (DFS) (p<0.0001) while the patients
with NLR>3.39 had 82.8 months (p<0.0001)
(Figure 2). The group PLR>183 had 57.8
months, the group PLR>183 had 78.7 months
(p=0.016); the group MPV>8.3 had 59.7
months, the group MPV>8.3 had 87.2 months
(p=0.057). In stage 3; patients with NLR>3.02
had 49.5 months of DFS while the patients
with NLR>3.02 had 94.6 months (p<0.0001),
the patients with PLR>173 had 54.8 months,
the patients with PLR>173 had 88.1 months
(p=0.033), the patients with MPV>8.27 had 55
months, the patients with MPV>8.3 had 88.1
months (p=0.15). In stage 2; the patients with
NLR>3.26 had 56.6 months of DFS while the
patients with NLR>3.26 had 70.2 months
(p<0.012), the patients with PLR>181.9 had 60
months, the patients with PLR>181.9 had 69
months (p=0.11), the patients with MPV>8.05
had 62.3 months, the patients with MPV>8.3
had 63.5 months(p=0.19).

In multivariate analysis, we examined
the patients’ subgroups according to their NLR
value, PLR value, MPV value, age, gender,
grade, vascular invasion, lymphatic invasion,
perineural invasion. The multivariate analysis
demonstrated that NLR value and female
gender were good prognostic factors in terms
of DFS (p<0.0001 and p:0.031, respectively).
Prognostic factors affecting DFS were seen in
Table 2.

Table 2: Prognostic factors affecting DFS
(multivariate analysis)

Prognostic Factors Loss Chi- Sig.
square
Neutrophil/lymphocyte 16,275 0,000
ratio
Gender 4,662 0,031

Discussion:

The relationship between carcinogenesis and
inflammation is well known with many types
of cancer and inflammation represents a key
stage in cancer progress (7). The complex
interaction between local characteristics of a
tumor and the host’s inflammatory response
could predict earlier tumor relapse and
mortality (1). Taking this idea into account,
some studies focused on NLR and PLR which
are considered among the markers of systemic
inflammatory response.

It is suggested that the physiological
response of circulating leukocytes to stress
triggers an increase in the number of
neutrophils and a decrease in lymphocytes
through the generation of granulocyte colony
stimulating factor, tumor necrosis factor alpha
as well as myeloid growth factors including
interleukin-1 and interleukin-6 in the
cancerous tissue (8), such an increased
neutrophil  concentration  suppresses the
lymphocyte activity and inhibits antitumor
response, thereby resulting in tumor growth
and metastasis (9,10). Although it has been
suggested that an imbalanced NLR or PLR
could be associated with tumor growth and
metastasis and it might play a prognostic role,
their prognostic and predictive roles are
demonstrated by a limited number of studies
and this role remains a matter of debate.
Compared to the control group, the patients
with CRC presented significantly higher MPV,
NLR and PLR levels in the preoperative
period. Moreover, such levels were reported to
have decreased significantly in  the
postoperative period, which was considered to
be associated with the disappearance of
inflammation after surgery (11). Other studies
on CRC reported that low NLR was related to
better disease-free survival (DFS) outcome
compared to the patients with higher ratios,
whereas high NLR was associated with the
independent prognostic factor and poor
prognosis (12,13,14). Contrary to a large
number studies that concluded increased NLR
and PLR as a negative prognostic factor, we
found that high preoperative NLR and PLR
levels correlated with better disease-free
survival on a statistically significant level. The
relationship between increased lymphocyte
ratio on the tissue level and good prognosis has
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been theoretically demonstrated; however, it is
likely that neutrophil and lymphocyte levels
measured by instant complete blood count
might not be reflecting the actual values on the
tissue level. In addition, increased cytotoxic T
lymphocytes in the tissue might be due to an
indirect decrease in the peripheral blood level.
As a result of this might lead to increased NLR
and PLR. These findings could have been
interpreted more accurately if it was possible
to analyze the actual lymphocyte ratio on the
tissue level or in the tumor bed.

Figure 1: ROC Curves of NLR, PLR and MPV for
preoperative patients MPV, mean platelet volume;
NLR, neutrophil/lymphocyte ratio; PLR,
platelet/lymphocyte ratio; ROC (receiver-operating
chqracteristic.)
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Figure 2: Kaplan-Meier Survival Curve for
Disease-Free  Survival according to  the
Neutrophil/Lymphocyte Ratio

Survival Functions

10
4,

um Survival

TINLR < 3,39 DFS 555 months p<0.0001
—INLR >3,39 DFS 828 months p<0.0001

T T T T T T T
0 2 a0 60 80 100 120
DFS

Thrombocytosis occurs after megakaryocytes
stimulated by pro-inflammatory cytokines such
as IL-1 and IL-6 and is considered an indicator
of inflammation severity (15). Activated
platelets release angiogenic growth factors and
contribute to tumor angiogenesis and

5

progression (16). Based on this idea, platelets
are thought to play a significant role in cancer
growth and metastasis (17), as a result of
which MPV is considered a parameter that
indicates inflammation (18) and is used for
early detection of platelet activation (19).
Recent studies revealed that MPV levels were
relatively higher in tumor patients than in
normal controls and associated with poor
prognosis in some gastrointestinal neoplasms
(2,6,20). However, other studies have reported
no difference between patients and controls in
terms of MPV levels (21). In the present study,
we found that patients with higher MPV levels
displayed better DFS outcome in comparison
to those with lower levels. Given the severity
of preoperative inflammation, the immune
systems of these patients could get be activated
to a higher degree to produce a better outcome.
However, high MPV is reported to indicate
poor survival in malignant diseases which
remains controversial (19, 22).

Although our study was conducted
retrospectively, it has significance in two
aspects. On the one hand, we showed that
NLR, PLR and MPV, which can be obtained in
a cost-effective and convenient way, might
have a prognostic affect and thus reflect
inflammation. Contrary to the relevant
literature, high preoperative NLR, PLR and
MPV levels could indicate a better disease-free
survival. On the other hand, we presented a
hypothesis that includes a possible discordance
between actual levels measured by complete
blood count and tissue levels.

This study investigated the hypothesis
that MPV, NLR and PLR levels of recently
diagnosed colorectal cancer patients might be
the reflections of increased cytokine levels and
the related inflammation and to present a
prognostic marker to reveal such an
inflammation in both a convenient and cost-
effective  way. As a conclusion, we
demonstrated that preoperative high NLR, PLR
and MPV levels can actually be relied on as a
prognostic factor in patients with CRC.
Without doubt, given the relevant research in
this field, prospectively designed studies
examining lymphocyte levels on the tissue
level will shed more light on this matter.
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To What Extent Peritonitis Carcinomatosa Can Foreseeable in Digestive System
Tumors?
Sindirim Sistemi Tiimorlerinde Peritonitis Karsinomatoza Ne Kadar
Ongoriilebilir?
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OZET
Amag: Bir¢ok sindirim sistemi ve jinekolojik kansere bagli olarak peritoneal yayilim gelisebilir. Goriintiileme
yontemlerindeki gelismelere ragmen sindirim sistemi kaynakli tiimorlere bagli gelisen peritonitis
karsinomatoza’y1 (PC) ameliyat dncesi tanimak giictiir.
Gere¢ ve Yontem: Bu calismada ameliyat Oncesi tanimlanamayan PC saptanan hastalarin evreleme tetkikleri
geriye doniik olarak gbzden gecirilmistir. Ocak 2012- Kasim 2015 tarihleri arasinda 82 hasta degerlendirilmistir.
Bulgular: Kirkbes (%54.8) hasta mide, 24 hasta (%29.2) kolorektal, 13 hasta (%15.8) pankreas ve safra yolu
kaynakli timdrler nedeniyle opere edilmisti. Hastalarin tiimiine evreleme amacgli Bilgisayarli Tomografi (BT)
¢ekilmis, 26 hastaya ayrica karmn ultrasonografisi (USG), 4 hastaya Manyetik Rezonans Goriintileme (MRG)
yapilmistir. Sekiz hastaya ise Pozitron Emisyon Tomografisi (PET-BT) uygulanmistir. Kirk (%48,7) hastaya
cerrahi bypass ve diger palyatif islemler uygulanirken, 42 hastaya ek cerrahi islem uygulanmamigtir. Tamamina
laparotomi uygulanmis hastalardan olusan bizim serimizde tiim hastalara ameliyat 6ncesi BT ¢ekilmis, on hastada
bulgular siipheli ancak laparotomiden vazgegirecek kadar spesifik olmadig1 yoniinde yorumlanmistir. En fazla
stipheli bulguya mide kaynakli PC’l1 hastalarda rastlanmustir (8/45). Bizim ¢alismamizda 8 hastaya uygulanan
PET/BT nin 4’ siipheli olarak yorumlanmis ancak PC varligini dislayacak kadar gii¢lii bulgulara rastlanmamustir.
Sonu¢: Ameliyat 6ncesi konvansiyonel radyolojik goriintiileme yontemleri ile PC’y1 saptayabilmek halen giictiir.
Farkl1 goriintiileme yontemlerinin birlikte kullanilmasi basar1 oramini arttirabilir. Ozellikle lokal ileri ve smirda
cerrahi olarak g¢ikarilabilir hastalarda birlikte tiimor belirteg yiiksekligi de saptanmasi halinde PC ihtimalinin
yiiksek oldugu bilinmelidir. Bu hastalarda palyatif girisimler planlanmiyorsa evreleme laparoskopisi uygun bir
alternatif olarak karsimiza ¢ikmaktadir.
Anahtar Kelimeler: Peritonitis karsinomatoza; Bilgisayarli tomografi; Manyetik rezonans goriintiileme;
Ultrasonografi

ABSTRACT
Introduction: Peritoneal dissemination may develop in many digestive system and gynecological cancers. Despite
advances in imaging technologies, it is difficult to diagnose PC induced by digestive system tumors before surgery.
Methods: In this study, staging tests used in patients with PC that unidentified preoperatively were reviewed
retrospectively. Eighty-two patients were evaluated in between January 2012 and November 2015.
Results Forty-five (54.8%) patients had been operated with stomach cancer, 24 patients (29.2%) with colorectal,
and 13 patients (15.8%), pancreas and biliary tract cancers. Computerized Tomography (CT) was taken to all
patients for staging, 26 patients were also evaluated with abdominal ultrasonography (USG) and 4 patients with
magnetic resonance imaging (MRI). Positron Emission Tomography (PET-CT) was applied to eight patients.
While 40 (48.7%) patients underwent surgical bypass and other palliative procedures, no additional surgical
procedures were performed in 42 patients. In our series of patients who all have undergone laparotomy, all patients
were evaluated with preoperative CT and suspicious findings identified in 10 patients were interpreted as not being
specific to quit laparotomy. The most suspicious findings were reported in PC patients with gastric cancer (8/45).
In our study, the PET/CT findings of 4 out of 8 patients evaluated were interpreted as suspicious, but they were
not strong enough to exclude PC.
Conclusion: It is still difficult to diagnose PC before surgery with conventional radiological imaging techniques.
Combined use of different imaging modalities together can increase the success rate. It should be known that the
probability of PC is especially high in patients with tumor marker elevation and locally advanced and borderline
resectable disease findings. If palliative interventions are not planned in these patients, staging laparoscopy
emerges as a suitable alternative.
Key Words: Peritonitis carcinomatosa, Computed tomography, Magnetic resonance imaging, Ultrasonography
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Giris

Birgok sindirim sistemi ve jinekolojik kansere
bagli olarak peritoneal yayilim gelisebilir.
Sindirim sistemi kaynakli olarak gelisen
peritonitis karsinomatoza (PC) ve karaciger ya
da periton dis1 metastazlar varliginda sagkalim
belirgin olarak kisalir. Son otuz yilda tiimérlerin
periton icinde  yayilim  biyolojilerinin
anlagilmas1 ile PC artik lokal-bolgesel bir
hastalik olarak kabul edilmeye baglanmstir.
Bagka sistemik yayilimin olmadig1 durumlarda,
sitoreduktif cerrahi, intraperitoneal hipertermik
kemoterapi (HIPEC) ve sistemik kemoterapi
kombinasyonlari ile lokal-bolgesel kontrol ve
hatta ~ sagkalim  artisi  saglanabilecegi
ongoriilmektedir.

Kolorektal kanser niikslerinin %10-35’1
ve mide kanseri niikslerinin de %50’ye varan
bir kism1 sadece peritoneal kavite ile sinirlidir.
Diger yandan, kolorektal kanserlerin yaklasik
%15’inde ve mide kanserlerinin neredeyse
%40’inda eksplorasyonda PC saptanir. Bu
olgularda, cerrahi endikasyonu standart degildir
ve yapilan ameliyatlar basit eksplorasyondan
biyopsiye ve palyatif rezeksiyona kadar
degismektedir.

Gorilintiileme yontemlerindeki
gelismelere ragmen sindirim sistemi kaynakli
timorlere bagli gelisen PC’y1 ameliyat dncesi
tanimak glictiir. Bu ¢aligmada ameliyat Oncesi
tanimlanamayan PC  saptanan hastalarin
evreleme tetkikleri geriye doniik olarak gbzden
gecirilmistir.

Yontem

Hastanemiz Etik Kurul bilgilendirmesi
yapilarak Ocak 2012- Kasim 2015 tarihleri
arasinda 82 hastanin dosyas:t geriye doniik
olarak degerlendirilmistir. Hastalarin tiimii
primer sindirim sistemi kanseri nedeniyle
ameliyat Oncesi tetkik edilmis ve radyolojik ve
klinik olarak operable veya smirda operable
olarak degerlendirilmistir. Ancak hastalarda
laparotomi sirasinda PC saptanmustir.

Bulgular

Hastalarin 42 si (%52) erkek, 40 1 (%48) kadin,
ortalama yasi 59.5+12.1 olarak saptandi.
Kirkbes (%54.8) hasta mide, 24 hasta (%29.2)
kolorektal, 13 hasta (%15.8) pankreas ve safra

yolu kaynakli tiimorler nedeniyle opere
edilmisti. Hastalarin tiimiine evreleme amagli
Bilgisayarli Tomografi (BT) ¢ekilmis, 26
hastaya ayrica karin ultrasonografisi (USG), 4
hastaya Manyetik Rezonans Goriintiileme
(MRG) yapilmistir. Sekiz hastaya ise Pozitron
Emisyon Tomografisi (PET-BT) uygulanmustir.
Sekseniki hastanin 10’unda BT de ve 4’iinde
PET-BT de PC icin silipheli bulgular
raporlanmasina ragmen, bulgular PC igin
yeterince spesifik olarak yorumlanmadigi igin
laparotomi karar1 verilmistir. Ayrica 10 hastada
ameliyat Oncesi izole karaciger metastazi
bulgusu saptanmistir. Ameliyat Oncesi 19
hastada (%23) tek basina CA19-9 yiiksekligi,
16 (%19.5) hastada tek basina CEA yiiksekligi
ve 9 hastada (%11) ise CEA ve CA19-9’un
birlikte yiiksekligi saptanmistir. Dort hastada
ise ii¢ timor belirtecinin birlikte yiikseldigi
saptanmigtir (Ca 19-9, Ca-125 ve CEA). Kolo-
rektal kanser tanili 24 hastanin 14’tinde (%63),
mide kanseri tanili 45 hastanin 26’sinda
(%60.4) ve pankreas ve safra yolu kanseri tanili
13 hastanin 8’inde (%61.5) tiimor belirteci
yiiksekligi saptanmistir. Kirk (%48,7) hastaya
cerrahi bypass ve diger palyatif islemler
uygulanirken, 42 hastaya ek cerrahi islem
uygulanmamustir. Hastalara uygulanan
goriintiileme yoOntemleri ve timor belirteg
yiikseklikleri Tablo-1 ve 2 de goésterilmistir.

Tartisma

Gastrointestinal sistem (GIS) kanserlerinde
lokal evreleme ve lenf nodu durumunun
ameliyat Oncesi donemde radyolojik olarak
saptanmasi i¢in ortaya konmus net veriler
mevcutken peritoneal metastazlarin
degerlendirilmesi i¢in kullanilacak yontemler
konusunda iyi tanimlanmis rehberler yoktur.
Ameliyat oOncesi donemde PC durumunun
saptanmasinin iki énemli klinik faydasi vardir;
gereksiz  laparotomileri  engellemek  ve
histolojik  konfirmasyon  verisi  yokken
neoadjuvan tedavinin etkinligini
degerlendirmek. Ayrica uygun hastalar
ameliyat Oncesi donemde degerlendirilerek
peritonektomi ve Hipertermik Intraperitoneal
Kemoterapi (HIPEC) i¢in aday olabilirler. Mide
ve pankreas kanserlerinde periton
metastazlarinin ~ degerlendirilmesi  6zellikle
Onem tasir; clinkdi, bu hastalarin 6nemli bir
kisminda laparotomi gerekli olmayacaktir.
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Tablo-1: Hastalara uygulanan ve PC agisindan siipheli bulunan goriintiileme yontemleri

Batin BT Batin USG MRI PET CT
Stipheli bulgu Stipheli bulgu Stipheli bulgu Stipheli bulgu
var/siiphe tagimayan | var/siiphe tagitmayan | var/siiphe tasimayan | var/siiphe tagimayan

Mide kaynakli

(n:45) 8 45 0 10 - - 3 5

Kolorektal

kaynakl1 1 24 0 3 0 2 - -

(n:24)

Safra yollari

ve pankreas 1 13 0 13 0 2 1 3

kaynakli

(n:13)

Toplam

inceleme

sayisi (hasta) 82 26 4 8
Tablo-2: Tumér belirteg yiikseklikleri

Cal9.9 | CEA | Cal9.9+CEA Ca 19.9 + CEA + Ca 125

Mide kaynakli

(n:45) 10 11 5

Kolorektal kaynakli

(n:24) ! > . !

Sa.fra yollar1 ve pankreas kaynakli 5 0 3 3

(n:13)
Gastrointestinal sistem kanserlerinin saptanmas1  konusunda ise Endosonografi
evrelemesinde en sik kullanilan radyolojik tani (EUS), BT den daha sensitif bir yontem olarak
yontemi BT dir. BT de peritoneal kalinlagsmalar karsimiza  ¢ikmaktadir  (6). Tamamina
ve nodiiller, omentumda nodiiler ve kek tarzi laparotomi uygulanmis hastalardan olusan

degisiklikler, 1 cm iizerinde lenf nodlari,
karacigerde ya da dalakta kenar diizensizlikleri
PC diistindiiriir (1). PC’yi tanimlamada BT nin
sensitivitesi; histolojik tipe, tiimor yerlesimine
ve boyutuna gore degisebilmektedir (2). PC
degerlendirmede BT’nin o6zellikle pelvik
bolgede ve kiigiik lezyonlarda sensitivitesi
diistiktir. BT ameliyat Oncesi evrelemede
etkindir ancak, timor yayilimini tam olarak
degerlendirmede etkinligi diistiktiir (3,4). Wang
ve ark. GIS kanserlerine bagli PC’nin
radyolojik olarak saptanmasi konusunda
yaymlanmis 33 calismanin meta analizini
sunmuglardir. Buna gore karaciger
metastazlarinin saptanmasi i¢in BT yiiksek
sensitiviteye sahip bir tetkik olsa da PC’nin
saptanmast i¢in ayni basariy1
gosterememektedir. PC’nin saptanmasi igin
BT’nin sensitivitesi %33 olarak bulunmustur.
Spesifitesi ise %90’ 1n iizerindedir.
Ultrasonografinin sensitivitesi ise % 9 olarak
bulunmustur (5). Mide kanserine bagli PC’nin

bizim serimizde tiim hastalara ameliyat 6ncesi
BT c¢ekilmis, on hastada bulgular siipheli ancak
laparotomiden vazgecirecek kadar spesifik
olmadig1r yoniinde yorumlanmistir. En fazla
stipheli bulguya mide kaynakli PC’I1 hastalarda
rastlanmustir (8/45).

Difiizyon agirlikli MRI’mn peritoneal
timor yayillimini ameliyat 6ncesi dogru olarak
degerlendirmede faydali bir yontem oldugu

ortaya  atilmistir (7). Ayrica MRI'n
peritonektomi ve HIPEC i¢in uygun hasta
seciminde  basar1  ile  kullamlabilecegi

belirtilmektedir (8). MRI'in BT ye iistiinliigi
daha iyi yumusak doku kontrast ¢oziiniirligi
saglamasi, kontrast madde nefropatisi ve
iyonize radyasyon riskini ortadan kaldirmasidir.
Ancak PC’nin saptanmasinda BT’ye belirgin
bir Uistiinligii gosterilememistir (9).

FDG PET ya da PET/CT de kanserli
hastalarda PC saptanmasinda yiiksek 6zgiinliik
ile kullamlabilmektedir. Ancak PC varligimin
dislanmasindaki giicii diisiiktiir (10).
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PET/BT’nin BT’ ye gore Ustiinliigli fonksiyonel
bilgi vermesidir ve PC’nin saptanmasi
konusunda sensitivitesinin = %50’ye  kadar
ciktigin1 bildiren c¢aligmalar mevcuttur (11).
MRI ve PET/BT’nin birlikte kullanilmas: ile
tanisal dogrulugun ve Ozellikle de negatif
prediktif degerin yiikseldigi bildirilmektedir
(12). Ancak 1 cm altindaki peritoneal
lezyonlarin saptanmasinda her iki tetkik de
yetersizdir (13,14). Bizim c¢alismamizda 8
hastaya uygulanan PET/BT’nin 4 i siipheli
olarak yorumlanmis ancak PC varhigini
dislayacak kadar giiclii bulgulara
rastlanmamugtir.

Sindirim sistemi kanserlerinin ameliyat
oncesi donemde evrelendirme tetkikleri
yapilirken, oncelikle tiimér, ¢evre lenf bezleri
ve uzak organ metastazlarinin degerlendirilmesi
hedeflenmekte ve bazen peritoneal tutulumlar
gozden kacirilabilmektedir. Bu hastalarin
tetkiklerinin geriye doniik yeniden
degerlendirmesi ile gozden kagmis olan bu
lezyonlar konusunda deneyim gelistirilebilir.
Bu seride, tiim radyolojik incelemeler giinliik ig
akis1 icinde degerlendirilmis ve raporlanmis,
ikinci goriis ya da geriye donerek yeniden
degerlendirme yapilmamigtir. Ayrica bu
tetkiklerin iki radyoloji uzmani tarafindan es
zamanli ya da ardisik olarak degerlendirilmesi,
PC tanisinin  ameliyat Oncesi donemde
konabilmesi agisindan ek katki saglayabilir.

Cerrahi tedavi uygulanmis  GIS
kanserlerinde postoperatif donemde tlimor
belirteglerinin  yiikselmesi niiks ve uzak
metastaz gelisimi i¢in uyaricidir ve rekiirrenssiz
sagkalim ile iligkili bulunmustur (15). Timor
belirteglerinin  ameliyat Oncesi donemdeki
degerlerinin hastaligin evresi ve yaygimlig ile
korelasyonu ise tartismali bir konudur. Evre 4
kolorektal  kanserlerde  ameliyat Oncesi
donemde CEA, CA125 ve CA 19-9°dan en az
birinin  %80’in  {lizerinde yiiksek olarak
saptandig1 bildirilmektedir (16). Evre 4 GIS
kanserlerinde bu ii¢ tiimor belirtecinin herhangi
birindeki yiiksekligin diisiik prognoz ile iliskili
oldugunu ortaya atan ¢aligmalar mevcuttur (17).
Ancak timor Dbelirteg seviyelerinin uzak
metastaz ya da PC durumunun tespitinde
kullanilmasi i¢in tanimlanmis esik degerlerden
s0z edilemez. Mide kanserine bagl peritoneal
yaylllm igin en uyarici timor belirteci
CA125°dir. Bu konuda CA 125’in duyarliligi
%40, 6zgiinligli %90 olarak bulunmustur (18).
Radyolojik olarak cerrahi olarak c¢ikarilabilir

10

bulunan pankreas ve safra yolu tiimorlerinde ise
CA19-9 ve CA 125 seviyelerinin yiiksekligi
irrezektabilite ile iligkili bulunmusgtur (19).
Caligmamizda hangi organdan kaynaklanirsa
kaynaklansin PC’l1 hastalarda %60°1n {izerinde
tiimor belirteci yiiksekligi tespit edilmistir.

Klinik ve radyolojik agidan lokal ileri ve sinirda
cerrahi olarak ¢ikarilabilir olarak c¢ikarilabilir
olarak degerlendirilen hastalar da timor
belirteci yiiksekligi de saptanmasi durumunda
ameliyata laparoskopik olarak baglanmasi
onerilmektedir. Bu gibi hastalarda evreleme
laparoskopisinin =~ %25°den  fazla hastada
gereksiz laparotomiyi engelledigi saptanmistir
(20,21). Gilinlimiizde laparoskopinin hastaligin
yaygmligim1 saptamadaki basaris1  %95’lere
ulagsmaktadir ve neredeyse laparotomi ile esittir.

Sonug¢

Ameliyat Oncesi konvansiyonel radyolojik
goriintiileme yontemleri ile PC’y1
saptayabilmek halen giictiir. Farkli goriintiileme
yontemlerinin  birlikte kullanilmasi  basari
oramni arttirabilir. Ozellikle lokal ileri ve
sinirda cerrahi olarak c¢ikarilabilir hastalarda
birlikte timdr belirteg yiiksekligi de saptanmasi
halinde PC ihtimalinin yiikksek oldugu
bilinmelidir. Bu hastalar da palyatif girisimler
planlanmiyorsa evreleme laparoskopisi uygun
bir alternatif olarak karsimiza ¢ikmaktadir.
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OZET
Amac: Bu caligmada klinigimizdeki evre 1 over graniiloza hiicreli timdr (GHT) hastalarin klinik verileri
esliginde tedavi ve takip uygulamalari ile bunlarin sonuglari tartigilmistir.
Yontem: Temmuz 2006 - Aralik 2015 yillar1 arasinda klinigimizde evre 1 GHT tanisi alan 15 hasta
klinikopatolojik 6zellikleri, uygulanan tedaviler ve uzun siireli takip sonuglari agisindan degerlendirilmistir.
Bulgular: Medyan yas1 52 (24-71) idi. FIGO Evreleme Sistemine gore 9 hasta evre 1A iken 6 hasta evre IC idi.
Hastalarin yarisi (53.3%) uterin kanama ile bagvurdu. En sik (73.3%) yerlesim yeri ise sol over idi. Cerrahi
tedavi olarak 10 hastaya total abdominal histerektomi+ bilateral salpingooferektomi+bilateral pelvik-paraaortik
lenf nodu diseksiyonut+omentektomi, 2 hastaya sadece total abdominal histerektomi+bilateral
salpingooferektomi ve 3 hastaya ise fertilite koruyucu cerrahi uygulanmisti. 3 hastada perindral invazyon (PNI)
ve 2 hastada lenfovaskiiler invazyon (LVI) saptandi. Endometrium histopatolojik degerlendirilmesinde, 6 hasta
ile en fazla basit atipisiz hiperplazi saptandi. Toplam yedi hastaya adjuvan tedavi olarak 3 kiir [Bleomisin,
Etoposid, Sisplatin (BEP)] kemoterapi rejimi verildi. Medyan takip siiresi 77.9 ay (4.1-108.5 ay) ve genel
sagkalim 77.9 ay (95% CI, 39.6-116.3) idi. Takiplerde higbir hastada niiks gelismedi.
Sonug¢: Over GHT nadir goriilmektedir. Erken evre hastalarda adjuvan tedavi uygulanacak hastalar1 belirlemek
tizere yliksek riskli grubunu saptamak i¢in randomize ¢ok merkezli prospektif ¢aligmalara ihtiyag vardir.
Anahtar Kelimeler: Over graniiloza hiicreli tiimér, histerektomi, salpingooferektomi, adjuvan kemoterapi

ABSTRACT
Introduction: We aimed to evaluate the clinicopathological characteristics of patients with stage 1 granulosa
cell ovarian carcinoma (GCOC).
Methods: Between July 2006 — December 2015, the clinical and pathological parameters, treatment features and
long term follow up outcomes of 15 patients with stage 1 GCOC were evaluated retrospectively.
Results: Median age was 52 (24-71).According to FIGO staging system, 9 patients had stage 1A disease and 6
patientshad stage IC GCOC. Half of (53.3%) of the patients presented with uterine bleeding (53.3%) and left
over (73.3%) was the most common localization. Ten patients had abdominal hysterectomy-bilateral
salphingoopherectomy-pelvic paraaortic lymph node dissection-omentectomy and whereas 3 patients had total
abdominal hysterectomy-bilateral salphingoopherectomy and 2 patients had fertility sparing surgery as a surgical
procedure. 3 patients had perineural invasion, 2 patients had lymphovascular invasion.Histopathological
evaluation of endometrium revealed simple hyperplasia without atypia in 6 patients. As adjuvant setting, 7
patients received 3 cycles of chemotherapy [bleomycin +etoposid+ cisplatin (BEP)]. Median follow up was 77.9
months (4.1 max=18.5 month) and median overall survival was 77.9 ay (95% CI, 39.6-116.3). None of the
patients relapsed durring follow-up.
Conclusion: Over granulosa cell carcinoma is rare. Randomized prospective clinical trials are needed to find out
the high risk group for adjuvant chemotherapy.
Keywords: Ovarian granulosa cell tumors, hysterectomy, salpingo-oophorectomy, adjuvant chemotherapy
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Giris

Tim over malignitelerinin yaklasik 5-8%’ini
olusturan seks-kord stromal tiimorler, overin
seks-kord, stromal ve mezenkimal
hiicrelerinden kdken alirlar (1,2). Daha erken
evrede tam1 aldiklar1 icin epitelyal over
timorlerine nazaran daha iyl prognoza
sahiptirler. ~ Granoloza, teka, fibroblast
hiicreleri ve bunlarin kombinasyonundan
olusan graniiloza hiicreli timorler (GHT) seks-
kord  stromal tiimoérlerin  ¢ogunlugunu
olusturmaktadir  (3). Graniiloza  hiicreli
timorler tiim over kanserlerinin yaklasik 2-
3%’inii olusturmaktadir (4). Genellikle gec
niiks egilimine sahip iyi prognozlu tiimoérlerdir.
Erken evre hastalikta primer tedavi cerrahi
olup yiiksek riskli veya ileri evre hastalikta
platin bazli kemoterapi kombinasyonlar
onerilmektedir (4,5).

Tam1 anindaki evre, postoperatif
rezidiiel hastalik durumu ve tiimdér boyutu
Oonemli prognostik faktorler olarak
bildirilmistir ~ (4,6). Hastalifin  goriilme
sikliginin diisiik olmasi nedeniyle literatiirde
prognostik faktorlere ait ¢ok fazla wveri
bulunmamaktadir. Bizim ¢alismada erken
evre graniilloza hiicre kanserli hastalarin
klinikopatolojik 6zellikleri degerlendirilmistir.

Gere¢ ve Yontem

Temmuz 2006 - Aralik 2015 tarihleri arasi
Ankara Numune Egitim ve Arastirma
Hastanesi Tibb1 Onkoloji klinigine bagvuran
298 over kanser tanist almis hastalarin dosyast
retrospektif olarak incelendi. Over kanserli
hastalarin  ¢ogunu (57.3%) serdz papiller
karsinomali hastalar olusturmaktaydi.
Histopatolojik olarak over GHT tamis1 almis
evre | hastaligt 15 hasta calismaya dahil
edilmistir.  Olgular FIGO (International
Federation of Gynecology and Obstetrics)
1988 sistemine gore evrelendirilmistir.
Hastalarin  yas, cinsiyet, basvuru
semptomu, performans durumu gibi klinik
parametreler, lenfovaskiiler invazyon (LVI),
perinéral invazyon (PNI), lenf nodu metastazi
gibi patolojik parametreler, preoperatif alfa-
fetoprotein (AFP), karbonhidrat antijeni 125
(CA 125), karsinoembriyonik antijen (CEA) ve
beta-human koryonik gonadotropin (B-HCG)
timor belirtegleri ile uygulanan tedaviler
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acgisindan degerlendirilmistir. Hastalarin
performans durumunu  degerlendirmede

Eastern Cooperative Oncology Group Scale
(ECOG) performans skalasi kullanilmustir.
Hastalarin yasam durumlar1 hem hasta
dosyalarindan hem de Tiirkiye Cumhuriyeti
Merkezi Niifus Idare Sistemi kayitlarindan
kontrol edilerek tespit dildi. Hastalarin tani
anindan 6lim veya son kontrol tarihine gecen
stire genel sagkalim (OS) olarak tanimlanmigtir

Bulgular

Toplam 298 over kanserli hastalarin 15’inde
(5%) evre I GHT tanis1 mevcuttu. Hastalarin
klinikopatolojik ~ ozellikleri  tablo  1'de
Ozetlenmistir. Hastalarin medyan yas1 52 (24-
71) idi. FIGO evreleme sistemine gore 9 hasta
evre IA hastalik varken 6 hastada evre IC GHT
bulunmaktaydi. En sik bagvuru sikéyeti
anormal uterin kanama (53.3%) iken ikinci
siklikta yer alan sikayet karin agristydi
(26.7%). Hastalarin 46.7% (n=7) sinde en az
bir komorbidite oykiisii vardi ve komorbid
hastalik olarak en sik diyabetes mellitus ve
esansiyel  hipertansiyon  saptandi.  Tani
doneminde hastalarin ¢cogunda (93.3%) ECOG
performans skoru 0-1 idi. Primer tiimériin en
sik (73.3%) yerlesim yeri sol over idi. Higbir
hastamizda bilateral over tutulumu yoktu.
Biitiin hastalarda tedavi 6ncesi AFP ve b-HCG
diizeyleri normal sinirlardayken 40%’inda
(n=6) CA 125 ve 13.3%’iinde ise CEA diizeyi
yiiksek bulundu. CA 125 ve CEA i¢in medyan
degerler sirasiyla 18 (0.8-118.2) ve 1.6 (0.5-
11) idi.

Cerrahi prosediir olarak 10 hastaya
total abdominal histerektomi-bilateral
salpingooferektomi-bilateral pelvik-paraaortik
lenf nodu diseksiyonu-omentektomi, 2 hastaya
sadece total abdominal histerektomi-bilateral
salpingooferektomi, 3 hastaya ise fertilite
koruyucu cerrahi uygulanmisti.

Histopatolojik  degerlendirmede, 6
hastada kapsiil riiptiirii mevcuttu. Ug hastada
PNI, 2 hastada ise LVI saptandi. Mitoz sayisi
hastalarin ¢gogunda (73.3%) 10 biiyiik biiyiitme
alanmda (BBA) 0-2 olarak raporlandi.
Endometrium histopatolojik degerlendirilmesi
sonucunda ise en sik basit atipisiz hiperplazi
(n=6) saptanirken higbir hastada es zamanl
endometrium kanseri saptanmadi.
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Tablo 1. Hastalarin klinikopatolojik 6zellikleri
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Klinik Ozellikler Hasta Sayisi
(%)

Yas

Medyan (y1l) 52

Min - Max 24-71

FIGO evrelemesi

1A 9 (60)

IB -

IC 6 (40)

Semptom

Anormal uterin kanama 8 (53.3)

Karin agris1 4 (26.7)

Ele gelen kitle 1(6.7)

Asemptomatik 1(13.3)

Komorbidite

0 8 (53.3)

1 6 (40)

>2 1(6.7)

Lokalizasyon

Sol 11 (73.3)

Sag 4 (26.7)

Timor ¢ap1 (cm)

>10 6 (40)

<10 9 (60)

Endometrial patoloji

Basit atipisiz hiperplazi 6 (40)

Basit atipili hiperplazi 2 (13.3)

Leomyom 3 (20)

Metaplazi 1(6.7)

Normal 3 (20)

Mitoz (10 BBA)

0-2 11 (73.3)

3-6 3 (20)

7-8 1(6.7)

Perinéral Invazyon 3 (20)

Lenfovaskiiler Invazyon 2 (13.3)

Cerrahi tedavi

TAH+BSO+PPLND+OM. 10 (66.7)

TAH+BSO 2(13.3)

Fertilite koruyu cerrahi 3 (20)

TAH+BSO+PPLND+OM:total abdominal histerektomi+ bilateral salpingooferektomi+bilateral pelvik-paraaortik

lenf nodu diseksiyonu+omentektomi

Yedi hastaya adjuvan tedavi olarak 3
kiir bleomisin-etoposid-sisplatin (BEP)
kemoterapi rejimi verildi. Adjuvan kemoterapi
uygulanan 6 hastada evre IC GHT tanisi
mevcutken 1 hastada ise evre 1A GHT
olmasina ragmen hastanin geng omasi (<40
yas), timor boyutunun biiyiikk (16 cm) olmast
ve mitoz sayisinin goreceli olarak fazla (7-8/10
BBA) olmasi nedeniyle adjuvan kemoterapi
uygulanmstir.

Medyan takip stiresi 77.9 ay (4.1-108.5
ay) ve medyan OS 77.9 ay (95% CI, 39.6-

116.3) idi. Takiplerde hicbir hastada niiks
meydana gelismedi ve ¢alismanin analizi
yapildigi sirada hastalarin hepsi hayatta idi.

Tartisma

Over graniiloza hiicreli tiimorleri, overyal
epitel timor gruplarina goére daha nadir
goriilmekle birlikte bu tiimorlerin prognozu
iyidir. Prepubertal ve perimenepozal dénemde
olmak iizere iki yas grubunda pik
gosterebilmesine ragmen siklikla 5. dekatta
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gorlilmektedir (7,8). Calismamizda medyan
yas 52 olup oOnceki caligmalara paralellik
gostermistir. Hastalarimizin higbiri prepubertal
donemde degildi, ancak bu erigkin Tibbi
Onkoloji klinigi olmamizla da iliskili olabilir.
Graniiloza hiicreli tiimérlii hastalarin
en sik basvuru sikayeti anormal uterin kanama
olarak raporlanmistir (4,9). Vakalarin 10%’u
ise akut batin gibi onemli bir semptom ile
kargimiza ¢ikabilmektedir (2). Caligmamizda
en sik bagvuru semptomlart benzer sekilde
anormal uterin kanama (53.3%) ve karin
agristydi  (26.7%). Karin agris1 daha ¢ok
milphem bir karin agris1 seklinde olup
hastalarimizin higbirinde akut batin tablosu
goriilmedi. Hastalarimizin  higbirinde akut
batin kliniginin olmayisi bu ¢alismada sadece
evre 1 hastalarin degerlendirilmesiyle ve yine
hasta sayisinin azhig ile iliskilendirilebilir.
GHT’li tiimorler estradiol benzeri hormonlar
salgilamasi nedeniyle uterusta basit
hiperplaziden karsinomaya kadar degisebilen
genis bir histopatolojik yelpazeye sahip
olabilir. Yapilan c¢alismalarda, hastalarin
yaklasik yarisinda endometrial hiperlazi ve ¢ok
azinda  (5-13%)  endometrium  kanseri
saptanmigtir (10,11). Calismamizda
endometrial hiperplazi oran1 53.3% olarak
saptanmig olup Onceki c¢alisma sonuglariyla
benzerdir. Ancak, olgularimizin higbirinde es
zamanli endometrium kanseri saptanmamustir.
Granuloza hiicreli tiimorlerin
tedavisinde cerrahinin rolil ¢ok iyi bilinmesine
ragmen diger tedavi modalitelerin rolii cok net
degildir (12). Adjuvan ve rekkiirens hastalik
durumunda kullanilan tedavi rejimleri ile ilgili
veriler genellikle retrospektif caligmalardan
elde edilmistir. Yapilan prospektif calismalar
ise genellikle sinirli hasta populasyonu ve kisa
takip stirelerine sahiptir (13). Evre I1I-IV
hastaliklarda cerrahi sonrasi adjuvan tedavi
Onerilmesine karsilik erken evrelerde bu
konuda belirsizlikler mevcuttur. Yiiksek risk
grubundaki evre 1 hastaliklarda adjuvan tedavi
onerilmesine karsilik bu yiiksek risk grubunu
olusturan risk faktorleri net degildir. Yapilan
gesitli caligmalarda timor boyutunun 13
cm’den biiyiik olmasi, yliksek mitoz orani, yas
ve timor riiptirl relaps ic¢in prognostik
faktorler olarak belirlenmistir (14). Fujimoto
ve arkadaglar tarafindan yapilan caligmada
mitoz orani disinda P53 durumu, evre,
lenfovaskuler invazyon ve histolojik paternini
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degerlendirilmis ve  mitoz orani ile
lenfovaskuler invazyonun bagimsiz prognostik
degerler oldugu saptanmig (14). Erken evre
yiiksek riskli hastalarda standart olarak platin
iceren adjuvan kemoterapi rejimleri (BEP gibi)
onerilmektedir (15). Caligmamizda, daha once
belirttigimiz iizere evre IC tamili (kapsiil
rliptiirii olan) 6 hasta ve yiiksek risk grubunda
oldugu disiiniilen evre 1A tanisi olan 1 hastaya
adjuvan 3 kiir BEP kemoterapi rejimi verildi
ve medyan 76 aylik takip siiresince higbir
hastada niiks izlenmedi. Over germ hiicreli
timorlerinde siklikla tercih edilen BEP
kemoterapi rejiminin ciddi pulmoner toksisite
riskinin olmas1 ve GHT’li hastalarda, 6zellikle
erken hastaligi olanlarda uzun siireli takip
sonrast olast sekonder malignite riski
nedeniyle uygun risk faktorlerin belirlenerek
riskli hasta grubuna daha az toksik tedavi
rejimlerinin ~ ve hormonal tedavilerin
etkinliginin ve toksisitesinin arastirilacagi
biiyliik randomize ¢ok merkezli calismalara
ihtiya¢ vardir.

Daha oOnce yapilan c¢alismalarda
iizerinde fikir birligine varilan en Onemli
prognostik faktor ‘evre’ dir (4). Evre I GHT
tim hastalarin yaklasik 60-90% 1n1
olugturmakta olup bu grupta 5 yillik genel
sagkalim  oranlari 90-95% civarinda
bulunmustur (16,17). Daha ileri evrelerde, evre
II ve HI/IV igin 5 yillik sagkalim oranlari
sirastyla  55-75%  ve  22-50%  olarak
raporlanmistir (18,19). Evre I GHT’li hastalar
ayn1 zamanda ge¢ rekkiirens egilimi olduklart
icin uzun siireli takip gerektiren tiimorlerdir.
Yapilan bir ¢alismada 37 yil sonra niiks eden
bir olgu sunulmustur (20). Yaklagik 6 yillik
takip sonrast olgularimizin higbirinde niiks
goriilmedi ve bizim calismamizda 6 yillik
sagkalim oran1 100% olarak hesaplandi.
Ancak, hasta sayimizin az olmasi ve nispeten
daha kisa medyan takip siiremizin olmasi bu
sonuglart  degerlendirirken g6z  Oniinde
bulundurulmasi gereken en 6nemli faktorlerdir.

Over Granuloza Hiicreli Tiimorleri
tedaviden 10 y1l sonrasinda bile niiks gelisme
egilimine sahiptir (10,20). Bu nedenle hikaye,
fizik muayene ve tiimdr belirtecleri ile uzun
siireli takip gerekebilir. Inhibin over follikiil
granuloza hiicreleri tarafindan {iretilen bir
polipeptid hormondur. Fakat postmenepozal
kadinlarda seviyesi diigliktiir. Lappohn ve
arkadaslari tarafindan yapilan g¢alismada
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inhibin seviyesinde yiikselme ile niiks arasinda
korelasyon oldugu saptandi (21). Yapilan diger
calismalarda GHT'li hastalarda takip igin
kullanigli bir belirteg oldugu dogrulandi.
Ancak bu caligmalar genellikle az hasta sayili
ve retrospektif ¢aligmalardir. Bu nedenle genis
hasta sayilt prospektif ¢aligmalara ihtiyag
vardir.

Sonugc:

GHT olduk¢a nadir goriliir. Eriskin yas
grubunda daha c¢ok 50’li yaglarda goriliir.
Erken evre hastalarda siklikla uterin kanama
ile bagvurur. Evre I olmasina ragmen secilmis
hasta grubunda, yani evre Ic ya da yiiksek risk
grubunda degerlendirilen evre Ila ve Ib
hastalarda adjuvan kemoterapi uygulanabilir.
Ancak bu konuda c¢ok hasta sayisi igeren
prospektif randomize ¢aligmalara ihtiyag
vardir.
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The effect of surgery and radiotherapy on oncological outcomes in high-risk
prostate cancer

Yiiksek riskli prostat kanserinde cerrahi ve radyoterapinin onkolojik
sonuclara etKisi

Taha Numan Yikilmaz, Erdem Oztiirk, ismail Selvi, Halil Basar
Dr. Abdurrahman Yurtaslan Onkoloji Egitim ve Arastirma Hastanesi Ankara, Uroloji Departmani

Dergiye Ulasma Tarihi: 22.07.2017 Dergiye Kabul Tarihi: 06.03.2017 Doi: 10.5505/a0t.2017.52714

OZET
GIRIS ve AMAC: Yiiksek riskli prostat kanseri hastalarinda en iyi tedavi yaklasiminin ne oldugu, halen
tartismaya acik bir konudur. Onerilen tedavi yaklasimlari; cerrahi (radikal retropubik prostatektomi) veya
radyoterapi (RT) + androjen deprivasyon tedavisi (ADT) dir. Calismamizda yiiksek riskli prostat kanserinde
cerrahi ve radyoterapinin onkolojik sonuglarini karsilastirdik.

YONTEM ve GERECLER: Ocak 2008-Haziran 2015 arasinda klinigimizde yiiksek riskli prostat kanseri
tanisiyla tedavi edilen 50 hasta retrospektif olarak incelendi. A¢ik radikal retropubik prostatektomi (RRP) yapilan
20 hasta cerrahi grubuna, RT+ADT tedavisi verilen 30 hasta radyoterapi grubuna dahil edildi. Gruplar tedavi
sonrasi takipte, biyokimyasal niiks (BKN), biyokimyasal niikssiiz sag kalim (BFSK), kanser spesifik sag kalim
(KSK) ve genel sag kalim (GSK) agisindan incelendi.

BULGULAR: Hastalarin ortalama yas1 65.9 (51- 83 araliginda), ortalama baslangig PSA seviyeleri 24.2 (1- 94.9
araliginda) ve ortalama takip siiresi 50.24 ay (6- 104 araliginda) olarak hesaplandi. Takip siiresi cerrahi grupta
55.7 ay, RT grubunda 46.6 ay idi. Hasta yasi, baslangic PSA degeri ve klinik evre RT grubunda daha yiiksek
saptandi1 ancak anlamli bir istatistiksel fark bulunmadi. Cerrahi grupta biyopsi ve prostatektomi patolojilerine gore;
4 (% 20) hastada upgrading, 10 (% 50) hastada downstaging gézlendi. Gleason patern 5 gozlenen 4 (% 20) hastanin
hepsinde BKN saptandi. Radyoterapi grubunda ise hi¢bir hastanin biyopsisinde patern 5 saptanmadi.

TARTISMA ve SONUC: Literatiirdeki pek ¢ok calismaya benzer sekilde, bizim ¢alismamizda da yiiksek riskli
prostat kanserinde RT+ADT uygulanan hastalarin RRP uygulananlara gore, daha iyi onkolojik sonuglar i¢erdigini
saptadik.

Anahtar Kelimeler: prostat kanseri, yiiksek risk, radyoterapi, radikal prostatektomi

ABSTRACT
INTRODUCTION: The best treatment approach is still a matter of debate in high-risk prostate cancer patients.
Recommended treatment approaches are surgery (radical retropubic prostatectomy) or radiotherapy (RT) +
androgen deprivation therapy (ADT). In our study, we compared the oncological outcomes of surgery and
radiotherapy in high-risk prostate cancer.

METHODS: Fifty patients who were treated with high-risk prostate cancer in our clinic were retrospectively
studied between January 2008 and June 2015. Twenty patients with open radical retropubic prostatectomy (RRP)
were included in the surgical group and 30 patients with RT + ADT therapy were included in the radiotherapy
group. Groups were evaluated in terms of biochemical recurrence (BCN), biochemical recurrence-free survival
(BFSR), cancer-specific survival (CFS), and overall survival (GFS).

RESULTS: Mean age of the patients was calculated 65.9 (range 51-83), mean baseline PSA levels were 24.2
(range 1-94.9), and mean follow-up was 50.24 months (range 6-84). The follow-up period was 55.7 months in the
surgical group and 46.6 months in the RT group. Patient age, initial PSA level and clinical stage were found higher
in RT group but no significant statistical difference was found. According to biopsy and prostatectomy pathologies
in the surgical group; 4 (20%) patients were upgrading and 10 (50%) patients were downstaging. Four patients
(20%) which observed Gleason pattern 5 was detected biochemical recurrence. No pattern 5 was detected in the
biopsy of any patient in the radiotherapy group.
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DISCUSSION AND CONCLUSION: Similar to many studies in the literature, we found that patients treated
with RT + ADT in high risk prostate cancer had beter oncologic outcomes than those with RRP.

Keywords: prostate cancer, high risk, radiotherapy, radical prostatectomy

Giris:

Prostat kanseri erkeklerde tiim kanser tiirleri
igerisinde, cilt kanserinden sonra ikinci siklikta
gorillen malign neoplazidir. 2013 yilinda
Amerikal erkeklerde 238.590 kiside goriildiigii
tahmin edilmektedir(1). Erkeklerdeki tim
kanserlerin %28’ini olusturmaktadir. Prostat
spesifik antijen (PSA) testinin yaygin kullanimi
ile prostat kanseri yakalanma oranlar1 %90’lara
ulagmaktayken olgularin %401 yiiksek riskli
prostat kanseri tanisi almaktadir (2). Prostat
kanseri disiik, orta ve yliksek olmak {izere ii¢
risk grubuna siniflandirilir. Tan1 anindaki PSA
degeri > 20 ng/ml veya biyopsi Gleason skoru >
8 veya klinik T evresi>3a ise yiiksek riskli
prostat kanseri olarak siniflandirilmaktadir(3).

Lokalize prostat kanserinin tedavisinde
kesin bir ortak goriis olmamasina ragmen
cerrahinin diger tedavi seceneklerine iistiinliigii
gosterilmistir’. Giiniimiizde radikal retropubik
prostatektomi(RRP) erken evre, diisiik riskli
olgularda ilk tedavi secenegi olarak karsimiza
cikmaktadir. Fakat yiksek riskli olgularda
suboptimal PSA kontrolii ve sag kalim oranlari
elde edilebilmektedir. Bu grup hastalarda, cogu
merkezde iki tedavi yaklagimindan biri
secilmektedir: cerrahi (RRP) veya radyoterapi
(RT) + androjen deprivasyon tedavisi (ADT)
(4,5).

Cerrahi tedavi uygulanan hastalarda
ekstrakapsiiler yayilim (EKY), seminal vezikiil
invazyonu (SVI), cerrahi sinir pozitifligi (CS+)
ve lenf nodu tutulumu (N+)gibi patolojik
sonuglara rastlanabilmektedir(6,7). Bu da
cerrahi sonras1t RT gibi ek tedavilere ihtiyac
duyulmasina yol agmaktadir. Radyoterapi
verilen yiiksek riskli olgularda ise RT ve ADT
kombine tedavisi verilmekte ve bu tedavi 2-3 y1l
kadar siirebilmektedir  (3,8,9).  Ozellikle
Gleason skorunun fazla oldugu yiiksek riskli
olgularda hastalik progresyonu ve Kkanser
spesifik mortalite oranlar1 artmaktadir (10,11).
Giincel olarak 2014’ te International Society of
Urological Pathology (ISUP) yeni bir Gleason
derecelendirme sistemini kabul etmistir. Buna

gore yiksek riskli hastalar kendi arasinda
Gleason skor 8 ve Gleason skor 9-10 olmak
iizere iki kategoriye ayrilmistir. Gleason skor 9-
10 daha kotii prognoz ile iliskilendirilmistir
(12,13). Bu da bize gostermektedir ki yiiksek
riskli prostat kanserinde en iyi tedavi
yaklasiminin ne oldugu, halen tartismaya agik
bir konudur.

Literatiirde pek ¢ok ¢alismada bu iki
tedavi  segeneginin  onkolojik  sonuglari
karsilastirilmustir. Fakat prospektif, randomize
kontrollii  biiylik hasta serilerini igeren
calismalar halen yoktur. Bu nedenle tedavi
modalitelerinin  belirlenmesinde  retropektif
caligmalar esas alinmaktadir. Biz de
calismamizda Tiirk popiilasyonunda yiiksek
riskli prostat kanserinin tedavisinde agik radikal
retropubik prostatektomi ile RT+ADT tedavi
yaklagimlarinin onkolojik sonuclarini
karsilagtirmay1 amagladik.

Gerec¢ ve Yontemler:

Klinigimizde Ocak 2008-Haziran 2015 arasinda
yiiksek riskli prostat kanseri nedeniyle tedavi
edilen50 hasta caligmaya alindi. Olgularin 20
tanesine agik RRP, 30 tanesine ise RT+ADT
kombinasyon tedavisi verildi. Tani aninda
metastatik hastalik tanisi olan, 1 yildan az takibi
olan, neoadjuvanRT veya ADT alan veya hasta
verileri yetersiz olan olgular ¢alisma disi
birakildi. Retrospektif olarak hastalarin verileri
incelendi. Radyoterapi verilen olgularin
tamamina eszamanli ADT baslandi.
Radyoterapi oncesi 2 ay, RT ile eszamanli 2 ay
ve RT sonrast 3 yila varan ADT (goserelin
asetat) verildi. Radyoterapi verilen olgularda ise
iki yontem kullanildi. Birinci yontemde 3
boyutlu konformal RT (3D konformal RT)
tekniginde pelvik lenf nodlarina 1.8 Gy giinliik
fraksiyon dozunda 45-50 Gy RT, prostat ve
seminal vezikiillere 67 Gy (65.0-68.0 Gy)
dozunda, toplam verilen doz <72 Gy olacak
sekilde uygulandi. ikinci yontem olan Intensity-
modulated radiotherapy (IMRT) tekniginde ise
prostat ve pelvik lenfatik bolgeyi de igerecek
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sekilde 35-37 fraksiyonda toplam doz 72-
81(=72) Gy olacak sekilde uygulandi. Bu
yontem ile Ozellikle prostatin konkav sekilli
hedef  hacimlerinde, doz  yogunluklar
ayarlanarak daha fazla etkinlik saglanirken,
cevre organlarda daha az yan etki olugmaktadir.
Her iki yontemde de bolinmiis fraksiyonlar
halinde 15 giinlikk tedavi uygulandi. Tedaviyi
takip eden donemde PSA seviyesinin nadir
degerin 2 ng/mL istiine ¢ikmasi niiks olarak
degerlendirildi.

Cerrahi grubundaki olgularin tiimiine
acik radikal retropubik prostatektomi ve
bilateral genisletilmis lenf nodu diseksiyonu
uygulandi. Cerrahiler prostat biyopsilerinden en
az 6 hafta sonra uygulandi. Cerrahi 6ncesi RT
veya ADT alan olgular ¢alisma dis birakildi.
Postoperatif donemde PSA degeri 0,2 ng/mL
istiine ¢ikan olgularda biyokimyasal niiks
(BKN) varligi kabul edildi. Tim patoloji
spesmenleri iiropatolog tarafindan
degerlendirildi.

Primer tedavilerinin ardindan olgular
ilk 2 yil 3 ayda bir, sonra 6 ayda bir PSA ile
takip edildi. Olgularin hastaliksiz sagkalim ve
biyokimyasal niiksleri (BKN) degerlendirilerek
gruplar karsilastirildi.

Calisma retrospektif olarak dizayn
edilmis olup cerrahi 6ncesi aydinlatilmig onay
formu alinmig ancak etik komite onay1
almmanustir. Istatistiksel analizler SPSS 21,0
versiyonu (SPSS inc. Chicago, IL, USA)
kullanilarak gruplar aras1 Pearson ki-kare testi
ile yapildi. p degeri 0,05 ‘in altindaki deger
anlamli kabul edildi.

Orijinal Arastirma

Bulgular:

Klinigimizde Ocak 2008 ile Haziran 2015
arasinda prostat kanseri nedeniyle cerrahi veya
RT+ADT tedavisi verilen olgularin verileri
retrospektif olarak taranarak yiiksek riskli
prostat kanseri tanisi konulan 50 olgu ¢alismaya
alindi. Olgularin demografik 6zellikleri, Klinik
ve patolojik  bulgular1  gruplandirilarak
karsilagtirildi. Olgular cerrahi ve RT grubu
seklinde 2 gruba aynldi. Tim olgularin
ortalama yas1 65.9 (51-83 araliginda), ortalama
baglangic PSA seviyeleri 24.2 (1- 94.9
araliginda) ve ortalama takip stiresi 50.24 ay (6-
104 araliginda) seklinde bulundu. Takip siiresi
cerrahi grupta 55.7 ay, RT grubunda 46.6 ay idi.
Hasta yasi, baslangic PSA degeri ve klinik evre

19

RT grubunda daha yiiksek saptandi ancak
anlaml bir istatistiki fark bulunmadi.

Cerrahi grubun biyopsi ve
prostatektomi patolojileri karsilagtirildiginda, 4
(% 20) hastada upgrading, 10 (% 50) hastada ise
downstaging gozlendi. 4 (% 20) hastada hem
biyopsi hem de prostatektomi patolojilerinde
Gleason patern 5 gozlendi ve bu hastalarin
hepsinde BKN saptandi. Bir hastada ise biyopsi
sonucu Gleason 3+5 iken prostatektomi sonucu
Gleason 3+4 olarak saptandi. Downstaging
olarak degerlendirilen bu hastada BKN
gozlenmedi. Radyoterapi grubunda ise higbir
hastanin biyopsisinde patern 5 saptanmadi.
(Tablo 1)

Cerrahi grupta 12 Kkor biyopside
ortalama pozitif kor sayist1 5.89iken, BKN
gozlenmeyenlerde 3.75, BKN gozlenenlerde
7.440larak saptandi. Radyoterapi grubunda ise,
12 kor biyopside ortalama pozitif kor sayis1 5.91
iken BKN gozlenmeyenlerde 4.23, BKN
gozlenenlerde 6.01bulundu. (Tablo 1)

Radyoterapi grubunda 30 hastanin 9 (%
30)’ una <72 Gy dozda 3D konformal RT, 21
(% 70) hastaya ise >72 Gy dozda IMRT
uygulandi. Bu grupta BKN gozlenen 3 (% 10)
hastanin ikisine 3D konformal RT, birine ise
IMRT uygulandi.

Hormon tedavisi RT grubundaki tiim
hastalara uygulanirken, cerrahi grupta patolojik
N+ saptanan 2 (% 10) hastaya adjuvan olarak
uygulandi. Cerrahi sonrasinda cerrahi smir
invazyonu olan (CSI+), ekstrakapsiiler yayilimm
olan (EKY) ve seminal vezikiil invazyonu (SVI)
saptanan toplamda 6 (% 30) hastaya cerrahiyi
takiben ilk 6 ay igerisinde adjuvan RT
planlandi. Ortalama 24.6 aylik takipte, bu
hastalarin ikisinde adjuvan RT sonrasinda BKN
gozlenmezken, diger 4 hastada ise postoperatif
morbidite diizelip RT baglanana kadar gecen 3
ay icerisinde BKN saptandi. Cerrahi sonrasi
CS+, EKY ve SVIigermeyen 14 (% 50)hastanin
ortalama 27.4 aylik takibinde 7 (% 35) hastada
BKN gozlendi ve salvaj RT uygulandi.
Hastaliksiz sagkalim analizinde cerrahi grupta
18.1 ay (10 — 31 ay), RT grubunda ise 45.1 ay
(6 — 104) sagkalim goriildii. Istatistiksel olarak
anlaml1 goriilen bu sonug ile RT alan olgularin
BKN gelisme siiresi daha ge¢ olarak tespit
edildi. Cerrahi grupta hastaliksiz sag kalim
stresi 18.1 ay (10-31 arahiginda) iken;
radyoterapi grubunda 45.1 ay (6-104 araliginda)
olarak hesaplandi. (Tablo 1)
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Tablo 1: Olgularin gruplar halinde karakteristik 6zellikleri

Hasta sayis1 (n)

Yas ortalamast (y1l)

Ortalama PSA degeri (ng/mL)
PSA<10 hasta sayisi (n)

PSA 10-20 (n)

PSA>20 (n)

Preop klinik evre > T3 (n)

Biyopsi Gleason skoru (ortalama)

Biyopside ortalama pozitif kor sayisi (tim

hastalar)

Biyopside ortalama pozitif kor sayis1 (BKN

gdzlenmeyenler)

Biyopside ortalama pozitif kor sayist (BKN

gdzlenenler )

Biyopsi Gleason Skor 8 (n)
Biyopsi Gleason Skor 9-10 (n)
Biyopsi Gleasonpatern 5 (n)
Cerrahi Gleason skoru

Cerrahi Gleason Skor 8 (n)
Cerrahi Gleason Skor 9-10 (n)
Cerrahi Gleason patern 5 (n)
Cerrahi sinir pozitifligi (n)
Ekstrakapsiiler invazyon (n)
Seminal vezikiil invazyonu (n)
Lenf nodu tutulumu (n)

3D konformal RT (n)

IMRT (n)

Ortalama takip siiresi (ay)
Biyokimyasal niiks orani

Hastaliksiz sagkalim (ay)
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Cerrahi
20
61.55

16.58

7
7.75
5.89/12

3.75/12

7.44/12

11

55.7
% 55 (n:11)
18.1 (10-31)

20

Radyoterapi
30

68.8

29.28

6

3

21

8

7.56
5.91/12

4.23/12

6.01/12

9

21

46.6

% 10 (n:3)
45.1 (6-104)
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Tartisma:

Cerrahi, RT ve brakiterapi (BT) giiniimiizde
ozellikle diistik riskli prostat kanserinde kabul
edilen tedavi segenekleridir ve bu tedavilerde
yasam kalitesi ve toplam sag kalim agisindan
birbirlerine yakin sonuglar elde edilmektedir.
Ancak yiiksek riskli lokalize prostat kanserinde
durum farklidir ve standart tedavi yaklagimi
halen net degildir. Yiiksek riskli prostat
kanserinde daha kotii hastalik kontrolii ve sag
kalim sonuglar1 bildirilmektedir. Bu grupta
RRP uygulanan hastalarda ¢cogu kez SVI, EKY,
CS+ nedeniyle adjuvan RT verilmesi
gerekmektedir. Cesitli caligmalar  postop
donemde erken uygulanan adjuvan RT’ nin
daha iyi PSA kontroli ve KSK sagladigini
bildirmektedir(14,15). Hatta erken uygulanan
salvajRT’nin bile daha iyi onkolojik sonuglar
icerdigi vurgulanmaktadir(16). Cerrahi sonrasi
LN tutulumu saptanan hastalarda ise
subklinikmetastatik  hastalik progresyonunu
onleyecegi icin adjuvan ADT Onerilmektedir.
Southwest ~ Oncology  Group  (SWOG)
caligmasinda RRP sonrasi ilk 4 ay igerisinde
baglanan RT’ nin, BKN olunca baslanan salvaj
RT’ye gore daha iyi hastalik kontrolii sagladigi
belirtilmektedir(14).

Watkins ve ark. yiiksek riskli prostat
kanseri tedavisinde 5 yillik BKN oranin1 RT
+ADT alanlarda % 25.2, RRP uygulananlarda
% 79.4 olarak buldu. Aradaki bu ciddi farklilik,
RRP uygulanan hastalarin kiigiik bir yilizdesine
adjuvan RT verilmesine baglandi(17). Bu
oranlar Baker ve ark.” nin c¢alismasinda ise
sirastyla % 7.2 ve % 42.3 bulundu(5). Ancak
Watkins ve ark. BKN gelismesi lizerine salvaj
RT verilen hastalar1 biyokimyasal basarisizlik
olarak belirtirken, Baker ve ark. bu hastalar
basarisizlik olarak degerlendirmedi, salvaj RT
tamamlandiktan sonra PSA relapsi
gozlediklerini biyokimyasal basarisizlik olarak
smiflandirdi. Baker ve ark. yiiksek riskli
hastalara RT+ADT verilmesinin

PSA niikslinii azaltmanin yan1 sira, bu
hastalar1 RRP ve postop RT’ nin getirecegi yan
etkilerden koruyacagini da savunmaktadir.
Benzer calismalarda 5 yillik BKN ve uzak
metastaz goriilme oranlart RT+ADT grubunda
cerrahi uygulananlara goére daha disiik
saptandi1(5). Bizim c¢alismamizda ise cerrahi
grupta 11 hastada (% 55), RT grubunda ise 3
hastada (% 10) BKN goériildii. Olgularin
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hastaliksiz sagkalimlar1 cerrahi grupta 18.1 ay
(10— 31 ay), RT grubunda ise 45.1 ay (6 — 104)
olarak sonuclanarak RT alan olgularin BKN
gelisme siiresi daha geg olarak hesaplandi.
Verilecek RT dozunu belirlemek i¢in
pek cok ¢alisma yapilmistir. Aizer ve ark. RRP
ile IMRT (372 Gy)tADT seceneklerini
karsilastirdiklar1 556 hastalik c¢alismalarinda,
yiiksek riskli grupta RRP’ de % 38.4” e karsilik
IMRT+ADT’ de % 62.2 orani ile daha yiiksek
biyokimyasal niikssiiz sag kalim (BFSK)
g6zlendi(18). Bu sonuglar IMRT dozunun >72
Gy olmasi yaninda, hastalara ek olarak ADT
verilmesine de baglandi. Kupelian ve ark.
verilecek RT dozunun biyokimyasal niikste
etkili oldugunu belirtti. Orta ve yiiksek risk
grubunda >72 Gy dozda uygulanan External
beam radiationtherapy (EBRT)’ nin RRP’ ye
gore daha yiiksek BFSK avantaji yarattigini;
oysaki <72 Gy dozda EBRT’ nin RRP’ ye gore
istatistiksel olarak daha diisiik BFSK yarattigini
gosterdi(19).  Bizim  ¢alismamizda  da
literatiirdeki yayinlara benzer sekilde, RT+ADT
grubunda <72 Gy dozda 3D konformal RT
uygulanan 9 hastanin ikisinde (% 22) BKN
gozlenirken, >72 Gy dozda IMRT uygulanan 21
hastanin sadece birinde (% 4) BKN goézlendi.
Bu durum uygulanan RT dozunun etkinliginin
arttikga, hastalik kontrolii ve BKN’ i 6nlemede
basarili olundugunu géstermektedir.
International Society of
UrologicalPathology’ nin 2014’te yeniledigi
Gleason skor tanimlamasina gore Gleason skor
9-10, Gleason skor 8’den ayrildi ve daha yiiksek
riskli sinif olarak tanimlandi. Kishan ve ark.’
nin bu yeni tanimlamaya gore sadece Gleason
skor 9-10’u iceren 487 hastalik retrospektif
calismasinda, hastalar EBRT, doz artirilmis
radyoterapi (EBRT+BT) ve RRP kollarina
ayrildi. Radyoterapi verilen her iki kolda da
toplamda hastalarin % 94’ {ine ek olarak
ortalama 24 ay kolda ise ADT sadece lenf nodu
tutulumu (N+) saptanan hastalara uygulandi.
Bizim c¢alismamizda da benzer sekilde ADT
kullanim1 oldugu goriilmektedir. Sag kalim
stireleri her ii¢ kolda da ayni iken, EBRT+BT’
nin daha iyi sistemik kontrol (metastazsiz sag
kalim) saglandigi gdzlendi. Sonug olarak
Gleason 9-10° u igeren mikrometastaz agisindan
yiiksek riskli grupta, optimal lokal kontrol i¢in
doz artirtlmig RT’ nin (EBRT+BT) kullanimin1
ve sistemik kontrol i¢in ADT’nin kullanimini
kapsayan EBRT+BT+ADT tedavisinin en iyi
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hastalik kontroliinii saglayacagi gosterildi (20).
Bizim calismamizda ise ISUP’ un bu yeni
derecelendirme sistemi dikkate alindiginda,
biyopsi sonucuna goére Gleason skor 8 olan
hastalarm % 57.8° ine RRP, % 42.2° sine
RT+ADT uygulanirken; bu oran Gleason skor
9-10 olanlarda sirasiyla % 30 ve % 70 bulundu.
Bu da daha yiiksek riskli hastalarda tedavi
tercihi olarak RT’nin 6n planda oldugunu
gostermektedir. Ama bu grupta hasta yasinin
RRP’ ye gore daha yiiksek olmas1 da bir yandan
komorbid faktorler varliginda cerrahinin
getirecegi morbiditelerden kaginildigi seklinde
bir yaklasim oldugunu da gostermektedir.

European Association of Urology
(EAU), European Society for Radiotherapy &
Oncology (ESTRO), International Society of
Geriatric Oncology (SIOG) ve National
Comprehensive Cancer Network (NCCN)
kilavuzlarinda yiiksek riskli grupta RRP yapilsa
bile adjuvan RT veya salvaj RT’ yi igeren
multimodal yaklasim  6nerilmektedir(3,21).
Nitekim biiyiik hasta sayili son calismalarda
RRP sonrasi hastalarin % 12.4° {inde adjuvan
RT uygulandigi, kalan hastalarin ise BKN
gelisince % 80’ inde salvaj RT verildigi
bildirildi(3,21). Ancak bahsedilen g¢aligmada
multimodal yaklagima uygun olarak gruplar
aras1 esit dagilim olmadigindan RRP+
adjuvan/salvaj RT * nin EBRT+ADT grubuna
veya EBRT+BT+ADT grubuna iistiinliigiinii
degerlendirip sonuglar1 genellestirmek uygun
degildir. Gruplar arasinda  tedavinin
uygulanabilirlik orani sirastyla % 84.1, % 48.3
ve % 60.9 bulundu. Bizim calismamizda ise,
hasta sayilar1 acgisindan daha homojen bir
dagilim gergeklestigi  goriilmektedir. RRP
sonrast % 30 hastaya adjuvan RT planlanirken,
BKN gelisen tiim hastalara (grubun % 35° 1)
salvaj RT uygulandi. Kishan ve ark. RRP
hastalarinin % 55’ nin bir sekilde adjuvan/salvaj
RT aldigini saptarken, bizim hastalarda bu oran
% 65 bulundu(20).
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Sonuclar
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Early mammographic screening after breast conserving surgery and
radiotherapy: Is it necessary?

Meme koruyucu cerrahi ve radyoterapi sonrasi erken mammografik
tarama: Gerekli mi?
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OZET
GIiRiS ve AMAC: Bu ¢alismanin amaci; meme koruyucu cerrahi ve radyoterapi tedavisi sonrasinda yapilan ilk
mammografik incelemenin daha ileri radyolojik incelemeler ve rekiirren timdr tespiti lizerine etkilerini
incelemektir.
YONTEM ve GERECLER: Meme kanseri nedeniyle meme koruyucu cerrahi ve radyoterapi uygulanmis ve
ameliyat sonrasi 2 yillik siire icinde en az 1 kez bilateral mammografik gériintiileme yapilmis 278 hasta incelemeye
dahil edildi. Radyoterapinin tamamlanmasindan sonraki ilk 6 ayda mammografi yapilanlar Grup 1, 6 ay-2 yil
arasinda mammografi yapilanlar Grup 2 olarak siniflandirildi.
BULGULAR: Grup I’i olusturan 197 hastaya ilk mammografik tetkik radyoterapiden ortalama 15 hafta sonra (6-
24 hafta) yapilmisti. Mammografideki anormal/siipheli bulgular nedeniyle bu gruptaki 38 hastaya (%19.2) ilave
meme ultrasonu, 7 hastaya da (%3.5) meme manyetik rezonans goriintiileme yapilirken, 8 hastaya eksizyonel
biyopsi uygulandi ve higbirinin patolojisi malign degildi. Grup 2’deki hastalarin sadece 15’ine (%10.4) ilave
ultrason ve sadece 2’sine manyetik rezonans goriintiileme istendi. Grup 2’de sadece 1 hastaya siiphe iizerine
biyopsi yapildi ve sonucu malign olarak rapor edildi.
TARTISMA ve SONUC: Meme koruyucu cerrahiyle tedavi edilen hastalarimizin sonuglari, radyoterapinin
tamamlanmasini takip eden 6 ay i¢inde yapilan mammografilerin gereksiz ilave radyolojik tetkikler ve gereksiz
biyopsilere neden oldugunu ortaya koymaktadir.
Anahtar Kelimeler: Meme kanseri, meme koruyucu cerrahi, mammografi, takip goriintiileme

ABSTRACT
INTRODUCTION: The aim of this study is to reveal the impact of first mammographic screening timing after
Breast Conserving Surgery (BCS) and Radiotherapy (RT) on further radiological evaluations, biopsies and
recurrent tumor detection.
METHODS: Two hundred and seventy eight patients treated with BCS and RT with at least one bilateral
mammography (MG) obtained within two years of postoperative period were evaluated. Patients screened with
MG within 6 months of RT completion constituted Group-1 and the rest (6 months to 2 years) were grouped as
Group-2.
RESULTS: One hundred and ninety-seven patients in Group-1 were screened with MG in a mean time of 15
weeks (6-24 weeks) after RT has completed. Additionally, 38 patients in this group were further evaluated with
ultrasonography (19.2%) and 7 with breast Magnetic Resonance Imaging (MRI) (3.5%) due to
abnormal/suspicious findings on MG imaging and 8 of them underwent excisional biopsy proving no malignant
disease. Additional ultrasonography scans were needed in 15 patients (10.4%) and MRI (1.3%) for 2 patients in
Group-2 and one biopsy was performed, confirming a recurrent tumor.
DISCUSSION AND CONCLUSION: Our study suggests early mammography within 6 months of RT
completion may result in unnecessary additional radiological imaging and unnecessary biopsies after breast
conserving therapy.
Keywords: Breast cancer, breast conserving surgery, mammography, follow-up screening
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Introduction

Currently, breast conserving surgery (BCS) and
radiotherapy (RT) plays an important role in
breast cancer treatment. Patient satisfaction has
also been increased with the frequent use of
oncoplastic surgery (OPS). Annual local
recurrence rate of OPS is around 1% and
detrimental role of local recurrence on survival
is a well-known entity (1,2). The aim of
mammographic screening after BCS is the early
diagnosis of local recurrence and new primary
breast cancer and to guide the adjuvant
treatment. The surveillance program to this end
and the timing of the first mammography (MG)
specifically is not clear (3).

Breast radiologists prefer to have a
baseline MG in the early periods of RT.
However the issue of fact might be different for
surgeons. The advantages of BCS are both
ensuring cosmetically acceptable breast volume
and thus decreased patient  anxiety.
Unnecessary breast biopsies performed during
follow-up  might result with cosmetic
deformities and patients’ dissatisfaction.

The aim of this study is to reveal the
impact of first mammographic screening timing
after Breast Conserving Surgery (BCS) and
Radiotherapy (RT) on further radiological
evaluations, biopsies and recurrent tumor
detection.

Materials and Methods

Two hundred and seventy eight patients treated
with BCS and RT with at least one bilateral
mammography (MG) obtained within two years
of postoperative period were evaluated
retrospectively from their medical charts.
Patients diagnosed with insitu carcinoma,
bilateral breast cancer and with no preoperative
mammographic evaluation were excluded. The
tumor characteristics and stages, the timing of
first mammographic evaluation and MG
findings, the pathological diagnosis of biopsies
performed after BCS/RT and additional
radiological evaluations were recorded. The
patients screened with MG within 6 months of
RT completion constituted Group-1 and the
others with late MG were classified as Group-2.
The reason for patients having baseline
mammographies at different periods following
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RT was that they were followed by either
surgeons, medical oncologists or radiotherapists
and there was no standard algorithm for
radiological follow-up for these patients at the
time.

RT was performed in a conventional
fashion; brachytherapy was not used in any
patient. None of the patients in the study groups
were given neoadjuvant therapies.

Statistical analysis was done with SPSS
v22 (SPSS INC., IBM). Mann — Whitney U test
was used to compare non-normal continuous
data while Chi-squared test was used to
compare categorical variables. The Fisher’s
exact test was used to determine if there was a
relationship  between groups and tumor
recurrence.

Results

The median time for initiation of RT after
surgery was 3.9+0.9 months. The distribution
with respect to age, body mass index (BMI),
tumor size, lymph node involvement, grade and
receptor status were homogenous in two groups
(Table 1). One hundred and fifty seven patients
in Group-1 were screened with MG in 15 weeks
(6-24 weeks) after RT. Additionally, 34 patients
in this group were further evaluated with
ultrasonography and 6 with breast MRI
according to the abnormal findings on MG.
Eighty eight patients among 157 patients in
Group-1 had been operated with traditional
BCS techniques and 66 patients with OPS
techniques such as reduction mammoplasty and
intraglandular flaps. Six patients with alerting
findings like calcifications, nodules and
undefined postoperative changes detected in
MG and/or further radiologic evaluations
underwent excisional biopsies after stereotactic
guide wire localization. Biopsy materials of
these 6 patients showed no signs of malignant
disease. The pathology results of these patients
were fibrocystic changes (n=2), ductal
hyperplasia without atypia (n=2), fat necrosis
(n=1) and calcified fibroadipose tissue (n=1).
Four of the six patients that required biopsy had
already been operated with OPS. Postoperative
biopsy rates in our BCS and OPS patients were
6% and 2.2%, respectively. But, this difference
was not statistically significant (p=0.2). There
were no additional suspicious lesions, apart
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from the malignant, in preoperative MG’s of the
6 patients biopsied.

One hundred and twenty-one patients in
Group-2 were screened with MG in 32 weeks
(24-62 weeks) after RT. Additional 11
ultrasonographies and only 1 MRI were needed
for further evaluation after MG’s. OPS was
performed in 40 patients among 121 patients in
this group. Excisional biopsy was needed due to
a calcified breast nodule for only one patient
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Table-1. Tumor and patient characteristics
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treated with OPS in Group-2 and it was proven
to be malignant.

The patients in Group-1 had been found
to be evaluated with more additional
radiological interventions than the patients in
Group-2 (p=0.01). The general characteristics
of the patients were outlined in Table-1. There
were no differences with respect to tumor
recurrence in between the groups (p=0.1). The
rate of recurrence in a median 18 months (9-40
month) of follow-up was 0.35 %.

Group-1 (n:157) Group-2 (n:121) p value

Age 5249.8 51+£11.8 n.s
BMI 27.8+£0.73 28.2+0.77 n.s
Tumor size (median) 24 cm 2.6 cm n.s
Axilla (+) 50 (%32) 36 (929.7) n.s
Grade (%) n.s

| 21 19

I 40 37

il 39 44

Additional radiologic intervention | 40 (25.4%) 12(9.9%) 0.01
OPS 66 (42%) 40(%33) n.s
Benign biopsy 6 (%3.8) 0 (%0) N/A

OPS; Oncoplastic surgery
BMI; Body mass index
n.s: Not significant

N/A: Not applicable

Discussion and Conclusion

Mammography still keeps its importance as a
basic radiological intervention for screening
and surveillance in patients with breast cancer.
The incidence of breast cancer in screening
programs among healthy women is 2.3-4.7 per
1000 mammographies (4). Nowadays breast
cancer is diagnosed at earlier stages with the
regular use of high quality MG giving surgeons

the opportunity to perform BCS in majority of
the cases (5). Local recurrence after BCS is a
factor for decreased overall survival and early
treatment of local recurrence increases survival
(6,7). Although it has been reported that local
recurrence rate after BCS is roughly 1% per
year, the distribution of this rate is not
proportional among following years of
treatment. The risk gradually increases in the
first two years reaching the highest contingency
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at the end of second year and then declines (8).
Approximately 35% of local recurrences can be
diagnosed solely with MG (9,10). While the
incidence of local recurrence is 1.9 per 1000
mammographies performed in the first year
after surgery, this rate increases to 4.9 in the
second year (11). This rate in the second year is
higher than the incidence of malignancy
diagnosed with screening of healthy women.
There is a general consensus about annual
mammographic screening after second year of
surgery. ASCO recommends MG no later than
one year after surgery and at the earliest after 6
months of RT and then annual mammaographic
screening is recommended (12). NCCN s also
in favor of annual screening (13). The main
argument on this subject is about the intervals
of MG in the first two years and the timing of
first MG in the early period of surgery.

The common advantages of early
baseline mammographies stated in studies
promoting this idea are the diagnosis of
recurrent tumor at its smallest diameter and
early detection of new lesions that could arise in
the follow-up period (10,14). Arasu et al. stated
that the recurrent tumors diagnosed with
mammographic surveillance with 6 months
intervals are smaller in size and have low rate of
axillary involvement (15). Hassel et al. also
reported that false positive images in the
lumpectomy field and benign biopsy rates could
be decreased with frequent use of MG screening
(14). It was also claimed that the patients feel
more confident with frequent interventional
follow-up (16)

The low rates of recurrence in the first
year of surgery and the reports about the median
18-24 months for recurrence after adequate
surgery and RT make the need for early MG
disputable. Structural changes should be
expected in breast tissue during healing period
of surgery and RT. Dershaw et al. argued that
structural distortion, thickening of the skin and
increased density are all normal after RT and the
majority of calcifications and spiculated mass
lesions are related to fat tissue necrosis and
scarring (17). It was also stated that, these
changes could be persisted for about 2 years
after completion of RT (18). Baseline MG could
be helpful for differential diagnosis of new
lesions that will develop during follow-up but
Buckley et al. reported that as the effects of
surgery and RT on breast tissue would not be
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subsided, the early screening does not have any
value for differentiation of new lesions (19).

In many studies, the recurrence rates
detected with early mammographic screening
was not higher than the malignancy rates
detected with mammographic screening among
healthy women. In a series of 789 patients by
Lewis et al., it was stated that early MG
performed within 8 months of RT did not alter
the local recurrence and overall survival rates
when compared with late MG(7). In a series of
399 patients by Mc Naul et al., early MG
resulted in unnecessary biopsies and additional
evaluations. In their series, the rate of
recurrence detected with MG was 0.35% (20).
In one of the largest series with 1435 patients by
Hymas et al., MG obtained within 6 months of
RT was stated to be futile (11) and Lin et al. also
suggested that first MG should be planned after
12 months of RT(21). Also in our series, any
value of early MG by means of early detection
of recurrent or de novo tumors could not be
revealed.

At that point, other issues that should be
considered are the increased cost of additional
radiological studies, unnecessary biopsies and
their emotional and cosmetic effects on the
patient. Additional studies like ultrasonography
and MRI were needed to clarify the lesions
detected with early MG and if the suspicion
persists to exist, excisional biopsies were
performed. The principle advantage of BCS and
OPS over traditional mastectomy is the
cosmetic outcome. In studies conducted by
radiation oncologists and radiologists, the poor
cosmetic results of benign biopsies were not
taken into consideration. On the other hand, the
patients experience some degree of pain during
MG and early mammographies are more painful
(22). Additionally, it is well known that
frequent radiological evaluations after surgery
increases the patients’ anxiety (23,24). It was
also stated that the microtrauma caused by early
MG in the presence of seroma, might contribute
to cellulitis (25).

In conclusion, structural distortions
seen after surgery and RT lead to diagnostic
challenges in radiological studies performed in
early periods of these interventions. Besides, the
value of early baseline MG in detecting possible
new lesions is controversial. Therefore, early
MG screening does not provide expected
benefits and results in increased expenditure
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and unnecessary biopsies. Elapsed time after
RT, rather than after surgery should be taken
into account for the timing of initial MG
screening after BCS and the earliest MG should
be obtained after 6 months of RT. Although the
groups in our study were homogenous with
respect to tumor features, the risk of local
recurrence for each patient was not taken into
consideration. According to the recurrence
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Fractioned Stereotactic Radiosurgery in Patients with Paraganglioma

Paragangliomah Hastalarda Fraksiyone Stereotaktik Radyoterapi
Aysen Dizman, Ebru Atasever Akkas, Gokce Kaan Olcay, Emine Keven

Ankara Dr. Abdurrahman Yurtarslan Onkoloji Egitim ve Aragtirma Hastanesi, Radyasyon Onkolojisi Klinigi,

Ankara
Dergiye Ulasma Tarihi: 02.06.2016 Dergiye Kabul Tarihi: 04.11.2016 Doi: 10.5505/a0t.2017.29292

OZET
GIiRiS ve AMAC: Paraganglioma, nadir goriilen, agrisiz, yogun vaskiiler yapiya sahip timérdiir. Paraganglioma
icin tedavi segenekleri, cerrahi, konvansiyonel radyoterapi, stereotaktik radyocerrahi ya da bu modalitelerin
kombinasyonudur. Bu ¢alismanin amaci, farksiyone stereotaktik radyoterapi ile tedavi edilen paragangliomal
hastalarin tedavi sonuglarini degerlendirmektir.
YONTEM ve GERECLER: Klinigimizde tedavi edilen, fraksiyone stereotaktik radyoterapi yontemi ile tedavi
edilen dokuz hasta degerlendirildi. Iki hasta kadin, digerleri erkekdi. Uygulanan tedavi dozu median 5 fraksiyonda
25 Gy idi.
BULGULAR: Median takip 65 ay (46-71 ay) di. Hastalarin timii tedavi sonrast 6 ayda bir manyetik rezonans
goriintileme(MRI) ile degerlendirildi. Lezyonlar 3 hastada stabil iken, 1 hastada tam cevap, diger bes hastada
parsiyel cevap elde edildi. Hastalarin higbirinde akut toksisite goriilmedi. Iki hastada ise takiplerde geg toksisite
gorildi.
TARTISMA ve SONUC: Bizim deneyimlerimize gore, paraganglioma tedavisinde, CyberKnife® (Accuray
Incorporated, Sunnyvale, CA) ile fraksiyone stereotaktik radyoterapinin, basarili bir tedavi segenegi oldugu
gOrilmiistiir.
Anahtar Kelimeler: paraganglioma, stereotactic radyocerrahi, radyoterapi

ABSTRACT
INTRODUCTION: Paraganglioma are rare, indolent and highly vascular tumors. The treatment options for
paraganglioma include surgery, conventional external beam radiotherapy (EBRT), stereotactic radio-surgery
(SRS) or combination of these modalities. EBRT has been used to treat unresectable tumors and patients with
residual or recurrent lesions after surgery The aim of this study is evaluated the results of treatment in patients
with paraganglioma who were treated with fractioned stereotactic radiotherapy.
METHODS: Nine patients with paraganglioma, who were treated with fractioned stereotactic radiotherapy, were
retrospectively evaluated. Two patient was male, and others were female. The median dose to the tumor was 25
Gy in median 5 fractions.
RESULTS: Median follow-up was 65 months (range, 46-71 months). All patients were evaluated with magnetic
rezonance imaging, every 6 months. Lesions were stable in 3 patients, and it was observed complete response in
1 patient and partial response in 5 patients. We did not observe any treatment related acute toxicity in our patients.
We observed late toxicity in 2 patients.
DISCUSSION AND CONCLUSION: In conclusion, according to our experience, fractioned stereotactic
radiotherapy with CyberKnife® (Accuraylncorporated, Sunnyvale, CA) seems to be successful treatment option
in the management of paraganglioma.
Keywords: paraganglioma, stereotactic radiosurgery, radiotherapy

Giris: bagl olarak labil hipertansiyon ve tagikardi gibi

semptomlara neden olabilirler (1). Bag boyun
Paraganglioma, nadir goriilen, agrisiz ve yogun bolgesinde gortilen tiim bag boyun tiimérlerinin
vaskiiler yapiya sahip tiimordiir. Kemodektoma %0,06 sim olusturur. Genellikle 3. ve 6. dekat
ya da glomus timorii olarak da bilinir. arasinda  goriilir. Olgularin  ¢ou  benign
Kromafin hiicrelerinin bulunmasina sekonder olmakla birlikte, literatiirde %10 dan az oranda
olarak katekolaminleri salgilayabilirler ve buna malign olarak da bildirilmistir. Metastaz en
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siklikla servikal lenf nodlarinda nadiren de
akciger, karaciger, kemik, cilt gibi uzak
bolgelerde goriilebilir (2).

Bag boyun bolgesinde yerlesen
paragangliomalarin klinik belirtileri,
lokalizasyonuna bagli olarak degisebilir.
Karotid govde tlimorleri, karotid arterin
bifurkasyonuna dogru biiyliyen ve genellikle
boyunda yavas biiyiiyen pulsatil kitle olarak
ortaya ¢ikar. Bag boyun paragangliomalarinin
biiyiik bir kismin1 bu lokalizasyondaki tiimorler
olusturur. Temporal kemik paragangliomu ya da
glomus timpanikum tiimorleri genellikle orta
kulak boyunca uzanan timpanik (Jacobsen’s)
veya aurikuler (Arnold’s) sinirlerden kdken alir.
Genellikle isitme kaybi, tinnitus, denge kaybina
neden olabilir ve fizik muayenede kulak zar
arkasinda kitle olarak goriilebilir. Glomus
jugulare (GJ) timorleri ise kafa tabaninda,
jugular bulb den koken alir ve kemik
destriiksiyonu ile birlikte olabilir. Bu tiimore
sahip olan hastalarda genellikle 9. ve 12.
kraniyal sinir defisiti goriilebilir. GJ tiimorleri
ayrica timpanik kanaldan orjin alabilir ya da bu
bolgeye yayilabilirler (3).

Bag boyun paragangliomalarinin giincel
tedavi sekli, endovaskiiler embolizasyon
araciligi ile cerrahi, konvansiyonel radyoterapi,
stereotaktik radyocerrahi ya da bu modalitelerin
kombinasyonudur  (4). Cerrahide amag,
tiimoriin komplet ¢ikarilmasidir. Buna ragmen
niiks oranlar1 %3-20 arasinda degismektedir (5-
7).

Orijinal Arastirma

Fraksiyone eksternal radyoterapi daha
¢ok niiks ya da reziidii timor varliginda, bazen
de opere edilemeyen hastalarda primer tedavi
modalitesi olarak kullanilmaktadir (8). Timor
kontrol oranlar1 %74-97 arasinda degismektedir
(8-11). Definitif RT de kiir tanimi, tlimdriin
progrese olmasini engellemektir. Tiimor ¢ok
yavag regrese olabilir ancak tamamen
kaybolmayabilir (3).

Son iki dekat boyunca bu tiimérlerin
tedavisinde stereotaktik radyocerrahi (SRS) ya
da stereotaktik fraksiyone radyoterapi (SFRT)
kullanilmaya baglamistir (12). Radyocerrahi,
yiiksek derecede giivenli ve hassas bir tedavi
yontemidir. Hedef voliim ¢evresinde hizli doz
diisiisii 6zelligi nedeniyle tiimore yiiksek doz
verebilmeye izin verirken, ¢evre saglam dokuda
minimum hasar olusturmaktadir. Bu da
ozellikle paraganglioma gibi benign tiimorlerin
tedavisinde 6nem tasimaktadir (13).

31

Gerec¢ ve Yontemler:

Haziran 2009-Mayis 2012 tarihleri arasinda
klinigimizde tedavi edilen 9 hasta galigmaya
dahil edildi. Tiim hastalara radyolojik olarak
tan1 konmustu. Hastalarin 2 si kadin, digerleri
erkekdi. Ortanca yas 54 (30-62) idi. Bir hasta
daha dnce opere olmustu. Ug hastaya ise daha
once konvansiyonel RT uygulanmisti. Diger
bes hasta ise ilk kez tedavi edildi. Hastalara ait
karakteristik 6zellikler Tablo 1 de gosterilmistir
(Tablo 1).

Hastalarin  tiimiine  CyberKnife®
(Accuray Incorporated, Sunnyvale, CA) ile
fraksiyone stereotaktik RT (FSRT) uygulandi.
flk olarak tiim hastalara immobilizasyon amagl
termoplastik bas- boyun maskesi yapilarak ince
kesit (1,25 mm) bilgisayarli tomografi (BT)
cekimi yapildi. Daha sonra, aym1 pozisyonda
(ayn1 maske kullanilarak) kontrastli T1 agirlikli
manyetik rézenans goriintileme (MRI) leri
alindi. Gortintiller ~ CyberKnife®  tedavi
planlama istasyonuna aktarilarak fiizyon
yapildi. Bu goriintiiler iizerinde hedef voliim ve
cevre kritik organlar konturland.

Tedavi planlari, MultiPlan 2.1.0 tedavi
planlama sisteminde ray-tracing doz hesaplama
algoritmasi kullanilarak yapildi (Resim 1,2).
Tedavi, alt1 hastaya 3 fraksiyonda, ii¢ hastaya
ise 5 fraksiyonda ortanca 24 Gy (18-29 Gy) giin
asirt olacak sekilde uygulandi. Regete edilen
izodoz %83-92 arasinda, kapsama %92-100,
konformite  indeks  1.47-2.3  arasinda
degismekte idi (Tablo 2).

Bulgular:

Tedavi sonrasi hastalarin takibi 6 ayda bir MRI
ile yapildi. Ortanca takip siiresi 65 ay (46-71 ay)
idi. Bir hastada tam yanit, 5 hastada parsiyel
yanit elde edilirken, 3 hastada hastalik stabil
kald1. Parsiyel yanit elde edilen bir hastada 4.
yildan sonra tiimorde biiyiime saptandi ve bagka
bir merkezde opere edildi. Tedavi boyunca ve
takip eden 3 ay lik donemde higbir hastada akut
komplikasyon  gozlenmedi. Son  kontrol
muayenelerinde bir hasta disinda progresyon
saptanmadi. Lokal kontrol oranit %89 olarak
belirlendi. 2. seri RT uygulanan bir hastada
tedaviyi takiben 3.yi1lda 9. ve 12. kraniyal sinir
toksisitesine bagli yutma giicliigii ve beslenmesi
bozuklugu goriildii. Bir hastamizda ise
tedaviden sonraki 8. ayda kalic1 fasiyal paralizi
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gelisti. Tedavi parametreleri Tablo 2' de yer
almaktadir.

Orijinal Arastirma

Tablo 1: Hastalara ait klinik ve demografik 6zellikler

32

Hasta No Yas Cinsiyet Tiimor Voliimii(cm?®) Tedavi Sekli
1 58 K 14.240 11k tedavi
2 54 K 1.009 11k tedavi
3 49 K 2.524 11k tedavi
4 38 K 15.087 Post op
5 35 E 3.453 11k tedavi
6 30 K 24.583 2.Seri
7 61 K 28.535 1lk tedavi
8 62 E 12.714 2. Seri
9 62 K 56.844 2. Seri

Tablo 2: Tedavi 6zellikleri
Tedavi Fraksiyon Recete edilen
Hasta No Dozu(Gy) Sayisi iz0odoz(%) Cl
1 26 GY 3 91 1,6
2 25 GY 5 92 1,47
3 24 GY 3 87 1,6
4 18 GY 3 80 2,1
5 24 GY 3 85 1,65
6 29 GY 5 83 1,95
7 24 GY 3 93 2,3
8 24 GY 3 90 1,7
9 25 GY 5 85 2,1

Resim 1: Tedavi planlama goriintiisii

Tartisma:

Bas boyun paragangliomalarimin giincel tedavi
sekli, endovaskiiler embolizasyon aracilig1 ile
cerrahi, konvansiyonel radyoterapi, stereotaktik
radyocerrahi ya da bu modalitelerin
kombinasyonudur (9). Cerrahi tekniklerde
meydana gelen gelismelere ragmen, mortalite

Resim 2: Tedavi planlama, kritik organ dozlar1 ve
doz voliim histogrami

oran1 halen yiiksek seyretmektedir (14-17).
Ozellikle, postoperatif 1X. ve XII. kraniyal sinir
hasart  %31-81 oraninda bildirilmektedir.
Ayrica %16-23 oraninda fasiyal sinir paralizisi,
%06 oraninda VI. sinir hasari, %4-26 oraninda
isitme kaybt  Dbildirilmistir  (14-23). Bu
tiimorlerdeki yliksek vaskiilarizasyon nedeniyle
rezeksiyon sirasinda tehlikeli  boyutlarda
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kanama olabilir (22). Cerrahi mortalite oranlari
%4-6,4 arasinda bildirilmektedir (17,23-25). Bu
nedenle cerrahi tedavi teknik olarak giictiir ve
onemli riskler tagimaktadir.

Paraganglioma tedavisinde kullanilan
bir diger tedavi modalitesi radyoterapidir.
Cerrahi sonrasi ya da tek  bagina
uygulanabilmektedir. Son dénemlerde Suarez
ve arkadaslar1 tarafindan yayinlanan bir
derlemede, juguler ve vagal paragangliomalarin
tedavisinde; RT ile, cerrahiye gore lokal kontrol
oranlarinin  daha  yiikksek (p=.002) ve
morbiditenin daha disiik oldugu (p=.003)
belirtilmistir (26).

Radyoterapi  tekniklerindeki  genis
spektrum, bu tedavi yontemi i¢in farkli
alternatifleri sunabilmektedir. Son donemlerde,
konvansiyonel radyoterapi teknikleri disinda,
stereotaktik  radyoterapi  teknikleri  de
kullanilmaya baslanmigtir. Paraganglioma gibi
benign timorlerin radyoterapisinde, hedef
voliim, sadece tiimor dokusudur ve genis tedavi
alanlarmin tedavi edilmesine gerek yoktur.
Stereotaktik radyocerrahi (SRS) ya da
fraksiyone stereotaktik radyoterapi(FSRT) gibi
teknikler ile, radyasyon, tanimlanmis hedef
voliime giivenli bir bigimde uygulanirken, diger
taraftan hedef voliim disinda hizli doz dustst
nedeniyle komsu saglam dokular daha iyi
korunabilmektedir. Stereotaktik  tedavi;
Gamaknife, Cyberknife, ya da Linac bazh
cihazlar ile yapilabilmektedir.

Paragangliomalarda (glomus tiimdrii)
GamaKnife ile stereotaktik radyoterapi
sonuglar1 ilk olarak 1995°de yaymlanmistir
(27). Daha sonra da ¢esitli calismalar ile cesaret
verici  sonuglar literatiirde yer almaya
baglamustir (28-36). Gerosa ve ark (37); Gama
Knife ile lokal kontrol oranlart ve klinik
cevabin, fraksiyone radyoterapi ile elde edilen
sonuglara benzer hatta daha iyi oldugunu
belirtmistir. Ayn1 zamanda, bu uygulama ile
radyasyona maruz kalan normal doku hacminin
daha kiicik olmast nedeniyle kronik
komplikasyon oranlarinin daha az oldugu rapor
edilmistir.

Bir derlemede, Gama Knife ile tedavi
edilen, bes ayr1 merkezden 133 hastanin
sonuglari degerlendirilmigtir. Ortalama 31 ay
(24-50 ay)’lik takipte, %100 lokal kontrol,
%23-50 regresyon ve %38-77 de stabil hastalik
oranlar1 elde edilmistir. Ayn1 zamanda
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hastalarin %96’sinda norolojik iyilesme oldugu
belirtilmistir (38).

Ibrahim R ve arkadaslar tarafindan yapilan ve
2016 yilinda yaymnlanan bir g¢alismada(39),
Gama Knife ile stereotaktik radyocerrahi
uygulanan 75 olgunun sonuglari, retrospektif
olarak degerlendirilmistir. Ortanca doz, tek
fraksiyonda 18 Gy (12-25 Gy), ortanca
radyolojik takip siiresi 51.5 ay (12-230 ay)
olarak belirtilmistir. Ortalama tumor hacmi 9.1
cm? diir. En son takip MRI sonuglarina gore,
tumor kontrol orani %93.4 (43 hastada, timor
boyutunda azalma; 28 hastada, stabil hastalik; 5
hastada tiimor boyutunda artig) iken 2, 5 ve 10
yillik progresyonsuz sagkalim oranlar1 sirastyla
97.2%, 92.2% ve 86.3%’d1r. Tedaviye bagl iki
hastada kalic1 kraniyal sinir hasari(bir hastada
vokal kord paralizisi, digerinde fasiyal sinir
paralizisi) gelismistir. 13 hastada ise, tedaviyi
takiben 5-8 ay lik donemde ortaya ¢ikan ve 1-2
haftalik steroid tedavisi ile kaybolan gegici
kraniyal sinir hasar1 (V, VIL, X) rapor edilmistir.
Bu ¢aligmada, >7 ¢cm? tiimér hacminin, kraniyal
sinir hasari agisindan risk artigina neden oldugu
gosterilmistir (p=0.038).

Livia Binachi ve ark; tarafindan 2009
da cyberknife ile tedavi edilen 9 glomus
jugulare timorlii hastanin tedavi sonuglar
yaymlanmistir. 8 hastaya, tek fraksiyonda
ortalama 12.5 Gy (11-13 Gy), bir hastaya ise 3
fraksiyonda toplam 24 Gy stereotaktik tedavi
uygulanmistir. Ortalama tiimor voliimii 6,7 cm?®
diir. Ortalama 20 aylik takip boyunca 8
hastada(bir ~ hasta  farkli  bir  nedenle
kaybedilmig)  lokal  kontrol  saglandigi
belirtilmistir. Hi¢ bir hastada ek bir norolojik
defisit gelismemistir. Iki hastada tedavi sonrasi
gegici basagrist meydana gelmistir (40).

Lim M ve arkadaslarinin ¢alismasinda,
Cyberknife ya da LINAC (Linear Accelerator)
ile stereotaktik radyoterapi uygulanan 21
glomus  jugulare  tlimorlinin  sonuglarn
yayinlanmistir. Ortalama takip siiresinin 60 ay
oldugu calismada, tedavi dozu 14 Gy ile 27 Gy
arasinda degismektedir. Tiimodr, olgularin
timiinde stabil kalmis ya da boyutlar
azalmigtir. Bir hastada gecici olarak dilde
giigsiizlik ve isitme kayb1  gorilldigi
belirtilmistir (41).

Cyberknife, stereotaktik radyocerrahi/
radyoterapi uygulamasina olanak saglayan bir
sistemdir. Ilk olarak 2004’de kullamlmaya
baglanmigtir. Gama Knife’a gore baz1
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avantajlara sahiptir. Gama Knife’da; tedavi
Oncesi invaziv bir iglemle yerlestirilen ve
“frame” adi verilen gerceve takilmaktadir.
Islemin invaziv olmasi nedeniyle, tedavi yiiksek
dozda tek fraksiyonda uygulanmaktadir.
CyberKnife uygulamalarinda ise bu sekilde bir
cergeve yerlestirilmeden, bas, termoplastik bir
maske ile immobilize edilmektedir. Bu da
tedavinin tekrarlanabilirligine olanak
saglamaktadir.  Boylece  tedavi  ¢oklu
fraksiyonda daha diisiik fraksiyon dozlan ile
yapilmakta ve ge¢ yan etkiler azalmaktadir.
Biz de c¢alismamizda, CyberKnife
(Accuray, Inc., Sunnyvale, CA) ile fraksiyone
stereotaktik radyoterapi uyguladigimiz
paraganglioma tanili dokuz  hastamizin
sonuglarini retrospektif olarak degerlendirdik.
Son degerlendirmede sekiz hastada timdr
kontrolii devam ediyordu. Bir hastada ise tedavi
sonrasi dordiincii yilda progresyon gelisti.
Lokal kontrol orant %89 olarak belirlendi.
Takiplerde iki hastada kraniyal sinir defisiti
gelisti(%22.2). Bunlardan birinde timor hacmi
digerlerinin yaklagik iki kat1 idi ve dolayisiyla
daha genis bir alan tedavi edilmek zorunda
kalindigindan ¢evredeki normal dokular
yeterince korunamamisti. Digerinde ise ikinci
seri tedavi uygulanmisti. Tedavi sonuglari,
literatiir ile oransal olarak karsilastirildiginda
benzer lokal kontrol oranlar1 saglandig
goriilmektedir. Ancak toksiste oranlarimiz
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literatiirde belirtilen oranlardan daha yiiksek
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oranlarim arttirdig bilgisini desteklemektedir.
Calismamizin, az sayida vaka igeriyor
olmasi, retrospektif degerlendirme olmasi ve
kisa  siireli takip gibi  limitasyonlar
bulunmaktadir. Ancak; literatiirde
paraganglioma tedavisinde Cyberknife ile
uygulanan stereotaktik radyoterapi sonuglarinin
az sayida olmasi nedeniyle, bu alanda katki
saglayabilecegini diigsiinmekteyiz.
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Risk factors for readmission following colorectal cancer surgery

Kolorektal kanser cerrahisi sonrasi yeniden basvuru icin risk faktorleri
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OZET
Amag: Kolorektal kanser cerrahisi sonrasi yeniden bagvurunun goriilme sikligi ve olusumu igin yiiksek riskli
hasta gruplarinin tanimlanmasi igin gerekli parametreler halen net olarak belirlenmemistir.
Gere¢ ve Yontemler: Bu ¢alisma, prospektif bir veri tabani kullanilarak kolorektal kanser cerrahisi gegirmis
olan hastalarin retrospektif analizidir. Taburculuktan sonraki ilk 30 giin icerisinde hastane yatisi gerektiren
yeniden basvuru asil degisken olarak belirlendi.
Bulgular: Toplam 187 kolorektal kanser cerrahisi gegiren hasta dikkate alindiginda, yas ortalamasi 59,9+13,5
yil olan 17 hasta (%9%), taburculuk sonrasi ortalama 11,6+8,2 giin sonra yeniden hastaneye yatirildi. Yeniden
basvurunun en sik rastlanilan etyolojik sebepleri arasinda enfektif komplikasyonlar (n=5), eviserasyon (n=3),
anastomoz problemleri (n=3) ve intraabdominal kanama/asit gelisimi (n=3) yer almaktaydi. Yeniden basvuru ile
erkek cinsiyet (p=0.033), agik cerrahiye doniis (p=0.009), ilk yatis esnasinda herhangi bir komplikasyon gelisimi
(p=0.025), herhangi bir es zamanli ¢oklu organ rezeksiyon gerekliligi (p=0.048) ve T evresi (p=0.046) arasinda
anlaml iliski oldugu gosterildi. Lojistik regresyon analizi, bu faktorler arasindan erkek cinsiyet (p=0.041) ve
herhangi bir es zamanli ¢oklu organ rezeksiyon gerekliliginin (p=0.045) yeniden bagvuru gelisimi ile anlaml1 bir
sekilde iligkili oldugunu gosterdi.
Sonu¢: Her ne kadar erkek cinsiyet ve herhangi bir es zamanli ¢oklu organ rezeksiyon gerekliliginin yeniden
basvuru gelisimi ile anlamli bir sekilde iligkili oldugu gosterilmekle birlikte, kisisel risk faktorlerinin
belirlenmesi i¢in ileri ¢aligmalara ihtiyag vardir.
Anahtar kelimeler: yeniden basvuru, kolorektal kanser, kolorektal cerrahi, komplikasyon

ABSTRACT
Objective: Incidence of re-admission after colorectal cancer surgery and the parameters to define high-risk
patients for its occurrence remain to be clarified.
Material and Methods: This study was a retrospective analysis of patients with colorectal cancer surgery using
a prospective database. Readmission necessitating hospitalization within the first 30 days following discharge
was regarded as major outcome.
Results: Considering a total of 187 colorectal cancer patients, 17 (9%) with a mean age of 59.9+13.5 years were
re-hospitalized after a mean of 11.64+8.2 days following discharge. Infective complications (n=5), evisceration
(n=3), anastomotic problems (n=3) and intraabdominal hematoma/ascites (n=3) were the most commonly
encountered surgical etiologies for readmission. There was a close relationship between readmission and male
sex (p=0.033), conversion to open surgery (p=0.009), development of any type of complication during index
admission (p=0.025), need for concurrent multi-organ resections of any type (p=0.048) and T stage (p=0.046).
Logistic regression analysis showed that male sex (p=0.041) and need for concurrent multi-organ resections of
any type (p=0.045) were significantly related with development of readmission.
Conclusion: Although male sex and need for concurrent multi-organ resections were shown to be related with
development of readmission, more research is needed to individualize risk factors.
Keywords: readmission, colorectal cancer, colorectal surgery, complication

Introduction of new cases is expected to rise in each year

(2-3). Surgery still remains the cornerstone of
Colorectal cancer is the third most common its treatment. Operated patients are facing the
cancer in developed countries, and the number risk factors that cause readmissions after the
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surgery such as venous thromboembolism,
ileus, infection, anastomotic leakage and
hemorrhage (4).

As an indicator of medical care,
readmission rate after colorectal cancer surgery
reflecting late complications and breach of
initial care can be seen in up to 24 % of the
patients (5-7). Data with regard to readmission
of the patients after colorectal surgery may
give important information  following
oncologic and surgical outcomes (8).

Possible effect of surgical and
oncological parameters on development of
readmission following colorectal surgery has
not been described well (6,9-11). Knowledge
of the incidence and cause of readmissions is
thought to cause improvement in morbidity of
colorectal cancer and its surgery and mitigation
of sequelae of these complications (9).

The aim of this study was to
investigate the parameters affecting
readmission to the hospital after the surgery for
colorectal cancer and to define high-risk
patients who may benefit from a more
intensive post-discharge monitoring.

Orginal Article

Material and Methods

Study population

This study included all patients who were
undergone resection due to colorectal cancer
between November 2010 and February 2013. It
was a retrospective analysis of prospectively
collected data of the patients with major
excisional colonic or rectal procedures for
colorectal cancer. Institutional review board
approval was taken. This study has been
conducted in accordance with the declaration
of Helsinki. Informed consent could not be
taken from the patients due to the retrospective
design of the study. The patients who had
developed any type of major complication
during the index admission were not excluded
from the study.

Variables

Variables including patients’ demographics
(age, sex), admission status (elective or
emergent), intraoperative details (mode and
type of surgery, ostomy status, concurrent
multi-organ resections), postoperative
complications and length of hospital stay
(LOHS) during the index admission and

37

pathological features of the tumor (T and N
stages) were recorded.

Hand assisted-laparoscopic or robotic
surgery was not performed. Extracorporeal
anastomosis was used after the removal of the
specimen through an incision rather than the
incision used for ostomy. Operations were
grouped into the following categories: right
hemicolectomy, left hemicolectomy, total
colectomy, anterior or low anterior resection
with stoma and abdominoperineal resection.
The number of days from the day of the
operation until the discharge from the hospital
was calculated as LOHS.

Readmission which was defined as the
hospitalization within the first 30 days
following discharge was regarded as the major
outcome of this study. Data with regard to
readmissions was collected from this database,
and a resident in surgery conducted a 30-day
follow-up via phone call.

Statistical analysis

All statistics were performed using SPSS 15.0
for Windows (SPSS, Inc., Chicago, IL, USA).
All variables of the study were analyzed in
relation to the risk of readmission. Continuous
variables were expressed as mean + standard
deviation (SD). Categorical variables were
expressed as frequencies. Comparisons
between patients with and without readmission
were evaluated by Pearson chi-square test or
Fisher’s exact test or Mann-Whitney test.
Backward Stepwise logistic regression model
(Odds ratio (OR) with confidence interval of
95%, chi square value of 13,032 with 90.9
percentage correct) was constructed to evaluate
the effect of age, sex, mode of admission, type
and mode of surgery, ostomy status, multi-
organ resections, postoperative complications,
length of hospital stay and pathological
features of the tumor on the major outcome
(readmission).  The  differences  were
considered statistically significant if the p
value was equal to or less than 0.05.

Results

A total of 187 colorectal cancer patients who
had undergone major excisional colorectal
surgery were identified using the database.
Mean age of the patients was 59.9+£13.5 years
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with male to female ratio of 1.83 [121 male
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Table 1: Demographic and clinical characteristics of the patients (N=187)

(64.7%) and 66 female patients (35.3%)].
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Parameter Overall (n (%))

Sex Male 121 (64.7)
Female 66 (35.3)

Mode of admission Emergent 25 (13.4)
Elective 162 (86.6)

Mode of surgery Open 89 (47.6)
Laparoscopic 85 (45.4)
Conversion 13 (7)

Type of operation Left hemicolectomy 73 (39)
Right hemicolectomy 48 (25.7)
Anterior-low anterior resection with
diverting ileostomy 50 (26.7)
Subtotal-total colectomy 7 (3.8)
Abdominoperineal resection 9 (4.8)

Ostomy status None 99 (53)
Diverting ileostomy 52 (27.8)
End ileo/colostomy 36 (19.2)

Multi-organ resections 24 (12.8)

Number of complications during

index admission® 34 (18.2)

Readmission 17 (9)

T stage® 3+0.7

N stage* 0.7+0.8

LOHS during index admission* 8.7£5.9

B: 34 complications in 28 patients

*: mean =+ standard deviation

Demographic and clinical characteristics of the complications including intraabdominal

patients were summarized in Table 1. During
the index admission, a total of 34
complications (18.2%) were seen in 28 patients
(Table 2).

Infective complications (n=6) and
anastomotic problems (n=6) were the leading
etiologies. Besides colorectal cancer surgery
alone, multi-organ resections were required in
24 patients (12.8%). Resection of the
gynecological organs (n=6) and additional the
small bowel or colonic resections (n=5) were
the leading procedures. Others were
metastasectomy (n=4), splenectomy (n=3),
resection of the organs of the urinary system
with primary repair (n=3), wedge resection of
the stomach (n=2) and cholecystectomy (n=1).

Considering all patients, 17 patients
(9%) were re-hospitalized after a mean of
11.6+8.2 days following discharge. Infective

abscess, wound and urinary tract infections
(n=5), evisceration (n=3), anastomotic
problems (n=3) and intraabdominal
hematoma/ascites (n=3) were the most
commonly observed surgical complications to
cause readmission (Table 3). The mean length
of hospital stay after re-hospitalization was
6.65+5.0 days. For these patients, surgical and
percutaneous interventions were required in
eight and four of them, respectively.

There were no effect of age, mode of
admission, ostomy status, type of the
operation, maximum diameter and N stage of
the tumor on readmission (Table 4). However,
male sex (p=0.033), conversion to open
surgery (p=0.009), development of any type of
complication  during index  admission
(p=0.025), need for concurrent multi-organ
resections of any type (p=0.048) and T stage of
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tumor (p=0.046) were positively correlated
with  future readmissions.  Laparoscopic
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surgery was also shown to be a protective
factor to prevent readmission (p=0.009).

Table 2: Complications during index admission ?

Etiology N n
Surgical site infections 6
Organ/space 4
Superficial-deep incisional 2
Anastomotic leakage 6
Intraabdominal hematoma/ascites 4
Intestinal obstruction 4
Evisceration 3
Urinary fistula 3
Non-surgical complications 8
Arrhythmias 6
Pulmonary embolism 1
Stroke 1
P: a total of 34 complications in 28 patients
Table 3: Etiologic factors for readmission
Etiology N n
Infective complications 5
Organ/space surgical site 2
Superficial-deep incisional
surgical site 2
Urinary tract 1
Evisceration 3
Anastomotic leakage 3
Intraabdominal
hematoma/ascites 3
Urinary fistula 1
Intestinal obstruction 1
Pulmonary embolism 1

Logistic regression analysis showed that male
sex (p=0.041, OR=2,254 with a range of 1.033
to 4.918) and need for concurrent multi-organ
resections of any type (p=0.045, OR=1.886
with a range of 1.015 to 3.503) were
significantly related with development of
readmission.

Discussion

Hospital readmission as an emerging quality
indicator has been defined for patients with

acute myocardial infarction, congestive heart
failure and pneumonia (4). It is generally
accepted that surgical patients are at high risk
for readmission due to the increased risks of
infection, anastomotic leak, ileus, re-bleeding,
and thromboembolic events (12). Therefore,
recent studies have focused on 30-day
readmission rates after several surgical
operations including colorectal surgery as a
marker of quality of surgical care (12,13).

It was also believed that delayed
surgical and medical complications appearing
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within a month after discharge were the most
important  cause  for the  unplanned
readmissions. In addition, the real incidence of
re-admission seems to be difficult to assess
because of differences in methodology, time
frames for readmission, patient groups, and in
whether planned readmissions were included
(11,13). Therefore, unplanned re-admissions
within the postoperative 30 days were studied
in the present study to evaluate readmissions
caused by surgical and medical complications.

Although the reported rates of
readmission after colorectal surgery varied
from 7% to 25%, it usually occurs in almost
10% of the cases (4,7,14-16). In the present
study, the rate was detected as 9%. Besides
being a quality indicator, it was also shown
that hospital readmission was an independent
risk factor for death within one year of the
operation (17). In Schneider’s study (8),
mortality during the unplanned readmission
was twice higher than that of the index
admission. It was also noted that median and
3-year survival rates were also worse in
patients with early readmission. However, lack
of the data with regard to survival of the
patients prevents us to evaluate the possible
impact of readmission on survival. Future
prospective studies are needed to clarify the
relation between readmission and survival after
colorectal cancer surgery.

The association between enhanced
recovery after surgery protocols and rate of
readmission remains to be clarified. In our
center, any type of enhanced recovery or fast-
track protocols have not been applied to our
patients. Although it was thought that most of
the unplanned readmissions were linked to an
early discharge and shorter hospital stay, this
finding was not observed by other researchers
(12,13,18-20). There are some authors who
advocate that decreasing the duration of
hospital stay of the patients after colorectal
surgery would help to reduce the expenses
related to health, to prevent nosocomial
infections and to increase the quality of
patient’s life by sending him/her to home
quickly (10). Although any type of enhanced
recovery after surgery protocol has not been
applied to our patients, nosocomial infections
were not encountered in the present study
causing delayed discharge. A surveillance
study of 149,622 patients showed that

Orginal Article

40

admission rates following discharge after a 30-
day hospital stay increased from 10.2% to
13.7% although the duration of hospital stay
decreased from 14 days to 10.6 days between
1986 and 2005 (8). In a meta-analysis, it has
been shown that implementation of the
enhanced recovery after surgery pathways in
colorectal surgery caused 12% reduction in
total complication rates without compromising
patient safety (18). It was also interesting to
find increased readmissions in cases with
longer hospital stay caused either by surgical
complications during the index admission or
initially older and sicker patients (8,10,13). In
an English NHS trust study with a period of
ten years, the relationship between length of
hospital stay and subsequent readmission after
major elective colorectal surgery was shown to
be statistically insignificant (14). However,
readmission rates have increased from 6.74%
to 8.64% in colonic surgery and 8.10 % to
11.86% in rectal surgery besides two day
decrease in median hospital stay. In the present
study, it could not be possible to detect such
significant association with the length of
hospital stay (mean length of hospital stay of
8.12 and 8.72 days in patients with and without
readmission, respectively). Therefore, future
studies are still needed to clarify effect of the
length of hospital stay on the development of
readmission after major colorectal surgery.
Defining the high-risk patient based on
the factors directly related with readmission
may be the most important preventive
measure, although there were numerous studies
which attempted to identify predictors or early
readmission with mixed results (13). In
previous studies, it was shown that it was
possible to estimate the future re-admissions
with the presence of some risk factors
including longer operating time, older patient,
higher body mass index, development of any
complication during the index admission,
identity of the surgeon and increased need of
blood transfusions (6,8,15,21,22). Our results
showed that male gender, conversion to open
surgery, necessity of multi-organ resections,
development of complication during index
admission and T stage were significantly
related with readmission. In the present study,
the etiologic factors for readmission and
complications during the index admission
showed great similarity. Development of any
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type of major complication during the index
admission was not regarded as an exclusion
criterion. Instead, it was evaluated as a risk
factor for readmission. In comparison to open
and converted cases, laparoscopic surgery was
shown to be inversely related with readmission
in accordance with Alves’ study (22). In
Manilich’s study (15), it was shown that length
of surgery, body mass index, and the surgeon
were the top three risk factors for readmission.
Wick et al (4) reported similar 30-day
readmission rates in patients who were
younger and older than 65 years, suggesting
that readmission may be a result of the
operative  procedures and  perioperative
complications rather than of the underlying
patient comorbidities. They also showed that
length of stay, discharge to a stoma, and in-
hospital complications like surgical site
infections were the factors associated with
readmission. In Kirans’s study (10), index
stays greater than 6 days and steroid use were
found to be related with readmission. O’Brien
et al (11) showed that inflammatory bowel
disease and pulmonary comorbidities were the
independent risk factors. Distal bowel
resection with stoma, benign diagnosis, young
age, social deprivation and high provider
volume status were also shown to be the
independent predictors for 28-day readmission
(14). By considering all these factors, it seems
to be very difficult to state precisely the high-
risk patient for readmission as highlighted in a
systematic review by Damle (4,16).

In previous studies related with
readmission  after  colorectal  surgery,
inflammatory bowel disease has constituted a
significant proportion of all cases, in contrary
to our hospital in which the number of such
patients requiring surgery was very low
compared to colorectal cancer (21,22).
Therefore, such cases were excluded from this
study.
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Although some readmissions are
caused by inevitable factors, preventable
causes comprise great majority of re-
admissions. In each case of readmission, it
may be possible to decide whether it is
preventable or not. It was also surprisingly
noted that majority of the readmissions were
occurred within the first two weeks after the
discharge in accordance with that of 11.6 days
in this study. Among the most common
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readmission diagnoses, operative
complications, dehydration and postoperative
infection were reported (8). However,
evisceration, infective complications and
intraabdominal abscess were found to be the
most common reasons for readmission in the
present study. Considering these pathologies as
the most common reasons for readmission, it
may be expected that there should be some
clinical and/or laboratory evidences at the time
of discharge. Although Azimuddin et al (6) did
not observe a significant difference according
to the values of white blood cell count and
temperature at discharge among the patients
with or without readmission; it may be a
logical measure to perform a meticulous
evaluation of the patient during the last 48
hours before discharge.

Retrospective design of the present
study and lack of the data related with survival
are the major limitations to reach more
significant conclusions.

In  conclusion, readmission after
colorectal cancer surgery should be regarded as
an important event seen in almost 10% of the
patients. Although it does not seem to be
related with mortality, additional LHOS with
some percutaneous and surgical interventions
are required. Male sex, conversion to open
surgery, development of any type of
complication during index admission, need for
concurrent multi-organ resections of any type
and T stage of tumor were thought to be
positively correlated with future readmissions,
contrary to laparoscopic surgery as a possible
predictive factor. However, male sex and need
for concurrent multi-organ resections of any
type were shown to be significantly related
with development of readmission. Therefore,
more research is needed to identify and to
individualize the parameters significantly
associated with a higher risk of readmissions
after colorectal cancer surgery. Additionally,
each institution should try to determine the
possible risk factors for application of
preventive measures including longer LOHS or
additional imaging techniques.
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Radioguided Occult Lesion Localization in Patients With Locally Recurrent
Papillary Thyroid Carcinoma: How We Do It?

Lokal ve bolgesel olarak niiksetmis papiller tiroid kanserinde niiks
lezyonlarin radyoaktif madde yardimhi (ROLL) saptanmasi ve tedavisi
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OZET
Amag: Papiller tiroid kanseri (PTK) tiroid bezinin en sik karsilasilan kanseridir. Primer tedavi sonrasi lateral
boyunda %50’nin iizerinde, santral bolgede ise %25’in {izerinde bdlgesel rekiirrens ile karsilagilir. Bu yazida,
preoperatif ultrason haritalama (PUH) ve Radioguided Occult Lesion Localization (ROLL) yontemini kombine
kullandigimiz PTK rekiirrensi nedeniyle reopere olmus hastalardaki deneyimimizi sunmak amaglanmistir.
Yontem: Daha dnce PTK ve lokal bolgesel metastaz nedeni ile total tiroidektomi (TT) ve santral/lateral boyun
diseksiyonu uygulanmig 8 hasta lokal bolgesel rekiirrens nedeni ile reopere edildiler. Niikslerin aragtirilmasinda
yiiksek c¢oziiniirliklii ultrasonografi, ince igne aspirasyon sitolojisi ve kan Tg diizeyleri kullanildi. Niiksleri
ispatlanmis ve sitopatolojik incelemede yiiksek Tg seviyeleri saptanan olgular opere edildiler. Her hastanin yasi,
cinsiyeti, primer timor boyutu, ilk ameliyatin sekli, adjuvan tedavileri, niikse kadar gecen siiresi, ameliyatin yeri
ve siiresi, isaretli ve isaretsiz lezyonlarin sayist ve haritada isaretli/ isaretsiz lezyonlardaki ve haritada
bahsedilmeyen lezyonlardaki metastatik ve ¢ikarilan lezyonlarin sayisi kaydedildi.
Bulgular: Lokalizasyon ¢alismasi sonrasi ¢ikarilan 20 lezyondan 16’sinin malign oldugu goriildii. Haritalama
sirasinda isaretli lezyonlar disinda 36 ek lezyon da siipheli olarak tanimlanmist. Bu lezyonlarin 34°{ tanimlanan
anatomik yerlesimlerinde ve bolgelerde bulunarak ¢ikarildi. iki lezyon ise haritalamada tanimlanan alanlarda
bulunamadi. Bu 34 lezyondan 27’sinin malign oldugu gosterildi. Postoperatif takiplerde, bir hastada 7 giinde
kendiliginden gerileyen sil6z kagak ve seroma gelisti.
Sonug: Santral ve boyun bdolgesine reoperasyon planlanan PTK li hastalarda ROLL ve preoperatif haritalama
tekniginin ameliyat giivenligi ve konforuna katki saglar.
Anahtar Kelimeler: Tiroid kanseri, ROLL, papiller tiroid kanseri

ABSTRACT
Introduction: Papillary thyroid carcinoma (PTC) is the most-frequent type of thyroid cancer. Following primary
treatment, regional metastasis in the cervical region can be seen in more than 50 percent of cases and in the
central region in more than 25 percent of cases. Our aim is to present our experiences with patients operated on
for the recurrence of papillary thyroid cancer with the combined use of pre-operative ultrasonographic mapping
and radio-guided occult lesion localisation.
Methods: Eight patients who had already undergone total thyroidectomy and central/lateral neck dissection for
papillary thyroid carcinoma were re-operated on due to locoregional metastasis. High-resolution
ultrasonography, fine needle aspiration cytology and blood Tg levels were used to search for recurrences. The
patients with proven recurrences and high Tg wash-out levels in cytopathologic aspirates were operated on. For
each patient, age, gender, size of the primary tumor, type of previous surgery, adjuvant treatments, time to
recurrence, site and duration of surgery, numbers of marked and non-marked lesions, and the metastatic and total
numbers of marked/non-marked and non-mentioned lesions in the maps were recorded.
Results: Sixteen lesions of 20 lesions removed after localisation were found to be malignant. In addition to the
marked lesions during mapping, 36 additional lesions had been defined as suspicious. Thirty-four of these
lesions were found at exact anatomic sites and localisations described and removed. Two lesions could not be
found at areas described during mapping. Of 34 lesions, 27 were found to be metastatic. During the
postoperative follow-up, chylous leak with spontaneous regression in 7 days and seroma occurred in one patient.
Conclusion: Radio-guided occult lesion localisation and pre-operative mapping contribute to the safety and
comfort of patients in planned re-operations on lateral and central neck regions.
Keywords: Thyroid cancer, ROLL, papillary thyroid carcinoma
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Introduction

Papillary thyroid carcinoma (PTC) is the most-
frequent type of thyroid cancer. Although it
has a good prognosis, there is a tendency
toward regional metastasis to central and
lateral neck compartments (1). Following
primary treatment, regional metastasis in the
cervical region can be seen in more than 50
percent of cases and in the central region in
more than 25 percent of cases (2). The
negative contribution of local and regional
recurrences of differentiated thyroid carcinoma
for the long-term prognosis has already been
demonstrated (3,4). The primary treatment for
recurrences is surgery. Micrometastases and
residual tumoral tissues must be removed
surgically. It has also been demonstrated that
the remission of thyroglobulin (Tg) levels after
surgery is very frequent (5,6). The treatment
continues with radioactive iodine (RAI)
ablation. The goal of surgical treatment is
complete (RO) resection without leaving
residual tissue. If this is not possible, the tumor
burden has to be decreased as far as possible to
prepare a ground for adjuvant treatment (7). As
micrometastasis to neck lymph nodes is very
frequent, surgical treatment as “pick up” to
sample lymph nodes is not applicable for the
goal of this surgery (8).

Surgical procedures applied to the
neck region must have acceptable complication
rates due to the important anatomical structures
in the neck. Recurrent laryngeal nerve and
parathyroid glands are at risk in surgical
procedures applied to the central region. The
intense scatritial tissues in patients who have
undergone previous surgical procedures in the
neck region distorts the anatomy and makes re-
operation very difficult. In addition, it is very
difficult to find small metastatic lesions in an
area like this. Therefore, several new
techniques have been described to increase
surgical success and to decrease morbidity.

In this paper, our experiences with
patients operated on for the recurrence of PTC
with the combined use of pre-operative
ultrasonographic mapping (PUM) and radio-
guided occult lesion localisation (ROLL) are
presented.
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Materials And Methods

Eight (8) patients who had already undergone
total thyroidectomy and central/lateral neck
dissection for PTC were re-operated on due to
locoregional ~ metastasis.  High-resolution
ultrasonography (USG), fine needle aspiration
cytology (FNAC) and blood Tg levels were
used to search for recurrences.

The patients with proven recurrences
and high Tg wash-out levels in cytopathologic
aspirates were operated on. Pre-operative
written informed consent for the use of PUM
and ROLL were obtained from the patients.
The specialists in surgery and nuclear medicine
assembled the morning of the surgery, and
USG was repeated.

Those lesions that could be difficult for
the surgeons to find and reach due to
localisation were injected with 0.2 ml of Tc
99™ macroaggregated albumin with 20 MBq
activity under ultrasonographic guidance.
Specific attempts were made to localise
suspicious lesions close to the dissection
margins. The lesions that were not suitable for
injection due to anatomic localisation were
defined in location to the lymph nodes,
localised, and described in the mapping of the
neck.

Surgical procedure

All operations were carried out by the same
surgical team. Standard incisions were not
used. According to the measurements of the
gamma finder, the incisions made for the
previous surgery, if possible, were preferred,
and if this was not possible, the incisions with
the shortest distance to the lesions were
preferred.

After passing through the neck fascia,
the lesions were oriented with the locations in
the neck maps. Next, the marked, hot lesions
were reached with the help of the gamma
finder. The unmarked lesions were reached on
the basis of their locations and proximity to the
marked lesions. All other lesions encountered
during surgery and not described in the maps
were also removed. The complete excision of
the marked lesions was ensured with the
measurement of background activity. The
radioactivity counts of the lesions and
background activities were recorded. Before
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the completion of the surgery, the surgical field
was explored once again with the gamma
finder in order to locate any other non-marked
lesions that were not described in the maps.

For each patient, age, gender, size of
the primary tumor, type of previous surgery,
adjuvant treatments, time to recurrence, site
and duration of surgery, numbers of marked
and non-marked lesions, and the metastatic and
total numbers of marked/non-marked and non-
mentioned lesions in the maps were recorded.
The final pathology reports were evaluated
carefully, and the anatomic distribution of the
lesions removed was defined. Any surgical
complications were recorded. Tg levels, USG,
and screening with 11t were used for follow-up
with the patients.

Results

A total of 8 patients (6 female and 2 male)
were evaluated prospectively. The median age
of the patients was 40.6 years (17-54). The
median tumor size was 17.6 (6-35) mm. In
addition to total thyroidectomies as initial
surgeries, 3 patients had been operated on for
ipsilateral central and lateral neck dissection, 3
patients for ipsilateral neck dissection, 1
patient for ipsilateral, and 1 patient for bilateral
central neck dissection. Four (4) of the 6
patients who underwent surgery on the lateral
neck had already been operated on at least
twice in this area. All patients were given
radioactive iodine.

The recurrence was detected at a
median time of 33 (5-93) months from the
primary surgery. The dissection areas at re-
operation was as follows: unilateral level 2, 3,
4 and unilateral central regions in 3 patients;
unilateral 2, 3, 4 and bilateral central regions in
4 patients; and unilateral 2, 3, 4 neck regions in
1 patient. The mean sizes of the lesions and
metastatic lesions removed were 1.1 ¢cm and
1.3 cm, respectively. The longest and shortest

45

operation times were 135 and 75 minutes,
respectively. The mean operation time was 100
minutes (Table 1).

The mean 2.5 suspicious lesions were

marked with radioactive substance in each
patient. At least 1 and at most 5 lesions were
marked. The complete removal of the lesions
for each patient was proved with the gamma
finder. Sixteen (16) lesions of 20 lesions
removed after localisation were found to be
malignant, and 4 lesions were benign. In
addition to the marked lesions during mapping,
36 additional lesions had been defined as
suspicious. The number of such suspicious
lesions ranged between 1 and 16.
Thirty-four (34) of these lesions were found at
exact anatomic sites and localisations
described and removed. Two (2) lesions could
not be found at areas described during
mapping. Of 34 lesions, 27 were found to be
metastatic. Apart from the lesions described
and marked at mapping, 58 additional lesions
were detected at the examination of the
specimens. These lesions were either
macroscopically detected or undetected lesions
during surgery and included in the specimens.
The two lesions that could not be localised at
mapping were probably included in this group.
During pathological evaluation ot these 58
lesions, 7 were found to be malignant (Table
2).

During the postoperative follow-up,
chylous leak with spontaneous regression in 7
days and seroma occurred in one patient. No
other patient experienced complications. There
was no RLN injury or hypocalcemia in patients
operated on in the central neck area. There was
a significant decrease in Tg levels within the
first month of surgery in all patients operated
on (Table 3). Ultrasonography was repeated
two weeks after surgery by the physician who
had performed the pre-operative evaluation,
and no other suspicious lesions were described.
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Table 1: General features of the patients
Tumor First Adjuvant Recurrence Overation Overation
Patient | Age | Gender size operation treatment | time (month) tirﬁe (min) psite
(mm) | P (RAI/mCi)
TT+ICD
1 44 F 20 +IND 150 36 90 IND+central
2 17 F 15 TT+IND 100 7 115 IND+bilat.
central
3 |45 | M 20 | TT+IND | 350 16 100 IND+bilat.
central
TT+ICD
4 46 F 15 +IND 350 29 105 IND+central
TT+ICD
5 49 F 15 +IND 300 93 85 IND+central
6 54 F 15 | TT4IND | 1150 33 135 IND+ bilat.
central
7 47 M 35 TT+ICD 350 50 95 IND+central
8 23 F 6 TT+BCD 150 5 75 IND
TT: total thyroidectomy, ICD: ipsilateral central dissection, IND: ipsilateral neck dissection, BCD: bilateral
central dissection, RAI: radioactive iodine
Table 2: The numbers of lesions preoperatively marked and removed
Non- Removed Removed Metastatic Metastatic Removed | Metastatic
. Marked non- non-
Patient . marked marked marked extra extra
lesions . . marked . marked . .
lesions lesions lesi lesions . lesions lesions
esions lesions
1 1 3 1 3 1 2 10 0
2 2 3 2 3 2 3 12 2
3 4 16 4 16 4 16 13 3
4 2 2 2 2 2 0 7 0
5 3 5 3 5 2 4 12 1
6 5 3 5 3 2 0 1 0
7 2 1 2 1 2 1 3 1
8 1 3 1 1 1 1 0 0
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Table 3: Preoperative and postoperative
Tiroglobuline levels

Patient Preop. Tg levels Porg\c;sl.sTg

1 63 <0.2
2 57 <0.2
3 537 18

4 67 <0.2
5 82 <0.2
6 51 <0.2
7 115 <0.2
8 75 <0.2

Discussion

Although long-term survival of PTC is quite
good, locoregional control of the disease can
be very difficult in some patients. Standard
treatment in patients with lymph node
metastasis (N1a/b) of PTC is dissection of the
central area (level VI) and lateral neck regions
(levels 11, 11, 1V) in addition to total
thyroidectomy. Even so, recurrences can be
seen at central and lateral neck regions during
follow-up. The recurrences are more frequent
in low- volume centers on central and lateral
neck dissections, implying that the most-
frequent reason for recurrences is inadequate
surgery (1). Although the additional benefit of
surgical treatment of locoregional recurrences
for long-term survival of PTC has been
discussed for a long time, today it has been
accepted that re-operations are needed for
locoregional control, for the remission of Tg
levels, and to allow for adjuvant treatment (9).

The surgical treatment of recurrences
seen at central and lateral neck regions is quite
challenging due to the difficult and
complicated anatomy of the region and intense
sicatritial tissues. At re-operations due to this
recurrence, the following have been reported
(10): 1-12% RLN injury, 1-3% permanent
hypoparathyroidism, 0.8-1% Horner’s
syndrome, 0.7-1% spinal accessory nerve
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injury, and 0.2-1% chylous leak due to ductus
thoracicus injury. The neck metastasis of PTC
can be seen in lymph nodes less than one
centimeter. Residual metastatic deposits can be
seen even after re-operations. Several technical
modalities to assist surgical procedures and
decrease morbidity and the risk of residual
metastatic deposits have been popularized.
Guide-wire localisation or dye injection under
ultrasonographic guidance and radio-guided
surgery (RGS) after systemic injection of
radioactive substances are examples of these
new techniques (11-14). Wire localisation is a
difficult and rigorous technique for both
patient and physician and can only localize
single lesions. Blue dye has some systemic and
local side effects such as skin necrosis. In
addition, its rapid spread can stain other
redundant tissues. The disadvantags of RGS
are as follows: radioactive substance cannot be
taken up by all metastatic deposits; if the
operation starts before its removal from normal
tissues, the counts can be obtained from all
tissues; and radiation safety is lower for both
physician and patient.

In the ROLL technique, the radioactive
substance is injected under ultrasonographic
guidance directly into the lesion. Therefore, it
is easier to get return counts from the lesion.
Additionally, there is no occurrence like low or
no uptake of radioactive substance by iodine
negative and dedifferentiated  subtypes.
lodine®®!, 112, Tc %™ and F-18 FDG can be
used for marking. As the dose of radioactivity
used is low, the safety for the patient and
physician is higher (15). The localisation by
direct injection of radioactive substance into
the lesion is advantageous, but not all lesions
are suitable for this procedure due to their
anatomic localisations. This problem can be
eliminated with pre-operative neck mapping
(6). Currently, high resolution USG is being
used as a primary technique for the search of
regional recurrences of PTC (16,17). The use
of USG and Tg levels for follow-up has
decreased the need for whole-body scan with
131, Apart from the topographic localisation of
the lesions, mapping with USG also reveals the
relationship with the vital structures of the
neck. ROLL also prevents unnecessary
dissections in scatricial tissues. This technique
also contributes to the selection of the most-
suitable incision. When the length of the
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surgery and the rate of complications are
compared, a better orientation for the surgeon
toward the lesion is obvious.

When we looked at the results in
pathology reports, all marked lesions had been
removed and only 2 of 36 lesions described in
mapping could not be found. Of 56 suspicious
lesions, 54 had been removed, and 43 of these
was found to be malignant. Intentionally or
not, 58 lesions that were not marked and not
defined in mapping were also included in the
specimen. The 2 lesions described in mapping
that could not be removed were thought to be
among these lesions; 7 of these lesions were
metastatic. The metastatic lesions that could
not be described during mapping were the
most-important disadvantage of this technique.
Therefore, surgeons should be careful, and the
surgical field should be checked for suspicious
lesions before closure of the wound. Some
amount of radioactive subtance can pass
through normal tissues, especially after
injections to small lesions, but the complete
removal of the lesion can be proven with the
measurement differences of the radioactivity of
the lesion and its bed. In a study of 8 patients
with recurrent PTC by llgan et al, the
combined technique was used and successful
location and removal were reported to be quite
high (18). In their series, the surgeons were
asked about the contribution of this technique,
and they reported it to be efficacious. When it
is considered that all patients were operated on
for a second or third time on the lateral neck
and 7 patients on the central region, it can be
said that the mean operation time of 100
minutes is quite acceptable and reasonable.

As a result, we believe that ROLL and
pre-operative mapping contribute to the safety
and comfort of patients in planned re-
operations on lateral and central neck regions.
Surgeons should also carefully examine the
surgical field for the possibility of suspicious
lesions that could not be defined during the
pre-operative evaluation.
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Reproducibility of Diagnosis of ASC-US, Reflection of Diagnostic Criteria
to Cervical Histopathological Results and Investigation of p16 Antibodies in
Cervical Biopsies

ASC-US Tamih Hastalarda Tekrarlanilabilirlik, Tan1 Kriterlerinin Servikal
Biyopsiye Yansimasi ve Servikal Biyopsilerde p16 Antikoru Arastirilmasi
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OZET
Giris ve Amac: Onemi belirlenemeyen atipik skuaméz hiicreler (ASC-US) tamis1 koydugumuz Papanicolau
(PAP) smear Orneklerinin, tekrar iiretilebilirligi, Bethesda tani kriterlerinden hangilerini karsiladigi ve tani
kriterlerinin servikal histopatolojiye yansimasini arastirmay1 planladik. Ayrica Pap smear sonucu ASC-US olan
hastalarin servikal biyopsi drneklerinde p16 antikor varlig: arastirildi.
Yontem ve Gerecler: Boliimiimiizde 2006-2013 yillar1 arasinda ASC-US tanisi konulan hastalardan servikal
histopatolojik incelemesi yapilmis olan 33 hastayr ¢alismamiza dahil ettik. Tiim Pap smear 6rnekleri iki patolog
tarafindan, aym anda tekrar degerlendirildi. Her 6rnegin 2001 Bethesda ASC-US tam kriterlerinden hangilerini
karsiladig1 ayri ayri belirlendi. Her biyopsi 6rnegi p16 antikoru ile boyandi.
Bulgular: Bolimiimiizde Pap smear sonucu ASC-US olan raporlarin tekrar iretilebilirlik oran1 %88 olarak
bulundu. Bethesda’nin 4 tani kriterinden herhangi biri i¢in, CIN 1 ve malignite yoniinden negatif vakalarda
goriilme sikliklart bakimindan anlamli bir farkliliga rastlanamadi (p>0,05). Tiim ASC-US vakalarinda 6rnek
basima pozitif tani kriteri sayisi ortalamasi ise 2,7+0,9’dur. Malignite yoniinden negatif olarak raporlanmis ve
CIN olarak raporlanmig vakalarda ortalama kag kriterin bir arada pozitif oldugu incelendi, istatistiksel olarak
anlamli bir farklilik olmadigt goriildi. ASC-US tanist konulan vakalarin histopatolojik 6rneklerinde pl6
boyanma oran1 %18 olarak bulundu. Calismamizda p16 immiinohistokimyasal boyamanin CIN tanis1 koymada
duyarlilig1 %46, 6zgiilliigi ise %100°’diir.
Tartisma ve Sonug¢: Pap smear incelemelerinde Bethesda sistemi kullanilarak ASC-US tanist konulan
vakalarimizin %39’unda altta yatan bir servikal intraepitelyal neoplazi bulundugu saptanmistir. Bethesda ASC-
US tamt kriterlerinden higbiri olasit neoplastik degisiklikleri ongdrmede tek basina diger kriterlerden istiin
degildir. ASC-US tanist konulurken Bethesda tani kriterlerinin her birinin varlig1 ayr1 ayri arastirilmali ve en az
2, tercihen 3 kriterin pozitif olmasi tercih edilmelidir. p16 antikorunun yalanci pozitiflik oraninin oldukea diisiik
oldugu, bu sayede neoplazi potansiyeli tasiyan vakalarin belirlenmesinin kolaylastigi goriilmiistiir. Ilerleyen
yillarda pl6 boyanmasinin sitopatolojiyle birlikte kullanilabilecek onemli bir tanisal arag haline gelecegi
diistiniilmektedir.
Anahtar Kelimeler: ASC-US, Servikal intraepitelial neoplazi, p16 (INK4A), Pap smear

ABSTRACT

Introduction: We aimed to investigate reproducibility of diagnosis, presence of Bethesda criteria and their
reflection to histopathology in Papanicolau (PAP) smears with atypical squamous cells of undetermined
significance (ASC-US). We also searched for pl6 antibody positivity in cervical biopsy specimens of the
patients with diagnosis of ASC-US.

Methods: 33 patients who had undergone cervicopathologic evaluation were chosen from patients given ASC-
US diagnosis in our department between 2006 and 2013 for this study. All the Pap smear specimens were re-
evaluated simultaneously by two pathologists. The specimens were evaluated for positivity of each Bethesda
ASC-US diagnostic criteria separately. The biopsy specimens were stained with p16 antibody.

Results: The reproducibility rate of cytology reports for Pap smear specimens diagnosed as ASC-US was found
88%. Neither of the Bethesda diagnostic criteria showed significant precedence over each other for frequency of
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presence in cervical intraepithelial neoplasia (CIN) 1 and non-malignant cases (P>0.05). Mean number of
positive diagnostic criteria was 2.7+0.9 when ASC-US cases were considered altogether. There was no
statistically significant difference between CIN cases and non-malignant cases for average number of positive
diagnostic criteria. Histopathology specimens of these cases had an 18% of staining rate for p16 antibody. It was
found that immunohistochemical staining had a 46% of sensitivity and 100% specificity for diagnosing CIN.

Discussion and Conclusion: An underlying cervical intraepithelial neoplasia was determined in 39% of cases
diagnosed as ASC-US using Bethesda diagnostic criteria. Neither of the Bethesda diagnostic criteria exhibited
superiority alone in foreseeing probable neoplastic changes. Presence of each Bethesda diagnostic criteria should
be analyzed independently and existence of at least two, favorably three criteria should be preferred for
diagnosing ASC-US. p16 antibody showed low false positive rate, thus distinguishing the cases with a potential
of neoplastic formation became rather easy. p16 staining will become an important diagnostic instrument when

used concomitant with cytopathology.

Keywords: ASC-US, Cervical intraepithelial neoplasia, p16 (INK4A), Pap smear

Giris:

Serviks kanseri diinya ¢apinda her yil 528 bin
yeni vakanin goriildiigli ve 266 bin kadinin
hayatin1 kaybetmesine yol acan oOnemli bir
saglik sorunudur. Kadinlarda goriillen tiim
kanserlerin yaklasik %12’si serviks kanseridir
(1). Saglik Bakanhigi Tirkiye Halk Sagligi
Kurumu’nun verilerine gore Tiirkiye’deki
kadinlarda serviks kanserinin tiim kanserler
icinde goriilme oran1 %2,7 dir (2).

Serviks kanseri taramasinda Pap smear
testi kullanilmaktadir. Pap smear raporlarinin
standardizasyonu ig¢in gelistirilen Bethesda
sistemi, 2001 yilinda giincellenerek ¢esitli yeni
tanimlamalara kavusmustur. Atipik skuamoz
hiicreler (ASC) bu sistemde  Onemi
bilinemeyen (ASC-US) ve yiiksek dereceli
skuamoz intraepitelyal lezyon dislanamiyor
(ASC-H) olarak iki farkli simiflamaya tabi
tutulmustur (3). ASC-US tamisi, patologlar
arasinda tekrar iiretilebilirligi diisilk ve tani
kriterleri iizerindeki tartismalarin halen devam
ettigi bir konudur. Buna ragmen tiim Pap
smear incelemelerinin yaklasik %5 kadan
ASC-US olarak raporlanmakta ve bu vakalar
takip edildiginde intraepitelyal lezyon veya
maligniteye rastlanamadigi  gibi  degisen
oranlarda servikal intraepitelyal lezyonlar
(CIN) da goriilebilmektedir (4). Pap smear ve
servikal biyopsi sonuglarinda gozlenen bu
degiskenlik ve tekrarlanabilirlik sorunlari,
Human Papilloma Virusu (HPV-DNA),
pl6INK4A (pl16), Ki67 gibi yeni testlerin
ortaya ¢ikmasina yol agmugstir (5).

HPV, serviks kanseri ve CIN
vakalarinin %90’ indan fazlasinda
bulunmaktadir (6). pl6, insanlarda 9.
kromozomda bulunan CDKN2A geninde
kodlanmis bir timér baskilayic1 proteindir.

Ozellikle, HPV ile enfekte olmus ve hiicre
dongilisii  kontroliinii  yitirmis  hiicrelerin
sitoplazmalarinda ve ¢ekirdeklerinde birikir (7,
8). Bu nedenle pl6, duyarli ve oOzgiil bir
neoplastik transformasyon belirteci olarak
kullanilmaktadir.

Bu c¢alismada, ASC-US tanis1 konulan
Pap smear Orneklerinin, tekrar iretilebilirligi,
Bethesda tami  kriterlerinden  hangilerini
karsiladigi,  tani  kriterlerinin  servikal
histopatolojiye yansimasi ve servikal biyopsi
orneklerinde p16 antikoru varliginin
arastirilmasi planlandi.

Gerec¢ ve Yontem:

Ufuk Universitesi Tip Fakiiltesi Patoloji
Anabilim Dali’'nda 2006-2013 yillar1 arasinda
servikal smear incelemesi yapilmis olan tiim
hastalar1 geriye doniik olarak tarand1 ve ASC-
US tamist  konulan hastalardan servikal
histopatolojik incelemesi yapilmis olanlar
calismaya dahil edildi.

ASC-US tanis1 konulmus ve serviks
biyopsisi alinmis vakalara ait tiim Pap smear
ornekleri iki patolog (Z.E - E.A) tarafindan
tekrar degerlendirmeye alindi. Her Ornegin
2001 Bethesda ASC-US tani kriterlerinden
hangilerini karsiladigi ayri ayr belirlendi (9).
Bu vakalarin biyopsi materyallerine ait
histopatoloji raporlar1 incelenerek tanilarina
gore gruplandirildi.

pl6 immiinohistokimyasal boyamasi
icin Becton Dickinson Pharmingen™ purified
Mouse anti-human pl6 (BD and Co.,New
Jersey, ABD) G175-405 klonu kullanildi.
Boyama islemi Ventana BenchMark XT
(Ventana Medical Systems, Inc., Arizona,
ABD) cihazi kullanilarak gerceklestirildi.
Dokular 4 mikron kalnhginda kesildi.
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Hazirlanan kesitler deparafinizasyon igin
60°C’de 45 dakika etiivde bekletildi.
Preparatlar Ventana BenchMark XT cihazina
yerlestirilerek cihaz iizerinde de yeniden
otomatik  deparafinizasyon gergeklestirildi.
Preparatlar “cell conditioning” islemine tabi
tutuldu. Bunun icin sirasiyla kisa ayarda 8
dakika, orta ayarda 30 dakika ve standart
ayarda 60 dakika islem uygulandi. Onceden
1:20 oraninda titre edilerek hazirlanmis olan
pl6 boyas1 kesitlere damlatildi. Primer antikor
inkiibasyonu siiresi 1 saat olarak ayarlandi.
Sonra sirasiyla “counter stain” (hematoksilen —
8 dakika) ve “post-counter stain” (bluing
reagent — 4 dakika) islemleri uygulanarak
boyama islemi tamamlandi. Hazirlanan
preparatlar bir patolog (Z.E) tarafindan
mikroskop altinda incelendi. %25 ve iizeri
diffiz boyanma pozitif olarak kabul edildi
(10).

Elde edilen veriler “SPSS 11.5 for
Windows” yazilimiyla degerlendirildi (SPSS
Inc., Chicago, U.S.A.). Sitolojik incelemede
Bethesda ASC-US tani kriterlerinin pozitiflik
oraninin CIN pozitif vakalardaki frekans
dagilimimi incelemek ve pl6 boyanma oranini
degerlendirmek igin ki-kare testi ve Yate’s
sureklilik diizeltmesi kullanildi. P<0,05 olan
degerler istatistiksel olarak anlamli kabul
edildi.

Bulgular:

2006-2013 yillar1 arasinda Ufuk Universitesi
Tip Fakiiltesi Patoloji Anabilim Dali’'nda ASC-
US tanist konulmus ve sonrasinda servikal
histopatolojik  inceleme  gerceklestirilmis
toplam 33 hasta calismaya dahil edildi.
Hastalarin yas ortalamasi 38+11°di. Otuziig
hastanin 13’iiniin (%39) histopatolojik tanisi
CIN olarak bulundu. Bu hastalardan 11’1
CIN1, ikisi ise fokal CIN2 odaklar1 tasiyan
CIN1 olarak raporlanmisti. Histopatolojik
degerlendirme sonucunda CIN tanis1 konulmus
hastalar ile malignite yoniinden negatif olarak
raporlanmig  hastalarin  yaslari  arasinda
istatistiksel ~olarak anlamhi bir farklilik
izlenmedi (Sirasiyla 37+12 ve 39+10, p>0,05).

ASC-US tanis1 konulmus 33 Pap
smear Ornegi yeniden incelendi. Ikinci
degerlendirme sonucunda iki ASC-US tanisi
intraepitelyal lezyon veya malignite negatif
(NILM) olarak, diger iki ASC-US vakasi da
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diistik dereceli intraepitelyal lezyon (LSIL)
olarak  degerlendirildi. Bu  hastalarin
histopatolojik  incelemelerinde = skuamoz
intraepitelyal neoplazi saptanmamisti. Yeniden
degerlendirilen 33 vakadan 29’unun ASC-US
tams1 degismedi. Bu sekilde, Ufuk Universitesi
Tip Fakiiltesi Tibbi Patoloji Anabilim Dali’nda
Pap smear sonucu ASC-US olarak bildirilen
raporlarin tekrar {Uretilebilirlik oran1 %88
olarak bulundu.

Bethesda ASC-US tani kriterlerinin
sitolojik dagiliminin histopatolojik tamiyla bir
iliskisi olup olmadig1 incelendi. Bethesda’nin 4
tani kriterinden higbiri i¢in, CIN 1 ve malignite
yoniinden negatif vakalarda goriilme sikliklari
bakimindan anlamli bir farkliliga rastlanmadi
(p>0,05) (Tablo 1). Malignite yOniinden
negatif olarak raporlanmig ve CIN olarak
raporlanmig vakalarin ortalama pozitif kriter
sayisinda istatistiksel olarak anlamli bir
farklilik olmadig: goriildii (p>0,05) (Tablo 2).

Olgularm pl6 boyanma oranlarina
gore dagilimlari Tablo 3’te izlenmektedir.
ASC-US tanist konulmus ve histopatolojik
olarak malignite yoOniinden negatif olan
vakalarim hicbirinde pl6 boyamasi pozitif
degildi. Bunun yaninda, CIN1 ve CIN2 olarak
raporlanmis 13 vakadan 6’sinda (%46) diffiiz
pl6 pozitifligi gozlendi. Yedi vakada ise pl16
negatif olarak kabul edildi (Resiml). Tim
vakalar birlikte degerlendirildiginde, ASC-US
tanis1  konulan  vakalarin  histopatolojik
orneklerinde p16 boyanma orani %18 olarak
bulundu (Tablo 3).

Bu calismada plé immiino-
histokimyasal boyamanin CIN tanis1 koymada
duyarliligr %46, ozgilligi ise %100 olarak
hesaplandi. Testin pozitif prediktif degeri
%100, negatif prediktif degeri %74 olarak
hesaplandi.

Resim 1: A) p16 Negatif Boyanma (x200)
B) p16 Diffiiz Pozitif Boyanma (x600).

: e, o
o B
1 3
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Tablo 1. Bethesda ASC-US Tani Kriterlerinin Pozitiflik Oranlarinin Dagilimlari

Histopatolojik Tani
Bethesta ASC-US Tam CIN 1+ CIN 2* Malignite Ag¢isindan
Kriterleri (Toplam:13) Negatif TOPLAM
(Toplam: 20)
Cekirdeklerin kapladig: alan
normal intermediate skuamoz
hiicre ¢ekirdegine gore 2,5 — 3 kat 13 18 31
daha fazla
Cekirdek/Sitoplazma alan orani 11 15 2%
hafifce artmisg
Minimal niikleer hiperkromazi ve
kromatin dagiliminda veya 10 14 24
¢ekirdek seklinde diizensizlik
Dens oranjofilik sitoplazma
(“atipik parakeratoz”) ile iliskili 4 8
niikleer anormallikler
*CIN: Servikal intraepitelyal neoplazi
Tablo 2. ASC-US Tani Kriterlerinin Ornek Basina Ortalama Pozitiflik Oranlari
Histopatolojik Tam
CIN 1+CIN 2* Malignite Ag_;lsmdan TOPLAM
Negatif
Pozitif Kriter Sayist
(Ortalama SS) 2,9+0,8 2,5+1,0 2,7+0,9
*CIN: Servikal intraepitelyal neoplazi
Tablo 3. p16 Boyanma Oranmin Histopatolojik Taniya Gore Dagilimi
p16 boyanma
Histopatolojik Tam
CIN 1+CIN 2* Malignite Ac¢isindan Negatif TOPLAM
Pozitif 6 0 6
Negatif 7 20 27
TOPLAM 13 20 33

*CIN: Servikal intraepitelyal neoplazi

Tartisma:

Pap smear, servikal kokenli neoplazilerin
taranmasinda ve serviks kanser insidansinin
azaltilmasinda en 6nde gelen testtir. Ancak Pap
smear, sitolojinin en tartigmali konularindan
biridir. Testi degerlendiren kisiler arasi
degiskenligin yiliksek olusu ile yiiksek yanlig
negatiflik ve pozitiflik oranlar1 basta gelen
nedenlerdendir. Degerlendiriciler aras1 farklilik
%350 dolaylarindadir (11). Literatiirde, yanls
negatiflik oranlarinin %20-30, yanls pozitiflik
oranlarinin ~ %70’leri  buldugunu  bildiren
aragtirmalar mevcuttur (12). Bu c¢alismada
ASC-US tanist konulmus vakalarin tekrar
iiretilebilirlik oran1 %88 olarak bulunmustur.
Literatiire gore bu oranin hayli yiiksek oldugu
goriilmektedir. Olgu sayisinin  nispeten az

olmasiyla birlikte, bolimiimiizde ¢alisan
patolog sayisinin az olmasi dolayisiyla daha
fazla etkilesimde bulunmalar1 oranin yiiksek
olmasinin nedenleri olabilir.

Calismamizda 33 ASC-US vakasinin
biyopsi sonuglarinin 11°1 CIN1, 2’si de CIN2
olarak  degerlendirilmistir. ~ Geriye kalan
malignite yoniinden negatif olan 20 vaka ise
kronik servisit, inflamasyona bagli reaktif
degisiklikler, atrofik degisiklikler, aktif kronik
servisit, spesifik patoloji igermeyen g¢ok katli
yassi epitel fragmanlari, ¢ok katli yassi epitel
metaplazisi gibi tanilar almustir. Bu tanilar
servikovajinal smear de ASC-US tanisi
konulmasina neden olabilecek skuaméz hiicre
degisiklikleri  icermekte = ve  neoplastik
degisiklikler tasiyan vakalarin yakalanma
oranini  azaltmaktadir. Ayrica, biyopsinin
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alindigt bolgenin lezyonu temsil
etmeyebilecegi de akilda tutulmalidir. Bu
calisgmada ASC-US tanisinin  neoplastik
degisiklikleri yakalama anlaminda basar1 orani
%39 (CIN1: %33, CIN2: %6) olarak
bulunmustur.

Bethesda ASC-US tami kriterleri CIN
tanist koyma ag¢isindan karsilastirildiginda dort
kriterden herhangi birinin digerine {stiin
olmadigr ve bir kriterin tek basina tanisal
olmadig1 goriilmiistiir. Biyopsi sonucuna gore
malignite acgisindan negatif olanlar ile SIL
tanili olanlar arasinda ornek basma ortalama
pozitif kriter sayisinda anlamli bir farklilik
bulunmamustir. Tim Orneklerde ortalama
pozitif kriter sayisinin 2,7 olusu da ASC-US
tanist koymak icin Bethesda tani kriterlerinin
en az ikisinin, cogunlukla da ii¢iiniin bir arada
goriilmesinin daha saglikli bir degerlendirmeye
olanak saglayacagini diistindiirmiistiir.
Dolayisiyla, ASC-US tanist  konulurken
tariflenen her 4 kriterin de Pap smear
ormeginde varligi ya da yoklugu ayn ayn
arastirilmalidir.

ASC-US  tanis1  verilen olgularin
yonetiminde, HPV testi yoksa, bir siire sonra
sitoloji tekrar1 veya kolposkopik inceleme
sonrast biyopsi yapilmasi onerilmektedir (13).
ASC-US tanist verilen olgularin alti ayhk
periyot sonrasi servikovajinal smearlerinin
tekrarlandig1 bir ¢aligmada % 74’ iinde ASC-
US tanis1 degismemis, % 18’inde progresyon
goriilirken, % 8’inde sitolojik bulgular
gerilemistir. Progresyon goriilen olgularin
hicbirinde HSIL gelismemistir (14).
Kolposkopi sonrasi biyopsi yapilan olgular
inceledigimiz ¢alismamizda da ASC-US tanist
verilen olgularin biyopsilerinde CIN3 tanili
olgu yoktur. Fakat ASC-US tanisi konulan
hastalarin  servikal biyopsilerinde yiiksek
dereceli lezyon (HSIL) varliginin arastirildig:
baska bir calismada, skuamoz intraepitelyal
lezyon (SIL) varligt %28,3 (CIN1: %20,6;
CIN2: %4,5; CIN3 %3,2) olarak bulunmustur
(15). Bethesda ASC-US tani kriterlerine dikkat
edildiginde hemen tedavi gerektirebilecek
yiiksek dereceli lezyonlar yanlishikla ASC-US
tanis1 almayacaktir.

Yapilan bir meta-analizde servikal sito-
histopatolojide p16 boyamayla ilgili yapilmis
caligmalar ele alinmis ve bunlarin arasindan
61’1 degerlendirmeye uygun  bulunarak
incelenmistir.  Bu  arastirmalarmm  biiylik
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kisminda pl6 pozitifligi icin esik degerin
belirlenmesinde, caligmamizda  kullanilan
Klaes ve ark.’mn yaptigi caligmanin referans
almdigi belirtilmistir (10). Genel olarak ASC-
US tanili olgularm Dbiyopsilerinde %45
oraninda pl16 pozitifligi bulundugu bildirilmis,
sitolojik taninin ciddiyeti arttikga p16 pozitiflik
oraninin da yiikseldigi goriilmiistiir. Histolojik
incelemelerde  ise  normal  biyopsilerin
%2’sinde, CIN1 vakalarinin %38’inde, CIN2
vakalarmin %68’inde ve CIN3 vakalarinin
%82’sinde pl6’nin pozitif olarak bildirildigi
gorilmiistir  (8). Lezyonun  derecesi
yiikseldikce pl6 antikoru boyanma orani da
artmaktadir. Diger bir c¢aligmada ise 15
skuamoz intraepitelyal neoplazi olgusundan
8’inde pl6 Dboyanmasi izlenmistir (16).
Calismamizda CIN 3 olgusu bulunmadig: icin
vakalarimizda  buldugumuz %46  pozitif
boyanma orani literatiirdeki diisiik dereceli
lezyonlardaki p16 boyanmasiyla benzerdir.

Sonug olarak, bu calismada Pap smear
incelemelerinde Bethesda sistemi kullanilarak
ASC-US tanist konulan vakalarin %39’unda
altta yatan bir SIL bulundugu saptanmustir.
Bethesda ASC-US tani kriterlerinden higbiri,
olas1 neoplastik degisiklikleri dngérmede tek
bagina diger kriterlerden lstiin degildir. ASC-
US tanmist  konulurken  Bethesda  tam
kriterlerinin her birinin varligit ayn ayn
arastirilmali ve en az 2, tercihen 3 Kriterin
pozitif olmasi tercih edilmelidir. Ayrica,
immiinohistokimyasal plé antikoru
calismasinin  yalanct  pozitiflik  oranmin
oldukca diisiik oldugu, bu sayede neoplazi
potansiyeli tasiyan vakalarin belirlenmesinin
olduk¢a kolaylastigi goriilmiistiir. Ilerleyen
yillarda pl6 boyanmasinin sitopatolojiyle
birlikte kullanilabilecek énemli bir tanisal arag
haline gelecegi diistiniilmektedir.
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Each lesion is a tumor unless otherwise proven!

Her kitle aksi ispat edilene kadar tiimordiir!
Alper Cirakli!, Hasan Gécer?, Nevzat Dabak?
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OZET
Giris ve Amag: Klinigimizde tiimér 6n tanisi ile incelenen ve patolojik inceleme sonucu tiimor benzeri lezyon
saptanan olgularin degerlendirilmesi amaglandi.
Yontem ve Geregler: Ocak 1987-Ocak 2012 yillar arasinda kemik ve yumusak doku tiiméri 6n tamsi ile ileri
inceleme yapilan 349 olgu retrospektif olarak incelendi. Olgular yas, cinsiyet, lokalizasyon, patolojik tani ve
ozellikleri agisindan degerlendirildi. Elde edilen veriler SPSS 15.0 sistemine aktarilarak analiz edildi. Verilerin
normal dagilima uyup uymadig1 Shapiro-Wilk testi ile degerlendirildi.
Bulgular: 349 olgunun 175’1 (%50.1) erkek, 174’1 (%49.9) kadin ve yas ortalamasi 35.3 idi. Lezyonlarin 101’1
(%28.9) femur ve uylukta, 56’s1 (%16) tibia, fibula ve baldirda lokalize idi. Lezyonlarin incelenmesi sonucunda
79’unun (%22.6) normal doku oldugu, 74iiniin (%21.2) iltihabi olay, 63’liniin (%18.1) ise osteomiyelit oldugu
gOriildii. Verilerimiz tiimor ile en ¢ok enfeksiyon ve normal doku reaksiyonunun karigtigini gosterdi.
Tartisma ve Sonu¢: Kemik ve yumusak doku tiimériinii stiphelendiren klinige ve 6zelliklere sahip olan her olgu
aksi ispat edilene kadar timdr kabul edilerek bu yonde ileri tetkik ve tedavisi diizenlenmelidir. Bu yaklagim
morbidite ve mortaliteye sebep olan tiimoriin erken tani ve tedavisine olanak saglayacaktir.
Anahtar Kelimeler: Tiimér benzeri lezyon, Tiimor, Kemik, Yumusak doku, Analiz

ABSTRACT
Introduction: The purpose of this study was to assess the cases that were examined with a prediagnosis of
tumor but were found to have tumor-like lesions as a result of pathological examination.
Methods: 349 cases that had undergone advanced examination with a prediagnosis of bone and soft tissue tumor
and had been found not to have tumor between January 1987 and January 2012 were examined retrospectively.
The cases were assessed in terms of age, gender, localization, pathological diagnosis and features. The data were
analyzed by SPSS 15.0. Shapiro-Wilk test was used to find out whether the data were distributed normally.
Results: 175 (50.1%) of 349 cases were men, while 174 (49.9%) were women and the average age was 35.3.
101 (28.9%) of the lesions were localized in the femur and thigh while 56 (16%) were localized in tibia, fibula
and calf. Results of the examinations of lesions showed that 79 (22.6%) were normal tissue, 74 (21.2%) were
inflammatory and 63 (18.1%) were osteomyelitis. Our data showed that infections and normal tissue reaction
were most commonly mistaken for tumor.
Discussion and Conclusion: Each case with the clinic and features which bring to mind bone and soft tissue
tumor should be accepted as tumor unless otherwise proven and advanced examination and treatment should be
organized accordingly. This approach will allow the early diagnosis and treatment of tumor which causes
morbidity and mortality.
Keywords: Tumor-like lesion, Tumor, Bone, Soft tissue, Analysis

Bone and soft tissue tumors and tumor-like
lesions which involve the skeletal system can
be seen at any age, in any part of the body and
with various clinical findings. Despite these

Introduction

Cancer is among the leading causes of death
due to the complications and metastases it

causes and this situation presents itself as a
medically and socially important health
problem. Since cancer is considered to mean
death in society, even the prospect of cancer is
regarded with fear and anxiety.

differences, tumors and tumor-like lesions can
show findings which can be mistaken for each
other (1). Today, increasing experience and
technological developments have made the
diagnosis based on the features of the patient
and the lesion easier. Still, most of the time,
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biopsy has the key role in diagnosis (2). When
all these are considered, bone and soft tissue
tumors which cause morbidity and mortality
and tumor-like lesions should be distinguished
and suitable diagnosis and treatment should be
made. Thus, tumor-like lesions which are also
known as tumor precursor should be known
well and should certainly be kept in mind in
the definitive diagnosis of tumor.

In this study, the cases that underwent
biopsy and/or surgical treatment in our clinic
with a prediagnosis of bone and soft tissue
tumor and diagnosed not to have tumor as a
result of pathology were evaluated in line with
literature.

Material and Method

349 cases, which underwent advanced
examination between January 1987 and
January 2012 with a prediagnosis of bone and
soft tissue tumor and were found to have
tumor-like lesion as a result of pathological
examination, were examined retrospectively
after permission was taken from the local
ethical board.

In order to be able to determine the
diagnosis and to plan the suitable treatment of
the cases that were admitted to our clinic with
a prediagnosis of bone and soft tissue tumor,
the cases were assessed in detail in skeletal
system and soft tissue tumors council which
consisted of orthopedic oncology, medical
oncology, pediatric hematology-oncology,
radiation oncology, radiology, pathology and
nuclear medicine experts in terms of
anamnesis, physical examination, laboratory
findings and radiological examinations. The
decisions of the tumor council determined the
planning and the interventions. The samples
taken from the cases that underwent biopsy
and/or surgical treatment were analyzed in
detail by the pathology and microbiology
department. The cases that were found to have
tumor-like lesions as a result of the
pathological examination were included in the
study. The cases were analyzed in terms of
age, gender, localization, pathological
diagnosis and features.

The data were analyzed by SPSS 15.0
(SPSS Inc., Chicago, IL, USA) program.
Shapiro-Wilk test was used to find out whether
the data were distributed normally. The data
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which  were normally distributed were
expressed in terms of average+standard
deviation, while the data which were not
normally distributed were expressed in terms
of mean (min-max).

Results

Of the 349 cases that were found to have
tumor-like lesion, 175 (50.1%) were men,
while 174 (49.9%) were women and the
average age was 35.3. 101 (28.9%) of the
lesions were localized in the femur and thigh
while 56 (16%) were localized in tibia, fibula
and calf. Results of the pathological
examinations showed that 79 (22.6%) of the
lesions were normal tissue, 74 (21.2%) were
active-chronic inflammation and 63 (18.1%)
were osteomyelitis (Figure 1). Tumor-like
lesions in our series were summarized in Table
1.

Table 1: Tumor-like lesions.

Pathological diagnosis | Number | Percentage
(n) (%)
Normal tissue 79 22.6
Infection 74 21.2
Osteomyelitis 63 18.1
Necrotic bone 24 6.9
Inflammatory changes 20 5.7
Tuberculosis 19 54
Callus 19 54
Osteoarthritis 9 2.6
Metabolic disease 9 2.6
Miyositis ossificans 8 2.3
Synovial hyperthrophy 8 2.3
Osteoporosis 5 1.4
Nodular fasciitis 3 0.9
Calcinosis 2 0.6
Synovitis 2 0.6
Hydatic cyst 2 0.6
Osteochondritis dissecans 1 0.3
Paget’s disease 1 0.3
Bursitis 1 0.3
Total 349 100
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Figure 1: Tibial osteomyelitis is observed in
radiological examinations

When the data in our series were
analyzed, it was found that the most common
reason was infection with 164 (46%) cases and
79 (22%) cases that were thought to have
tumor in fact had normal tissue.

Discussion

Bone and soft tissue tumors are rare tumors
(3). Since they are rare, they are mistaken for
tumor-like lesions and serious problems arise
during diagnosis. Although the additional
examinations conducted on a tumor-like lesion
thinking that it is a tumor may seem
unnecessary, delaying the diagnosis and
treatment of a tumoral lesion by thinking that it
is a tumor-like lesion can cause irreversible
results and increase morbidity and mortality.
Detailed anamnesis, a careful physical
examination, necessary laboratory and
radiologic examinations are required in the
diagnosis of tumor and tumor-like lesions (4,
5). Despite all these assessments, it is not
always possible to make a diagnosis in
experienced centers and biopsy is made for
definitive diagnosis (2). 349 cases that
underwent biopsy for definitive diagnosis due
to a prediagnosis of tumor were found not to
have tumor as a result of pathological
examination.

Bacterial, viral, fungal and parasitary
infections, stress fractures, myositis ossificans,
Paget’s disease and metabolic diseases
frequently present as tumor-like lesions (6). In
our study, the most common reason was found
as infection with 164 (46%) cases and 79
(22%) cases that were thought to have tumor
were found to have normal tissue lesion. This
result brought to mind that normal tissue can
also undergo reactive change as tumoral
lesions due to various reasons such as trauma
and infection.

Infections in the bone and soft tissues
which have high virulence can be diagnosed
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and treated early since they have obvious
clinical symptoms and laboratory findings.
However, since clinical symptoms and
laboratory findings formed by factors which do
not have high infection virulence are not
obvious, they can easily be mistaken with
tumor (7). In order to be able to distinguish
these two lesions from each other, anamnesis
and physical examination should be made very
carefully and radiological and/or laboratory
examinations should be asked based on the
prediagnosis. While assessing the patient, the
important thing is not to ignore that the lesion
can be a tumoral mass by taking prediagnosis
into consideration. But it is not right to see
each mass, pain or bone change as tumor. This
balance is medically and socially important.

Infections are  most  frequently
mistaken for Ewing Sarcoma in childhood age
group, while they are mistaken for
Lymphomas in adults. The cause is mostly
bacteria, fungus, tuberculosis and fungal
infections can also be seen. Infection, which
was found as the most frequent reason in our
study was in the form of acute-chronic
inflammation in 74 (21.2%) cases, osteomyelit
in 63 (18.1%) cases, tuberculosis in 19 (5.4%)
in 19 cases, nodular fasciitis in 3 (0.9%) cases,
synovitis in 2 (0.6%) cases, hydatic cyst in 2
(0.6%) cases and bursitis in 1 (0.3%) case.

Although infections can be seen in any
age group and any bone, they are frequent in
childhood and lower extremity (8). In our case,
the average age was 35.3. Most of the lesions
were located in the lower extremity, 101
(28.9%) were in femur and thigh while 56
(16%) were localized in tibia, fibula and calf.
As a conclusion, each case with a doubt of
bone and soft tissue tumor or persistent
findings should be considered as tumor unless
otherwise proven. This approach will enable
the early diagnosis and treatment of tumor that
causes morbidity and mortality.
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A Case Report of Radical Prostatectomy in Large Prostate Volume

Biiyiik Voliimlii Prostatta Radikal Prostatektomi Olgu Sunumu
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!Abdurrahman Yurtarslan Ankara Onkoloji Egitim Ve Arastirma Hastanesi
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OZET

Radikal prostatektomi uygulanan olgularda prostat voliimiiniin onkolojik ve fonksiyonel sonuglara etkisi
bulunmaktadir. Biiyiik hacimli prostata sahip olgular da radikal prostatektominin zorluklari mevcuttur. Bu olgu
sunumunda biiyiik prostatli hastaya radikal prostatektomi yapilmis ve fonksiyonel ve onkolojik sonuglara voliimiin

etkisi aragtirilmustir.

Anahtar kelimeler: prostat kanseri, radikal prostatektomi, biiyiik prostat

ABSTRACT

Prostate volume has an impact on oncologic and functional outcomes in patients who underwent radical
prostatectomy. There are the challenges of radical prostatectomy in patients with large-volume prostate. In this
report radical prostatectomy was underwent in patients with large prostates and volume effects were investigated

in functional and oncologic results.

Keywords: prostate carcinoma, radical prostatectomy, large prostate

Giris

Prostat kanseri Avrupali erkeklerde goriilen en
sik solid organ timoériidiir (1). Siklikla 65 yas
lizerinde goriillmekte ve uzun seyirli bir
hastaliktir (2). Tedavisinde farkli yontemler
bulunmakla birlikte hangi yontemin segilecegi
konusunda cesitli faktorler
degerlendirilmektedir. Prostat biyiikligi de
bunlardan biridir. Biiyiikk prostat hacmi
varliginin fonksiyonel ve onkolojik sonuglar
tizerinde negatif etkisi olabilecegi bilinmektedir
(3-5). Biiyiik prostatlarda  diseksiyonun
zorlasmast nedeni ile norovaskiiler demetin
korunmasi giiclesmekte ve daha fazla kanama
olacagindan dolay1 hastanin erektil
fonksiyonunun korunmasinda giigliikler ortaya
cikabilmektedir (6). Bu olgu sunumunda 180
gram prostat voliimiine sahip 70 yasindaki hasta
sunulmustur.

Olgu

Alt triner semptomlar nedeni ile klinigimize
bagvuran 70 yasindaki erkek hastanin yapilan
tetkiklerinde prostat spesifik antijen(PSA)
degeri 18.63 ng/mL saptandi. Rektal tusede

Ozellik saptanmayan hastaya 12 kadran
transrektal prostat biyopsisi uygulandi. Sagda 5
kadranda %50 ile 90 arasinda degisen Gleason
4+3 prostat adenokarsinom saptandi. Evreleme
amagl1 hastaya kontrastl abdominal bilgisayarli
tomografi (BT) ve tiim viicut kemik sintigrafi
(TVKS) yapildi. Hastanin BT’sinde metastaz
lehine bulgu saptanmadi. Ancak prostat voliimii
64x82x76 mm boyutlarinda ve 200cc olarak
Olciildi (Resim 1). Kemik sintigrafisinde de
tutulum goriilmedi. Hastaya tedavi segenekleri
anlatildi ve sonugta radikal prostatektomi
planlandi. Hastaya biyopsiden 8 hafta sonra
radikal prostatektomi ve bilateral lenf nodu
diseksiyonu uygulandi. Prostat voliimiiniin
biyiikligi nedeniyle puboprostatik
ligamanlarin kesilmesi dorsal ven kompleksinin
yeterli goriintiisiinii saglayamamugtir (Resim 2).
Bu nedenle dorsal ven kompleksi doniiliirken
hem 1-0 vicryl siitiir ile ‘8 rakam1’ siitiir atilmig
hem de McDougall klemp ile venz kompleks
ve anterior iretra arasma girilerek ek siitiir
konulmustur. Kompleksin diseksiyonu
sirasinda hastanin hidrasyonu kisilarak vendz
pleksusun  konjesyonu da  azaltilmaya
caligilmistir.  Patolojik  spesimenin  sonucu
prostat adenokarsinom Gleason skor 5+3
seklinde raporlanmustir. Timor icinde yer yer
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perindral invazyon dikkat c¢ekmistir, tiimoral
lezyon bir alanda kapsiiler insizyon hattinda
devamlilik gostermektedir. Tiimor 108 bloktan
13 tanesinde izlenmis olup yaklagik timor
voliimii %6 olarak hesaplanmigtir. On ii¢ adet
lenf nodu spesimeninin tamami reaktif olarak
raporlanmistir. Perioperatif donemde 1 {inite
eritrosit siispansiyonu (ES) yapilan hastanin
postoperatif hemoglobin (Hb) seviyesi 11.3
g/dL  seklindedir. Postoperatif 4.giin dreni
¢ekilen hastanin totalde 400cc drenaji olmustur.
On {gciincii glinde {retral sondasi alinan
hastanin postoperatif 1. ay kontroliinde PSA
seviyesi 0.01 ng/mL seklindedir. Takipte olan
hastanin giinliik tek pedin kontinanst mevcut
iken hasta empotan durumdadir.
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Resim 1: Intraoperatif gériiniim
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Resim 2: Tomografi goriintiisii

Tartisma

Lokalize prostat kanserinde tedavi
modalitesinin belirlenmesinde prostat voliimii
onemli bir yere sahiptir. Bilylik prostat varlig
cerrahi tercih edilecek hastalarda diseksiyonun
zorlagmas1 ve norovaskiiler demetin ortaya
¢ikarilmasindaki sikintilar nedeniyle kanama ve
postoperatif empotans riskini artirmaktadir
(5,6). Prognozda preoperatif PSA seviyesi,
Gleason skoru ve patolojik evrenin yani sira
prostat boyutu da belirleyicidir (7,8).
Literatiirde tiimor boyutu ile prognoz arasindaki
iligkiyi ~ aragtiran  pek  ¢ok  caligma
bulunmaktadir. Briganti ve ark. 3412 kiigiik
prostat boyutlu olguda prognozun daha iyi
oldugunu (9), Freedland ve Kulkarni de
boyutun azalmasinin cerrahi simr pozitifligini
azalttigimi gostermiglerdir (10,11). D’amico
biiyiik prostat varliginin preoperatif PSA
seviyelerini artirdigint ancak cerrahi ve
patolojik agidan daha iyi sonuglara sahip
oldugunu belirtmistir (12). Foley ve arkadaslar1
da 2003 yilindaki c¢aligmalarinda prostat
boyutunun biiyiimesi ile klinik 6nemsiz prostat
kanseri saptanma olasiliginin arttigini, biiyiik
prostat voliimiinde PSA seviyelerinin yliksek
olmasina ragmen  biyopsideki  Gleason
skorlarinin diisiik oldugunu bunun da nedeninin
yilksek prostat voliimlii olgularda timor
voliimiiniin daha diisiik olmasina
baglanmaktadir (13). Calismalarin  biiyiik
kisminda benzer sonuglar yer almaktadir.
Kiigiik voliimlii olgularda tiimoriin daha agresif
seyrettigi ve cerrahi sinir pozitifliginin daha sik
gozlendigi  bildirilmekle  birlikte  biiylik
prostatin rekiirrensle iligkisinin bulunmadigi
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sadece cerrahi teknikte zorluga yol actig1
bildirilmistir  (2,7,10,13). Olgumuzda da
literatiire benzer olarak biiyiik prostat voliimiine
ragmen cerrahi sinir pozitifligi goriilmemis
ancak cerrahinin zorluguna bagli nérovaskiiler
demet korunamamistir ve hasta postoperatif
empotan durumdadir.

Sonug¢ olarak biiyilk prostat voliimlii
olgularda radikal prostatektomi cerrahisi tercih
edilecekse cerrahi sinir  pozitifligi  ve
biyokimyasal rekiirrensle ilgili bir kaygiya
gerek yoktur. Ancak cerrahi teknigin zorlugu
g6z Oniinde bulundurularak preoperatif kan
replasmani hazir bulundurulmali ve hastaya
postoperatif inkontinans ve empotans riskinden
ozellikle bahsedilmelidir.

Olgu Sunumu

Cikar catismasi: Yok
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Magnetic Resonance Imaging findings of idipathic intracranial
hypertension in a lymphoma patient

Lenfoma tamlh hastada idiyopatik intrakranial hipertansiyonun Manyetik
Rezonans Goriintilleme bulgular:
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OZET

Intrakranial hipertansiyonla komplike olan lenfoma tanili 41 yasindaki kadin hastanin MR bulgularini sunuyoruz.
Bizim olgumuzda bag agris1 ve gorme bulaniklig1 olmasi iizerine yapilan g6z muayenesinde papil ddemle birlikte
normal gorme keskinligi saptanmistir. Kranial ve orbita MRG sinde empty sella, optik sinirde tortiozite, skleral
diizlesme, optik disk diizeylerinde protriizyon, optik sinir etrafinda artmig BOS izlenmistir. MR venografisinde
sag sigmoid siniiste fokal bir alanda sinyal kaybi izlenmis olup tromboza ait olabilecegi diisiiniilmiistiir.
Olgumuzun MR bulgular1 esliginde intrakranial hipertansiyonun MR bulgularini sunmayi amagladik.

Anahtar Kelimeler: intrakraniyal, hipertansiyon, psédotiimor serebri, manyetik rezonans goriintiileme

ABSTRACT

We herein report MR findings in a case of lymphoma complicated with intracranial hypertension in a 41 year old
woman. Our patient presented with headache and blurred vision. Ophthalmic examination revealed normal visual
acuity (20/20) in both eyes with papilledema. We saw empty sella, optic nerve tortuosity, scleral flattening, optic
nerve head protrusion, increased perioptic cerebrospinal fluid on brain and orbit magnetic resonance imaging.
Magnetic resonance venography of the brain showed lack of flow in the right sigmoid dural sinuses suggestive of
venous thrombosis. We aim to present intracranial hypertension MR features with our patient's MRI findings.
Keywords: intracranial, hypertension, pseudotumor cerebri, magnetic resonance imaging

Giris:

Idiopatik intrakranial hipertansiyon(IiH) beyin
omurilik sivi basincinin artisi ile karakterize
sebebi bilinmeyen bir hastaliktir. Psédotiimor
serebri olarak da bilinmektedir. Genellikle
dogurganlik  ¢agindaki obez kadinlarda
gorlilmektedir. 15-44 yas arasindaki kadinlarda
3,5/100.000 oraninda goriilirken normal
kilosunun %20 sinden fazla kiloya sahip 20-44
yas arast kadmlarin 100000’inin 19’unda
goriilmektedir(1). Basagris1 (%94), pulsatil
tinnitus(%58),  fotopsi(%54),  retrobulber
agri(%44), gecici gdz kararmasi (%68) ve
gecici  gorme  kaybma  (%30) neden
olabilmektedir. Altinc1 kranial sinir parezisine
ve papil 6deme bagh cift gérme (%38) ortaya
¢ikabilir(1). Bu olgumuzda lenfoma tanisi olan

papil 6dem ve basagrisi nedeniyle IHH
disiiniilen hastanin manyetik rezonans (MR)
goriintiileme bulgularini sunmay1 amagladik.

Olgu Sunumu:

Kilo kayb1 ve boynunda ele gelen sislik nedeni
ile hastaneye bagvuran kirk bir yasinda kadin
olguya yapilan servikal lenf bezi biyopsisi
sonucu periferal T hiicreli lenfoma tanisi
konmustur. Tedavi altinda iken tiimor lizis
sendromu gelismis, timor lizis sendromu
tedavisi sonrasi gelisen gdrme bulanikligi ve
bas agrist semptomlart nedeniyle yapilan goz
muayenesinde papil 6demi tespit edilmistir.
Diger norolojik muayene bulgular1i normal
bulunmus olupkranial MRG incelemesinde
sella boyutlariin arttig1 ve suprasellar sisternin
sella igerisine uzanmim gosterdigi tespit
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edilmistir (Resim 1). Sag sigmoid siniiste sinyal
void kaybi izlenmistir (Resim 2). Orbita MR
incelemesinde her iki optik sinir etrafinda
artmis BOS’a ait sinyal izlenmistir. Her iki
optik sinir tortiyozite gostermekteydi (Resim
3). Her iki bulbus okuli posteriorunda diizlesme
ve optik disk diizeylerinde solda belirgin olmak
lizere protriizyon izlenmistir. MR
venografisinde sag sigmoid siniiste fokal bir
alanda sinyal kayb1 izlenmis olup tromboza ait
olabilecegi diisiiniilmiistiir (Resim 4).

Olgu Sunumu

Resim1: Aksiyel T2 aglrhl goriintiilerde her

iki optik sinir etrafinda artmig Bos, tortiozite
gosteren optik sinirler, optik disk diizeylerinde
solda belirgin olmak {izere protriizyon
izlenmistir.

Resim 2: Aksiyel T2 agirlikli goriintiilerde sag
sigmoid  sinuste  sinyal = void  kaybi
izlenmektedir.

Resim 3: MR venografide sag sigmoid siniiste fokal
sinyal kaybi izlenmektedir.
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Resim 4: Sagittal T2 agirlhikli goriintiillerde sella
anterior-posterior ¢apinda artma (18mm) ve
suprasellar sisternin sellaya uzanimi goriilmektedir.

Tartisma:

Intrakranial hipertansiyon, intrakranial basinci
artiran patolojiler nedeniyle ortaya cikabilir.
Venoz tromboz, hemorajik inme gibi durumlara
sekonder beyin kan voliimunun artmasi,
intrakranial kitle ve serebral 6deme sekonder
beyin volimiiniin artmasi ile koroid pleksus
tiimorii ve BOS akimina engel olan tiimorlere
sekonder BOS voliimiiniin artmasina neden
olan durumlar intrakranial hipertansiyona
neden olabilir (1,2). Bizim olgumuzda siniis
trombozu kan voliimiiniin artmasina sebep
olarak intrakranial hipertansiyon bulgularina
neden olmus olabilir. Ayn1 zamanda hastanin
tiimor lizis sendromunda olmasi da s1vi yiikiinii
artirarak bu bulgulara neden olabilir. Eger
etyolojiyi aciklayacak bir neden bulunamazsa
[IH tanis1 konulur. iTH bir ekartasyon tamsidur.
[IH’li hastalarin  yaklasik %90’mda MR
venografisinde transvers sinis stenozu(TSS)
tespit edilmektedir. Ancak TSS’nin IHH nin bir
nedeni mi yoksa bir sonucu mu oldugu kesinlik
kazanmamustir(3). Intrakranial hipertansiyonlu
hastalarda ~ MR’da  posterior  sklerada
diizlesme(%80), bos sella(%70), perioptik
subaraknoid boslukta genisleme(%50),
prelaminar optik sinirin kontrastlanmasi (%45),
optik sinirde vertikal tortiyozite (%40) ve
prelaminer optik sinirin intraokiiler protriizyonu
(%30) goriilebilir. Bu bulgular iilH’de daha sik
goriilmektedir(2,4). Brodsky ve Vaphiades
yaptiklar galismada 20 1IH tanis1 olan hastada
posterior sklerada diizlesme, prelaminer optik
sinirde kontrastlanma, perioptik subaraknoid
boslukta genisleme, prelaminer optik sinirin
intraokiiler protriizyonu, orbital optik sinirde
vertikal tortiyozite ve bos sella goriiniimii
kontrol grubuna gbére anlamli  yiiksek
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Olgu Sunumu

bulunmustur (5). Agid ve arkadaslari tarafindan
30 IIH’li hastada yapilan galismada yukarida
tanimlanan bulgular kontrol grubuna gore
anlamli yiiksek bulunmustur (6). Maralani ve
Agid tarafindan yapilan iki ayr1 calismada
posterior globdaki diizlesmenin IHH igin
yiiksek spesifite gosterdigi saptanmistir (6,7).

Sonugc:

Idyopatik  intrakranial  hipertansiyon igin
yapilan goriintiileme yontemlerinin asil amact
intrakranial hipertansiyona neden olabilecek
patolojileri dislamaktir. Ancak IHH’de bos
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sella, posterior glob diizlesmesi, optik sinirde
tortiyozite ve optik sinir kilifinda genisleme
gibi bazi non-spesifik goriintiileme bulgular
oldugu ¢esitli literatiirlerde tanimlanmigtir. Bu
bulgularin olmas1 IHH icin diagnostik degildir
ancak papil 6dem gibi diger nérolojik bulgulara
eslik etmesi halinde taniyr desteklemektedir.
Diger bir deyisle klinik bulgularla [TH
diisiiniilen olgularda goriintiileme bulgularinin
negatif olmasi IHH tanisim diglamaz ancak
goriintiileme bulgularinin pozitif olmasi taniy1
destekler.

Cikar Catismasi: Yok
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Endometrial Cancer in Bicornuate Uterus: Case Report

Bikornuat Uterusta Endometrium Kanseri: Olgu Sunumu
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OZET

Bikornuat uterusta ortaya c¢ikan endometrial karsinom nadiren rapor edilmistir. Sunulan olgu 75 yasinda
postmenapozal yakinmasi olan hastada tanimlanmistir. Daha 6nce sunulanlardan farki bikornuat uterusun bir
taraftaki boynuzunda endometrial karsinom, diger taraftaki boynuzunda endometrial polip belirlenmesidir ve
bunlarin her ikisi de postmenapozal kanama nedenidir.

Anahtar Kelimeler: Endometrium kanseri, Bikornuat uterus, Endometrial polip, Postmenapozal kanama

ABSTRACT

Endometrial carcinomas arising in a bicornuate uterus has been very rarely reported before. Our case report has
been identified in 75-year-old patient with postmenopausal bleeding. Unlike previously reported cases, our case
showed endometrial carcinoma in one horn and endometrial polyp in the other horn of bicornuate uterus, both of
which are among the causes of postmenopausal bleeding.

Keywords: Endometrial cancer, Uterus bicornuate, Endometrial polyp, Postmenopausal bleeding

Giris

Bikortnuat uterus, miillerian kanalin parsiyel
fiizyon eksikliginden kaynaklanan anomalidir.
Genellikle birbiriyle iligkili iki ayr1 uterin kavite
ve tek bir serviks ile karakterizedir. Fiizyon
basarisizliginin derecesine gore daha kismi bir
ayrilmayla sonuglanabilecegi gibi ayrilma
servikse kadar uzayabilir (1).

Endometrium kanseri en sik goriilen
jinekolojik malignitedir. Endometrial biyopsi
ile tam1 sansinin yiiksek oldugu bu tiimorde
anormal vajinal kanama erken donemde klinik
tam1  konmasmi saglar. Birincil tedavi
histerektomi, bilateral salpingo-ooforektomi ve
gereken durumlarda lenfadenektomidir.
Hastalarin dortte iiciinde sadece cerrahi ile
tedavi edilebilen disiik grade diizeyli uterusla
simirli  hastalik mevcuttur. Ileri evrelerde
adjuvant radyoterapi, kemoterapi veya her ikisi
birden gerekebilmektedir (2).

Endometrial polipler yaygindir.
Persiste  kanamasi  olan  postmenopozal
kadinlarda %38 oraninda polip saptanmistir.

Transvajinal ultrasonografi, sonohisterografi,
histerosalpingografi tant amach kullanilan
baslica goriintiileme ydntemleridir. Tan1 ve
tedavide histeroskopi altin standarttir (3).

Postmenopozal kanama ¢ogunlukla iyi
huylu patolojilerden kaynaklanir. En sik nedeni
atrofidir. Polip baslica sebepler arasindadir.
Olgularm biiylik cogunlugunun postmenapozal
donemde oldugu endometrium kanserinde en
sik semptom postmenopozal kanamadir ve bu
nedenle bu semptomun varliginda tan1 amagh
probe kiiretaj veya histereskopi ile endometrial
ornekleme yapilmasi gereklidir (4).

Bikornuat uterusda tek basina polip
olan kaviteden yapilan Ornekleme kanama
sebebinin teshis edildigi yanilgisin1 dogurup
kanser teshisinin atlanmasina neden olacaktir.
Bu makalede uterus boynuzlarinin birinde
postmenapozal kanama nedeni olarak benign
patoloji olan endometrial polipin diger
boynuzunda ise endometrial kanserin oldugu
olgunun sunulmasi amaglandi.
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Olgu

Obez (viicut kitle indeksi:39 kg/m?), gravida 3,
parite 3, 6lii dogum 3 ve yasayan 0 olan 75
yasindaki hastaya postmenapozal kanama
yakinmasiyla dis merkezde endometrial
ornekleme yapilmig olup patoloji sonucunun
endometrial kanser olarak belirtilmesi {izerine
hastanemize  yonlendirilmistir.  Jinekolojik
muayenesinde patolojik bulgu saptanmamustir.
Transvajinal ultrasonografide 20x39 mm
boyutlarinda uterus bikornuat goriiniimde,
endometrium Kavitelerden birinde 12 mm,
digerinde ise yer yer hipoekoik alanlar
icermekle beraber 16 mm 6l¢iilmiistiir. Bilateral
overler  atrofik  olarak  tamimlanmigtir.
Endometrial biyopsi sonucu malign epitelyal
tiimor seklinde rapor edilmistir. Bunun iizerine
yapilan laparotomide uterus didelfis halindeydi,
her iki over ve tuba wuterina ve diger
intraabdominal  organlar normal olarak
degerlendirildi.  Ekstrafasiyal histerektomi,
bilateral salpingo-ooforektomi, pelvik ve
paraaortik lenfadenektomi ve omental biyopsiyi
icerecek sekilde hastaya evrelendirici cerrahi
uygulandi.

Patolojik degerlendirmede; materyalin
makroskopisinde uterusta bikornus unikollis
anomalisi belirlendi. Sol boynuz boyutu 5x3x1
cm, sag boynuz boyutu 4x3x1 cm ve serviks
boyutu 5x4 cm olarak 6l¢iildii. Sol taraftaki
uterusun kesitinde liimeni tamamen dolduran,
polipoid tarzda biliyimis 3x2x0.5 cm
Olgiilerinde tiimoral lezyon; sag taraftaki
uterusun kesitinde 5 cm uzunlugunda ve 1 cm
capmmda  polip yapist mevcuttu, sag
endometrium diger kisimlarda 0.1 cm ol¢iildi
(Resim 1).

Histopatolojik incelemede sol taraftaki
uterusta grade 1  endometrioid tip
adenokarsinom ve sag taraftaki uterusta
endometrial polip tespit edilmistir (Resim 2).
Her iki over ve tuba uterinada patoloji
izlenmemis ve lenf nodlar1 reaktif olarak
belirlenmistir. Nihai patoloji sonucunda hasta
2009 FIGO kriterlerine gore evre 1B olarak
tanimlanmustir.
cerrahi uygulandi.

Patolojik degerlendirmede; materyalin
makroskopisinde uterusta bikornus unikollis
anomalisi belirlendi. Sol boynuz boyutu 5x3x1
cm, sag boynuz boyutu 4x3x1 cm ve serviks
boyutu 5x4 cm olarak olgiildii. Sol taraftaki
uterusun kesitinde liimeni tamamen dolduran,
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polipoid tarzda bilyimis 3x2x0.5 cm
Olgiilerinde tiimoral lezyon; sag taraftaki
uterusun kesitinde 5 cm uzunlugunda ve 1 cm
capinda  polip yapist  mevcuttu, sag
endometrium diger kisimlarda 0.1 cm ol¢iildi
(Resim 1).

Resim 1. Bicornuat uterus;
egri ok:timoral lezyon, diiz ok: endometrial polip

Histopatolojik incelemede sol taraftaki
uterusta grade 1  endometrioid tip
adenokarsinom ve sag taraftaki uterusta
endometrial polip tespit edilmistir (Resim 2).
Her iki over ve tuba uterinada patoloji
izlenmemis ve lenf nodlar1 reaktif olarak
belirlenmistir. Nihai patoloji sonucunda hasta
2009 FIGO kriterlerine gore evre 1B olarak
tanimlanmustir.

Tartisma

Uterin malformasyonlar ile endometrial kanser
risk artig1 arasinda bildirilmis bir iliski yoktur
(5). Bicornuat uterusta gelisen endometrial
kanser vakasi oldukc¢a nadir rapor edilmistir.
Cogu olguda tek boynuzda endometrium
kanseri goriilmekte iken, daha nadir olarak her
iki uterus boynuzunda endometrium kanserinin
gelistigi olgular da sunulmustur (6, 7).

Sunulan olguda soldaki uterusta
endometrium kanseri mevcutken sagdakinde
endometrial polip saptandi. Endometrium
kanseri ve endometrial polip kadinlarda
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anormal vajinal kanamaya sebep
olabilmektedir. Anormal vajinal kanamalarda
hedef kanseri diglamak ve altta yatan nedeni
saptamaktir. Kanseri ekarte etmek igin
endometrial biyopsi Onemlidir. Bikornuat
uterusda nadiren her iki boynuzda kanser
meydana gelmektedir. Bu nedenle tek
boynuzdan  Ornekleme  kanser  tansinin
atlanmasina sebep olabilir.

Olgu Sunumu

Aok N S e
Resim 2. Olgunun mikroskopik histopatolojik
bulgular1 (A) Endometrial polip; (B)Endometrioid
tip adenokarsinom, grade 1
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Bikornuat uterus anomalisi nadir goriilmesine
ragmen bu anomaliye sahip olan kadinlarin
belirlenmesi  tan1  atlanmamasi  ag¢isindan
degerlidir. Her iki kavitenin dikkatli sekilde
taranmast gerekmekte olup tek kavitenin
taranmasi tan1 eksikligine yol agabilir.

Cikar catismasi: Yok
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Abdominal wall metastasis (recurrence) in uterine cervix carcinoma:
Report of 2 cases

Serviks kanserinin karin duvari tutulumu: Nadir iki vaka sunumu
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OZET

Serviks kanseri diinyada kadinlarda en sik goriilen dordiincii kanser tiiriidiir. Hastalarin %30'unda ilk 2 yil i¢inde
rekiirrens saptanir. En sik goriilen rekiirrens yerleri parametrium, pelvik lenf nodlar1 ve vajinadir. Uzak organ
metastazlari en sik karaciger, akciger ve kemik dokuda goriiliir. Yumusak doku, iskelet kasi ve abdominal duvarda
metastatik tutulum son derece nadirdir. Abdominal duvarda dren yeri ve insizyon yerinde, laparaskopi sonrasi port
girig yerlerinde tiimor tutulumlari bildirilmistir. Biz nadir gériilmesi nedeniyle iki vakada skuamdz hiicreli serviks
kanserinin abdominal duvarda metastatik tutulumunu rapor ettik.

Anahtar Kelimeler: Serviks kanseri, rekiirrens, abdominal duvar, metastaz

ABSTRACT

Cervix carcinoma is the fourth most common cancer in women in the world. In 30 % of patients recurrence occurs
in the first 2 years. It is mostly recurs in parametrium, pelvic lymph nodes and vagina respectively. It metastasizes
most frequently to liver, lung and bones. Metastasis to soft tissue, skeletal muscle or abdominal wall is too rare.
In the literature, it has been reported tumor involvement of the entrance of drainage catheter or abdominal wall
incision or entrance of ports after laparoscopy. We have reported here 2 cases of abdominal wall metastasis of
squamous cell cervix carcinoma since it was seen rarely.

Keywords: Cervical carcinoma, recurrence, abdominal wall, metastasis

Giris:

Diizenli tarama programlariyla goriilme orani
diisiirilmeye c¢alisilsa da, serviks kanseri tiim
diinya kadinlarinda meme, kolorektal ve
akciger kanserinden sonra dordiincii siklikla
goriilmektedir  (1). Adjuvan radyoterapi
uygulamastyla birlikte lokal kontroliin daha iyi
saglanmasina ve bu nedenle hastaliksiz sag
kalim siiresinde artig goriilmesine ragmen
olgularin %20-30’unda siklikla primer tedavi
sonras1 18-24. ayda rekiirrens saptanmaktadir.
Rekiirrens oranlar1 hastalik evresine, primer
tedavi modalitesine ve uygulanan adjuvant
tedavi yaklasimina bagli olarak degismekle
birlikte evre IB olgularda %10, 1lA olgularda
%17, 11B olgularda %23, 111 olgularda %42 ve
evre IV olgularda %74 olarak bildirilmistir (2).

Serviks kanserinin abdominal duvar, yumusak
doku, iskelet kasi, deri ve subkutan doku
metastazlar1 son derece nadirdir (3). Biz iki
vakada nadir goriilmesi nedeniyle skuamoz
hiicreli serviks kanserinin abdominal duvarda
metastatik tutulumunu rapor ettik.

Olgu Sunumu 1:

56 yasinda kadin hasta karin agris1 ve vajinal
kanama sikayeti ile hastanemize bagvurdu.
Jinekolojik muayenede servikse lokalize
timoral olusumdan biyopsi alindi. Patoloji
sonucu non keratinize biiyiik hiicreli skuaméz
hiicreli karsinoma olarak raporlandi. Metastatik
hastalik tespiti amaciyla abdomen ve pelvik
tomografi incelemeleri yapildi, uzak organ
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metastazi saptanmadi. Anestezi altinda yapilan
degerlendirmede vajen arka duvara uzanim
gosteren 4 cm'lik tiimoral olusum izlenmesi
nedeniyle evre 1Al servix kanseri tanisiyla
radikal histerektomi ve pelvik paraaortik lenf
nodu diseksiyonu yapildi. Hastaya adjuvan
amaclh pelvik radyoterapi uygulandi. Diizenli
takip protokoliine uymayan hasta 2 yil sonra
yaygin karmn agris1 sikayeti ile hastanemize
bagvurdu. Fizik muayenede karin duvarinda sol
paramedian alanda 3x4 cm'lik sert hareketsiz
kitle palpe edildi. Yapilan jinekolojik muayene,
smear testi ve akciger grafisi normal olarak
degerlendirildi. Hastada metastatik hastalik
diisiiniilmesi nedeniyle toraks ve abdomen
tomografisi c¢ekildi. Tomografide batin 06n
duvarinda rektus kasina kadar uzanan 3.6x4 cm'
lik kitle lezyonu goriintiilendi, uzak metastaz
veya cuff rekiirrensine ait bulgu saptanmadi.
Karin duvarinda tespit edilen kitleye genis
cerrahi eksizyon yapilmasina karar verildi. Sol
paramedian kesi ile batin duvarindan rektus
kasina kadar uzanan ve kas dokusuna invaze 5
cm' lik solid kitle cerrahi sinir gozetilerek genis
eksize edildi. Patoloji sonucu: squamoz hiicreli
karsinom metastazi olarak raporlandi (resim 1).
Hastaya 3 kiir platin bazli kemoterapi verildi. 5
ay sonra hasta kaybedildi.

Olgu Sunumu

Olgu Sunumu 2:

1,5 y1l 6nce Evre IIA serviks kanseri tanisiyla
radikal histerektomi ve pelvik paraaortik lenf
nodu diseksiyonunu takiben adjuvan pelvik
radyoterapi alan 55 yasinda kadin hasta karin
sag yan duvarda ele gelen agril kitle nedeniyle
hastanemize bagvurdu. Muayenede sag iist
kadran lateralde sinir1 net olmayan karin duvari
ve alt kaburgalarla istiraki oldugu diisiiniilen
fikse 7-8 cm’ lik kitle saptandi. Jinekolojik
muayenesi, smear testi, akciger grafisi ve
biokimyasal analizler normaldi. Toraks ve
abdomeni igeren tomografik incelemede pelvik
ve paraaortik lenfadenopati ve pelvik lokal niiks
bulgusuna rastlanmazken, karaciger sag lop
posterior segment inferoposterior siirdan batin
duvarina egzofitik uzanan 57x46 mm
boyutlarinda lobule, kalin cidarli solid kitle
lezyon izlendi. tru-cut biopsi yapildi, sonug
epitelyal tlimor metastazi olarak raporlandi.
Hasta genel cerrahi klinigine konsiilte edildi ve
kitlenin total c¢ikarilmasina karar verildi.
Eksplorasyonda sag hepatik fleksuraya yapisik,
karaciger inferolateral sinirindan retroperitona
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uzanan, gerota fasiasina yapisik, batin duvarina
infitre, fikse 8 cm'lik kapsiillii tiimoral kitle
izlendi. Kitle karaciger ve alt kotlara invazeydi.
Batin icinde bagka patoloji saptanmadi.
Karaciger segment 7 ve 11-12. kotlar1 da icine
alacak sekilde kitle total eksize edildi. Patoloji
sonucu; az diferansiye yassi epitel hiicreli
karsinom metastazi olarak raporlandi. Hastaya
adjuvan tedavi olarak sisplatin-5fluorourasil
iceren kemoterapi planlandi, ancak hasta 1 kiir
tedavi sonrast kemoterapiyi kabul etmedi.
Operasyondan 10 ay sonra hasta operasyon
lojunda agrili ele gelen kitle nedeniyle tekrar
basvurdu. Batin duvarinda onceki ameliyat
alaninda 10x15 cm niiks timoér ve gelisen
nekroza bagli oldugu disiiniilen apse izlendi.
Apse drenaji ve antibiyotik tedavisi verilen
hasta yaygin hastalik nedeniyle 3 ay sonra
kaybedildi.

Tartisma:

Serviks kanserinin yayilimi genellikle direkt
lokal yayilim ve lenfatikler yoluyla
parametrium, pelvik lenf nodlar1 ve vajinaya
olurken, uzak organ metastazlari en sik
karaciger, akciger ve kemik dokuda goriiliir.
Literatiirde beyin, orbita, meme, kalp, perikard,
oral kavite yumusak dokusu, tiroid, bobrek,
over, labia, bagirsak, ve dalak gibi nadir organ
tutulumlart da rapor edilmistir (4). Abdominal
duvarda serviks kanserinin yayilimi oldukca
nadirdir. Literatiirde 1ileri evre, metastatik
hastalikta ve immunsiiprese hastalarda rapor
edilmistir. Abdominal duvarda, dren yeri,
epizyotomi ve insizyon skar1 iizerinde,
umblikusda, laparaskopi ve robotik cerrahi
sonrasit sonrasi port giris yerlerinde timdr
niiksleri bildirilmistir (5). Cilt metastazlarinin
en sik goriildiigli yerlerden biri de abdominal
duvardir. Dermal ve supdermal alanda nodiil,
ilser veya plak seklinde  goriiliirler,
lokalizasyona gore deformite olusturabilirler.
Karin duvari metastazlarinda
etiyolojide bir¢ok faktér suglanmistir. Cerrahi
sirasinda insizyon yerine direkt implantasyon,
mikrosirkiilasyondaki fibrin platelet
depozitlerinin tiimér hiicrelerini hapsetmesi,
yara hipoksisi, insizyon bolgesinde
anjiogenezise yol agan asidotik ortam, ileri evre
hastalik, peritonitis karsinomatoza, lenf
nodlarina yayilim ve adenokarsinoma hiicre tipi
sayilabilir(6). Biz bir vakamizda paramedian
alandan rektus kasina kadar uzanan kitle tespit
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ederken, diger vakada metastaz yeri insizyon
hattindan uzaktayd: ve hastalik yinelemesi 11-
12. kotlar1 ve karacigeri kismen invaze etse de
lokalizeydi.

Imachi ve ark. serilerinde abdominal
duvar metastazlarinda timor tipinin 6nemli
oldugunu ve adenokarsinomlarin skuamdoz
hiicreli karsinomlara gore 6 kat daha fazla
goriildigiini bildirdiler (7). Ancak bizim her iki
vakamizda da hiicre tipi skuamdz hiicreli
karsinomdu.

Karm  duvar1  metastazi  gelisen
hastalarda karin duvarinda agr1 sikayeti
olabilecegi gibi hastalar tamamen
asemptomatik olup, kitle muayene esnasinda
saptanir. Dikkatli ve Ozenli yapilacak bir
muayene ve gorlntilleme teknikleri ile
abdominal duvar metastazlarinin  tanisi
konabilir. Vakalarimizin ikisi de agr1 nedeniyle
hastaneye bagvurmus ve muayene sirasinda
kitle tespit edilmisti. Uygun vakalarda tan1 i¢in
biyopsi alinmast  gerekir. Kesin tam
histopatolojik inceleme ile konulmalidir.
Prognoz kétiidiir. Karin duvar1 metastazlarinda
ve skar rekiirrenslerinde ortalama yasam siiresi
8,5 aydir(7).

Olgu Sunumu

oo 12 i
Resim 1: Cizgili kas lifleri arasinda scc hiicre
adalar1 (20x)
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Tedavi hastaligin yayginligmma gore
bireysellestirilmelidir. Yaygin ileri evre hastalik
ve uzak organ tutulumlarinda radikal tedavi
yapilamazken, lokalize karin duvari
metastazlarinda  genis cerrahi  eksizyon,
kemoterapi, ve radyoterapi tercih edilebilir (8).
Genis eksizyon ve kemoterapi kombinasyonu
en ¢ok tercih edilen secenektir (8). Platin bazli
kemoterapiler tercih edilir. Cerrahi sonrasi
radyoterapi uygun vakalarda uygulanabilir.
Lokalize, soliter ve cerrahi rezektabl kitlelerde
metastazektomi uygun yaklagimdir. Genis kitle
eksizyonlarinda abdominal duvar
rekonstritksiyonu gerekebilir. Deri ve supkutan
dokuyu kapsayacak alacak sekilde genis
eksizyonlarda flep ve meshler kullanilmaktadir

(9).

Sonug:

Serviks kanserinde radikal cerrahi sonrasi
abdominal duvar metastazi nadir goriilen bir
durumdur. Serviks kanseri tanisi ile izlenen
hastalarda karin duvarinda kitle tespit
edildiginde metastatik tutulum akla gelmelidir.

Cikar Catismasi: Yok

4. Maheshwari GK, Baboo HA, Ashwathkumar R,
Dave KS, Wadhwa MK. Scalp metastasis from
squamous cell carcinoma of the cervix. Int J
Gynecol Cancer. 2001 May-Jun; 11(3):244-6.

5. Kim B, Huh SJ, Kim BG. Port site metastasis
after robotic-assisted laparoscopic hysterectomy
for uterine cervical cancer: a case report and
literature review. Taiwan J Obstet Gynecol.
2013 Dec;52(4):558-63.

6. lavazzo C, Madhuri K, Tailor A, Butler-Manuel
S. Incisional site metastasis in a patient with
cervical carcinoma: a case report and review of
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Glomus Tumor of the Buccal Mucosa

Bukkal mukozanin Glomus tiimorii
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OZET

Glomus tiimérii, glomus cisminin arteryal segmentinden kaynakli vaskiiler bir timordiir. Oral kavite ve bukkal
mukozada nadiren goriilen bu olusum benign ve malign mukozalar lezyonlarla karisabilmektedir. Bukkal
mukozada beyaz renkli, agrili lezyon ile tarafimiza bagvuran 54 yasinda erkek hastadan alinan biopsi glomus
tiimorii olarak raporlandi. Tedavide total kitle eksizyonu bacak cildinden alinan kismi kalinlikta cilt grefti ile
rekonstriikte edildi. Bir yilik takibinde niiks izlenmedi. Bu lokalizasyonda nadiren goriilen glomus tiimorti literatiir
esliginde sunuldu.

Anahtar Kelimeler: Bukkal mukoza, Beyaz plak, Glomus timori

ABSTRACT

Glomus tumor is a vascular tumor originating from the arterial segment of the glomus body. This formation is
rarely seen in the oral cavity and buccal mucosa and can be mixed with benign and malignant mucosal lesions.
Histopathological evaluation of the biopsy taken from a 54 year-old patient who presented with a painful white
lesion in the buccal mucosa was reported to be a glomus tumor. For treatment of this tumor, total mass excision
was performed and reconstruction was performed with a split-thickness skin graft obtained from the skin of the
lower extremity. No recurrence was observed during one year of follow-up. A glomus tumor rarely seen in this
localization is presented here in light of literature findings.

Keywords: Buccal mucosa, White plaque, Glomus tumor

from the main vascular structures are seen as
round bodies, purple in color and raised from
Oral mucosal lesions are seen the surface (2). They are seen commonly in the
histopathologically as lipomatous lesions, dermis or subcutaneous tissue of the
salivary gland tumors, hamartomas and extremities. While they are seen most

Introduction

neurovascular lesions. Tongue, lip and buccal
mucosa are the anatomic localizations that these
lesions are most frequently localized (1). It has
been reported in many publications that
leukoplakia, lichen planus and pemphigus
vulgaris schwannoma are among the differential
diagnosis when white colored lesions are seen
in buccal mucosa. Malignant lesions, especially
squamous cell carcinoma may also be mixed up
with these lesions with their non-ulcerated
image.

Glomus tumor is an arteriovenous
anastomosis  pathophysiologically and is
developed from the body responsible of
thermoregulation. Formations not originating

frequently in the neck in the head and neck
region, it may also be seen in the buccal
mucosa, although rare (3). Sensitivity to local
temperature changes and paroxysmal pain and
local tenderness are characteristic properties of
these tumors. We planned to present this rarely
reported case seen in the buccal mucosa
together with a literature search.

Case

A 54 year-old male patient presented to our
clinic with a progressively growing lesion
localized at the posterior right buccal mucosa
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for the last 6 months. Upon physical
examination, a hyperemic mass, with a white
plaque formation, elevated from the surface and
painful on palpation was seen (Figure 1).
Incisional biopsy was reported
histopathologically to be a glomus tumor
(Figure 2). Total mass excision was performed
for treatment. During the operation, the mass
was observed to be invaded to the muscle tissue
at the center. The defect performed was
reconstructed with a split-thickness skin graft
taken from the skin of the leg. Examination at
the first postoperative year follow-up revealed
no morbidity secondary to the operation or
recurrence at the buccal mucosa and the skin of
the cheek.

Figure 2: Histopathologically appreance
Discussion

Glomus body is formed from an arteriovenous
shunt responsible of thermoregulation and an
arteriole, venules and a sympathetic nerve

74

feeding this shunt. Glomus tumor, on the other
hand, originates from the sucquet Hoyer canal
of the arterial segment of the glomus body.
Although the cause of the proliferation of this
angiomatous tissue is unknown, most
commonly trauma is accused as the reason (4).
They are generally benign tumors; however,
Folpe et al reported that benign lesions with a
depth of > 2cm and a high mitotic activity might
demonstrate malignant transformation (5).

Glomus tumor was classified by Esyter
and Montgomeryin two types, one of which is
characterized with its classical, painful and
solitary type and is histologically associated
with a blood vessel network and neurofibrills
and is capsulated. It is frequently seen in the
subungual region; however may be seen in the
feet, forearm, bone and oral and nasal cavity,
although rare. The second type is the multiple
type and is characterized by painless
hemangiomas and is non-capsulated and is
formed of cavernous vessels histologically (3).
Multiple tumors are seen less commonly than
the solitary types and are more frequent among
males and children (6,7). Solitary lesions are
sporadic and multiple lesions demonstrate a
dominant trait Solitary lesions are seen as
nodular lesions with dimensions starting from a
couple of millimeters and reaching to bigger
sizes. These nodular lesions, especially the ones
located in the nail bed may cause severe pain.
The pressure of the vascular net on the
sympathetic system has been reported to cause
pain (2).

This case presented here was a solitary
lesion and there was no family history. These
tumors are stained with SMA and vimentin
immunohistochemically. This presented case
was stained with Fli and CD34 and was
vimentin positive.

Painful  tumors known as the
abbreviation “LEND AN EGG”, leiomyoma,
eccrine spiradenoma, neuroma,
dermatofibroma, angiolipoma, neurilemmoma,
endometriosis-cutaneous, glomus tumor and
granular cell tumors are among the differential
diagnoses of glomus tumors, and especially the
ones with a skin involvement. These tumors
seen rarely localized at the upper and lower
respiratory tract have been defined in many
different localizations. Wang et al reported a
rarely seen tracheal glomus case with
complaints of recurrent cough and dark red
bleeding (8). Kessaris et al also reported a
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glomus tumor in the hard palate that can be an
example of oral cavity glomus tumors (9). Gaut
et al reported a case in the ethmoid roof of the
nasal cavity with an extension to the cranial
fossa and radiotherapy was used in the
treatment of the tumor (10).

Two cases have been reported in buccal
mucosa and differential diagnosis includes the
frequently seen lichen and pemphigus as well as
lymphangioma, a benign hamartomatous lesion
originating from lymphatic vesselsto non-
ulcerated buccal mucosal squamous cell
carcinoma (11).

Total surgical excision is recommended
in the treatment (8,9). Carbon dioxide laser
treatment has been reported to cause more
cosmetic results in cutaneous lesions (12).
Incomplete resection results in recurrence. We
performed a total mass excision and
reconstruction with a split-thickness skin graft
obtained from the leg. No recurrence was seen
during the follow-up period of almost one year
and no morbidity secondary to the operation
was observed. The diagnosis and treatment of
these lesions are important since they recur
when excised without an adequate surgical
tissue margin and lesions with a longer vertical
length  might  demonstrate  malignant
transformation. Therefore, it should be
considered in the differential diagnosis and
delays in the histopathological diagnosis of the
buccal mucosal lesions in white color should be
prevented.
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ATYPICAL PRESENTATION IN LANGERHANS CELL
HISTIOCYTOSIS: Hearing Loss, Diabetes Insipidus, & Extensive
Cutaneous Lesions with Nail Distrophy

LANGERHANS HUCRELI HISTIOSITOZDA ATiPiK
PRESENTASYON: Isitme Kaybi, Diabetes Insipitus & Tirnak Distrofisi ile
Beraber Genis Kutanoz Lezyonlar
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OZET
Langerhans hiicreli histiositoz (LCH) CD-1a boyanmasi gosteren klonal proliferatif lenfohistiositik bir hastaliktir.
Hastalik unifokal veya multifokal tek bir sitemi veya bir¢ok sitemi tutacak sekilde genis bir klinik seyir
gosterebilir. Tutulan alana gore diabetes insipitus, isitme kaybi veya tirnak degisiklikleri olusabilir. Burada atipik
presentasyon gosteren iki vakayi litaretiir derlemesi ile beraber sunduk.
Anahtar Kelimeler: Langerhans hiicreli histiositoz, diabetes insipitus, isitme kaybi, tirnak distrofisi

ABSTRACT
Langerhans cell histiocytosis (LCH) is a clonal proliferative lymphohistiocytic disorder with mainly CD-1a
positive staining. It has a wide spectrum of unifocal or multifocal mono or multisystemic disease. Rare symptoms
like diabetes insipidus, hearing loss or nail distrophy might also occur according to the involved sites. In here, two
cases of LCH with atypical presentation are reported with review of the literature.
Keywords: Langerhans cell histiocytosis, diabetes insipidus, hearing loss, nail distrophy

Background The clinical presentation and severity
depend on the involved regions (2-4,7). Billiary
Langerhans cell histiocytosis (LCH) which was cirrhosis, diabetes insipidus (DI) or hearing loss
known as histiocytosis-X formerly is a rare in mastoid infiltration might also occur in rare
clonal proliferative lymphohistiocytic disorder involvements of liver, CNS or mastoid (8-10).
accompanying with skeletal (osteolytic bone The prognosis and treatment modalities (local /
metastasis) or extraskeletal lesions such as systemic) depend on the sites and extent of the
visseral, skin or central nervous system (CNS) disease. Spontaneous regressions might also
involments (1-3). It occurs with an estimated occur in those with limited involvement (11).
incidence of 4-4,6 per million in childhood and Langerhans cell histiocytosis in two
1-2 per million in adults (4). Aberrant cases with atypical presentations is discussed in
immunmodulation with a predominance of this reportwith review of the literature.
large, mononuclear CDla-positive dendritic
cells infiltration has a key role in pathogenesis. Case 1
S-100, CDla & CD207 positivity on
immunhistochemical (IHC) staining is a A 24-year old female was admitted to the
cornerstone in histopathological diagnosis hospital with disseminated skin lesions and
(5,6). icterus, hyperbilirubinemia with transaminase

elevation besides constitutional symptoms such
as weight loss, malasie and disseminated pain.
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She had non-wealing wounds on her face, neck,
armpits and groins. She has had skin lesions and
dystrophic nail changes for 9 years and
intermittent polydipsia for a year on history. Her
skin & nail lesions worsened during last year.
She was referred to our center after she has
progressed with vincristine and predinisone
upon an unclassified lymphoproliferative
disorder on pathology at another center. She had
hypothyroidism with no remarkable family
history. On physical examination, she had
generalized bilaterally cervical, occipital &
axillary lymphadenopathy (LAP) besides
hepatomegaly. In addition, she had left
abducens nerve palsy on ophtalmological
evaluation. Upon dermatologic examination,
we observed numerous erythematous-brownish
papules with serous to thick hemorhagic crusts
with confluence to form plagues distributed
over face, scalp, flexural areas, nipples and
areolas (Figure 1l1a, 1b, 1c); exophytic,
vegetative tumours with multilobulated surface
on perioral, nasolabial regions and chin (Figure
1a); moist red eroded and ulcerated areas in
axillary and inguinal regions (Figure 1b, 1c) and
anonychia of all finger nails (Figure 1d). Her
repeated skin biopsy revealed LCH with
epidermal ulceration and subepidermal atypical
histiocytoid cell infiltration with giant nuclei
and pale cytoplasm. These cells had 'coffe bean-
like' nuclei in papillary dermis extending into
the epidermis with an admixture of
inflammatory  cells like  eosinophils,
neutrophils, lymphocytes and plasm cells in the
dermis (figure 2a). Histiocyte markers (5100,
CD1a) were positive on IHC staining (figure
2b, 2c). Laboratory tests were suggestive of
hyperbilirubinemia  (total/direct  bilirubin:
7,3/6,2 mg/dL) and elevation of transaminases
[aspartate aminotransferase (AST): 2211U/L,
alanine aminotransferase (ALT): 423 IU/L)],
alkaline phosphatase (ALP): 2873 IU/L,
gamma-glutamyl transpeptidase (GGT): 3020
IU/L and lactate dehydrogenase (LDH): 4726
IU/L, respectively. She had hyponatremia (128;
N=135-145 mEqg/L), with high levels of
prolactin (28,79; N=4,23-23, 3 ng/mL) &
thyroid-stimulating hormone (7,5; N=0,27-4,2
plU/mL). She had no bone marrow
involvement. She had heterogenity and
hyperechogenic thickenning around portal vein
on liver ultrasonography (US) while she had a
38x32x29 mm solid lesion with cystic and
necrotic components in the pons extending to
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the cerebellary pedincules and indentation to the
fourth ventricule on magnetic resonanse
imaging (MRI) (figure 3a, 3b, 3c). There were
disseminated cervical, supraclavicular, axillary
and intraabdominal LAPs with a greatest
diameter of 40x11 mm close to the left carotid
artery on toracoabdominal computerized
tomography (CT). She had also disseminated
milimetric cystic nodular pulmonary lesions
with cystic hepatic involvement which were
considered as LCH involvement after other
causes were ruled out. She had central
hypothyroidism without an additional thyroidal
involvement. She had prominent regression in
the LAPs, skin & nail lesions after one cycle of
Ara-C and steroid. Hypothyroidism & DI were
under control with thyroxin & vasopressine.
However, radiotherapy (RT; 30 Gy) had to be
applied for worsening left hemiparesis after the
first cycle. She had radiation recall phenomena
(RCP) though RCP is not so common with Ara-
C (12). Second cycle of chemotherapy had to be
delayed for 10 days after RT.
Hyperbilirubinemia  (total/direct  bilirubin:
30,4/15 mg/dL, & transaminase elevation
(AST: 218 IU/L, ALT: 518 IU/L) worsened
rapidly in the following days. She was given
dose-adjusted Ara-C & steroid with closer
follow-up. She had clinical benefit especially in
the skin lesions after two cycles, however
hyperbilirubinemia persisted almost in less high
levels (total/direct bilirubin: 16/8,2 mg/dL). She
got worsened in the following weeks and lost-
of follow-up after five weeks of best supportive
care.

Case 2

A 37- year old male referred to our center with
hearing loss. On physical examination, he had a
5x5mm polypoid lesion on external ear canal
and a mobile 6,5x5 cm mass on his right
scapula. He had a mass on his right mastoid on
the posterior wall of the external ear canal
involving petrous component and semicircular
canals, extending to the sigmoid sinus with loss
of right mastoid aeration on magnetic resonanse
imaging (figure 4a, 4b, 4c). He had also
multiple axillary lymphadenopathies (LAP) and
pelvic lytic lesions. There was a 6x4,5x4 cm
mass expanding to the surrounding muscle with
cortical destruction on the glenoid and spinous
components of his right scapula on magnetic
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resonanse imaging (figure 5a, 5b, 5c). The
biopsy of the scapular mass revealed LCH with
positive CD1a staining (figure 6a, 6b). He had
partial response with 2 cycles of vinblastine and
steroid & still goes on chemotherapy .

Case Report

Discussion

Langerhans cell histiocytosis is a rare disorder
which might have atypical presentations &
outcomes according to the involved sites (1-3).
Histopathological evaluation needs IHC stains
for histiocyte markers, like CDla and S-100
(5,6). Both of our patients had positive staining
on histopathology with atypical presentations.

The patients are classified as high or
low risk according to visseral or nonvisseral
involvement (13). Disseminated disease, organ
dysfunction and younger age at presentation are
generally poor prognostic factors while liver
dysfunction was defined as the worst prognostic
factor (13,14). Our first patient did well with
slowly disseminating skin involvement for
years and mild hypothyroidism with polydipsia
due to CNS involvement for a year. However,
she had worsened with liver involvement. Liver
metastasis is a poor prognostic factor in LCH as
mentioned above. It might mimic primary
sclerosing  cholangitis  or  nonsupurative
destructive cholangitis with cyctic lesions as in
our first patient. She had transaminase elevation
and hyperbilirubinemia with heterogenity &
cyctic lesions on liver imaging. However, she
had mild regression in the liver despite
prominent regression in the skin lesions after
chemotherapy.

Thyroid involvement might also occur
in LCH. Though skin lesions in LCH are
common, scalp involvement without skull
metastasis and dystrophic nail changes are
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remarkable. The first patient had smoldering
skin lesions, but her scalp lesions with nail
distrophy seem to differ from other common
skin  involvements in the literature.
Hypothyroidism and DI associated with CNS
involvement were under control with thyroxin
& vasopressine besides chemotherapy, but RT
had to be given since she had additional left
hemiparesis related to the involvement of the
pons.

Otologic involvement rate was 15%-
61% whereas mastoid was reported as an
involvement site in 4% of head and neck LCH
patients (9,15). He had also scapular metastasis
besides pelvic lesions. He had lateralization for
mastoidal, scapular & pelvic bone lesions (i.e.
all of the lesions were on the right). Bone
metastasis is not rare in LCH but scapula is an
uncommon site for metastasis, especially in
those without disseminated bone involvement.
We consider that lateralization of the involved
sites, almost atypical sites for LCH seem to
remarkable.

Conclusion

LCH has a widespread involvement and
presentation according to the involved sites.
Atypical bone metastasis and CNS involvement
might accompany  with  other LCH
involvements. Skin involvement is common,
however nail distrophy is rare. Prognosis is poor
in visseral involvement, especially in liver
metastasis. So, the patients with atypical
presentations and/or visseral metastasis like
liver involvement should be followed-up more
carefully.
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Figure 1a: Multiple erythematous-brownish papules
with crusts merging to form plaques on forehead,
nasolabial folds and multilobulated vegetating
tumours on perioral region, left nasolabial sulcus and
chin

Figure 1b: Erythematous-brownish  papules
scattered over trunk and coalesced to form plaques
on left nipple, areola and axillary region, eosion on
left axillary fold

Figure 1c: Moist, red, eroded areas on vulva and
inguinal folds and a whitish, erythematous,
pedunculated, fleshy mass on right inguinal fold
Figure 1d: Anonychia of all finger nails with
centrally atrophic erythematous plaques with
brownish to hemorhagic crusts on distal parts of
fingers.

LLal) wa N 0]
Figures 2a, 2b: Superficial derma of
atypical, eosinophilic large cells with pale
cytoplasm, indented nuclei and large nucleus;
atypical cell infiltration with positive CD1a (HE,x40
and IHC, x 200)
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Figures 3a, 3b, 3c: Pons involvement on axial non-
contrast T1- weighted, T2-weighted & contrasted
T1-weighted  magnetic  resonanse  imaging,
respectively

Figures 4a, 4b, 4c: Mastoideal lesion on axial T2-
weighted, non-contrast T1-weighted & contrast T1-
weighted magnetic resonanse imaging, respectively

Figures 5a, 5b, 5¢: Scapular involvement on coronal
fat-saturated  T2-weighted, non-contrast T1-
weighted & contrast T1-weighted magnetic
resonanse imaging, respectively

Figures 6a, 6b: Atypical cell infiltration with
eosinophils on hematoxilin-eosin & CD1a staining
(HE, x40 and IHC, x40)
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Neuroendocrine tumor of the rectum detected incidentally: A case report
Insidental olarak saptanan rektum néroendokrin tiimérii: Olgu sunumu
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OZET

Noroendokrin Timorler (NET) kromaffin benzeri hiicrelerden koken alir. Nadiren goriiliirler, viicudun herhangi
bir yerini tutabilirler. Goriildiikleri bolgeye ve organa gore farkli klinik ile ortaya cikarlar. Cogunlukla benign
seyirlidirler ancak agresif de seyredebilirler. Rektal NET ler %90 oraninda asemptomatik olup insidental olarak
kolonoskopi esnasinda saptanirlar. Burada Fournier Gangreni nedeniyle ostomi agilan ve ostomisinin kapatilmasi
oncesinde rutin uyguladigimiz kolonoskopi esnasinda rektumda saptanan néroendokrin tiimér (NET G1) olgusunu
sunduk.

Anahtar Kelimeler: Néroendokrin timor, kolonoskopi, rektum

ABSTRACT

Neuroendocrine tumors (NET) are originated from chromaffin-like cells. They are rarely seen anywhere in the
body and they occur with many different clinical situations by regions and organs where they appear. They are
mostly benign but they can be aggressive. Rectal NETs are asymptomatic 90% and they are detected incidentally
during colonoscopy. We presented a case that was opened ostomy for fournier’s gangrene and diagnosed NET
during routine colonoscopy, before the closing ostomy.

Keywords: neuroendocrine tumor, colonoscopy, rectum

Giris

Noroendokrin  Tiimoérler (NET) kromaffin
benzeri hiicrelerden koken alir. Nadiren
gortliirler, viicudun herhangi bir yerini
tutabilirler. Gortildiikleri bolgeye ve organa
gore farkli klinik ile ortaya c¢ikarlar (1).
Cogunlukla benign seyirlidirler ancak agresif de
seyredebilirler. Rektal NET’ler %90 oraninda
asemptomatik olup genellikle insidental olarak
saptanirlar.

Rektal NET’ler tiim gastrointestinal
NET’lerin %34’ iinii olusturur ve rektum en sik
goriilen bolgeler arasinda yer almaktadir. Klinik
semptomlari, hastaligin goriildiigli organ ve
endokrin fonksiyonlarina gore degiskenlik
gostermektedir (2). Siirveyans analizlerinde
gastrointestinal NET’lerin  son  yillarda
insidansinin ~ arttigi  gorilmektedir. Rektal
NET’ler wyilik tim NET’lerin  %17.1’ini
olusturur (3). Ayni kolon kanseri gibi standart

tedavisi rezeksiyondur. Ancak lenf nodu
metastazi varhigl, radikal rezeksiyon ya da lokal
eksizyon yapilmasinin en onemli
belirleyicisidir (1). Bes yillik sagkalim lokalize
hastalikta %90’larda iken bolgesel hastalikta
%60’larda ve ozellikle karaciger gibi uzak
organlara yayilimda ise %24’lere inmektedir
(4). Burada insidental olarak saptanan rektal
NET olgusunun yonetimini sunduk.

Olgu

Fournier Gangreni (FG) olan ve tedavisi igin
sigmoid loop kolostomi agilan 38 yasinda erkek
olgunun FG tedavisi tamamlandiktan sonraki 4.
aymda, ostomisi kapatilmadan once yapilan
kontrol kolonoskopisinde, rektum 7-8. cm
arasinda 10 mm ¢apinda sesil, polipoid olusum
saptand1. Polipektomi uygulandi. Histopatolojik
olarak; lamina propria ve submukozada
yerlesmis  yaklastk 4,5 mm  c¢apinda
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Olgu sunumu

noroendokrin timdr (NET G1) saptandi. Timor
koter sinirina ¢ok yakin olmakla birlikte 50
mikronluk salim alan mevcuttu. Timorde
nekroz  izlenmedi.  Immiinohistokimyasal
yontemle  uygulanan  synaptofizin = (+),
kromogranin (+), cd56 (+), cd57 (+), nse (+),
p53 (-), Ki 67 proliferasyon indeksi %2'nin
altinda (+), klasik 11k mikroskobisinde 10
bliylik biiylitme alaninda 2'nin altinda mitotik
figiir saptands, egfr (-), mlhl (+), pms2 (-), msh
2 (+), msh 6 (+)’ olarak raporlandi (Resim
1,2,3). Tarama amagli iist ve alt gastrointestinal
sistem endoskopisi, endorektal ultrasonografi,
batin manyetik rezonans goriintiileme, octreotid
sintigrafisi ve uzak organ metastaz taramasi
olagan idi. Olgu tiimor konseyinde goriistilerek
takibe alindi. Ostomisi kapatildi ve 20 aydir
sorunsuz takip edilmektedir.
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Figiir 1: Timor hiicrelerinde immunohistokimyasal

olarak sinaptofizin pozitifligi (Sinaptofizin - x20).
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Figiir 2: Sub zada ve lamina propriada da yer
alan solid ve tubuler yapilar olusturan timor
hiicreleri (HE - x100). Sag iist kosede ise biiyiik

biiylitmede nukleuslarin goriiniimii (HE - x400).
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Figiir 3: Kiigiik l";ﬁyiitmede lezyonun polipoid
natiirli, sagda tabanda yer alan kotere ait sinir
izlenmektedir (HE - x20)

Tartisma

Rektum, NET’ler i¢in ince bagirsak ve
kolondan (apendiks dahil) sonra en sik goriilen
3. bolgedir. Buna ragmen tiim rektal timorlerin
%1-2’sini  olustururlar. Rektal karsinoidler
epitelyal tiimorler olup glandlarin derin kismina
yerlesir. Tipik olarak muskularis mukozadan
submukozaya ulasir ve submukozal timor gibi
goriiniirler (5). Olgumuzda benzer oOzellikte
olup yer yer mukoza goriilse de genel olarak
submukozaya yerlesmisti.

Rektal NET lerin son 30 yilda goriilme
siklig1 10 kat artmistir. Buna endoskopik lezyon
karekteristiklerinin daha 1iyi tanimlanmasi,
kolonoskopiye ulagimin kolaylasmasi,
kolorektal kanser tarama programlarinin
olmasi, kanser ve histoloji kayitlarmin daha
dikkatli olarak veri tabanlarina aktarilmasiyla
aciklanabilmektedir.  Vakalarin ~ %50’den
fazlasimin ~ ¢ogunlugu  insidental  olarak
endoskopi esnasinda saptanmaktadir. Cok az bir
kismu karin agrisi, rektal kanama, kilo kayb1 ve
anorektal semptomlarla bagvurmaktadir (3).
Ayrica karsinoid sendrom (cillte kizarma, ishal,
karin agris1 vb.) bulgulart olduk¢a nadir
goriilmekte olup, olgumuzda da literatiirle
uyumlu olarak herhangi bir semptom ya da
karsinoid sendrom bulgusu yoktu (5).

Endoskopik olarak rektal NET’ler
adenomotdz ya da hiperplastik polipler gibi ¢ok
farkli gortiniimde olabilirler. Tipik 6zellikleri
ise kiiclik, dliz ve sapsiz oluslaridir. Siklikla 1
cm altinda, normal ya da mukozanin sarimsi
renk degisikligi seklindedirler. Bu lezyonlar
genel olarak mukozanin derin tabakalarinda
ortaya cikar ve mukozal yiizde bozulma
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yapmazlar. Genellikle anal marjinden 5 cm
proksimalde bulunur (5). Olgumuz, endoskopik
olarak; goriiniim, yerlesim ve boyut agisindan
rektal NET igin tipik bulgulara sahipti.

Bu tiimore sahip hastalarin sag
kalimini; tiimér boyutu, lenf nodu metastazi,
uzak organ metastazi, histolojik grade gibi
bircok faktor Dbelirlemektedir. Yoon ve
arkadaslari (5) 5 yillik sag kalimi tiimor boyutu
<1 cm, >1 - <2 ¢cm ve >2 cm nin lizerinde,
sirasiyla % 96.7, % 87.7, ve % 50 bulmuslardir.
Tiimoriin uzak organ yayilimindaki en 6nemli
faktor timor ¢ap1 olarak bilinmektedir. Eger 1
cm altinda ise metastaz oram1 %1.7 ile % 3.4
arasinda degismektedir (5). Bu durum bize
tiimdr ¢ap1 ne olursa olsun malign potansiyeli
oldugunu ve her olguda uzak organ taramasi
yapmamiz gerektigini gOstermektedir.
Olgumuzda timor ¢apt 4.5 mm olmasina
ragmen uzak organ taramasi yapildi ve herhangi
bir metastaz saptanmadi.

Bu tiimorler mitoz sayist ve Ki 67
indeksine gore Grade 1, 2 ve 3 alt gruplarina
ayrilmaktadir. Grade 1 ve 2 iyi diferansiye
noroendokrin tiimor, grade 3 ise yiiksek-grade
noéroendokrin karsinom olarak
adlandirilmaktadir (6). Olgumuzda Ki 67 %
2’nin altinda ve mitoz sayisi 10 biiyiik biiyiitme
alaninda ikinin altinda belirlendi. Olgumuz bu
bulgularla en ¢ok goriilen ve en iyi histolojik tip
olan grade 1 grubunda idi (3).

Prognoz arastirmasi yapan Weinstock
ve arkadaslart (4) asemptomatik olgularin
prognozunun daha iyi oldugunu savunsalar da,
Li ve arkadaslar1 (1) calismalarinda, iki grup
arasinda fark olmadigini géstermistir. Ancak bu
caligmada semptomatik olgularin %81.7°si evre
1 olgulardan olusmaktadir. O yiizden
semptomlarin varliginda, hastaligin prognozu
net olarak bilinmese de, erken evrede tespit
edilmesinin en énemli faktor oldugu agikardir.
Tiimor boyutu arttikga uzak organ metastazi
yaygin hale gelmektedir. Bununla birlikte 1 cm
altinda olsa bile, halen %1.7 ile 3.4 malign
potansiyel tagimaktadir (7).

Timor ¢api, histolojik tip ve lenf nodu
durumuna bakildiginda olgumuz oldukga iyi
prognostik duruma sahipti. Rektal NET’ler
genel olarak iyi seyretseler de en temel
prognostik  faktéor olan tiimoér boyutunun
artmadan saptanmasi hayati Oneme sahiptir.
Olgumuz her ne kadar FG gibi morbidite ve
mortalitesi yiliksek bir hastalik gegirmis olsa da
bu hastaligin tedavisi nedeniyle uygulanan
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ostomi sonrasinda yapilan kontrol
kolonoskopisinde NET saptanmasi bir sans
olarak degerlendirilmistir.

Tedavisinde tiimoriin  rezeksiyonu
primer yaklagimdir. Cerrahi tedavide timor
boyutu, lenf nodu metastazi ve invazyonun
derinligi g6z Oniline almmarak endoskopik
rezeksiyon, lokal eksizyon ve radikal
rezeksiyon  segenekleri  uygulanmaktadir.
Endoskopik olarak ¢ikarilacak tiimérlerde lenf
nodu pozitifligi olmamasi, mukoza ve
submukoza altina inmemesi, tiimoér boyutunun
kii¢iik olmasi1 ve parga parca degil de bir biitiin
olarak  cikarilabilecek durumda  olmast
gerekmektedir. Cerrahi tedavi se¢iminde ise
lokal (Transanal) rezeksiyon i¢in tiimoriin 2 cm
ve altinda olmasi, lenf nodu tutulumu
olmamasi, diisiik gradeli, derin yerlesimli
olmamasi1 gerekmektedir. Eger tiimorde
muskularis  propria tutulumu, lenf nodu
tutulumu, 2 cm den biiyiik timér gapi, yiiksek
grade (grade 3), invazyon varlig1 yada ileri evre
(Evre 2-4)’den en az birinin olmasi halinde total
mezorektal eksizyonla beraber
abdominoperineal ya da low anterior rezeksiyon
Onerilmektedir (3).

Sonug olarak; rektal NET nadiren de
olsa karsimiza ¢ikabilmektedir. Kolonoskopide
saptanan lezyonlarda rektal NET akilda
tutularak; kiigiik lezyonlarda salim cerrahi sinir
ile endoskopik eksizyon her zaman ana hedef
olmalidir. Takip ve tedavisinde; evresinin yant
sira hayati 6neme sahip olan diger prognostik
faktorleri de gdz Oniine alarak uygun cerrahi
yontemin planlanmasi gerekmektedir.
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Unexpected enlargement of cardiac rhabdomyoma after spontaneous
regression has begun in a newborn: A case report

Bir yenidoganda kendiliginden gerilemeye basladiktan sonra beklenmedik
sekilde biiyiiyen kardiyak rabdomiyom: Olgu sunumu
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OZET

Kardiyak rabdomiyom (KRM) ¢ocuklarda primer kardiyak tiimérlerin en yaygin tipidir. Prognoz genellikle iyidir
ve kendiliginden gerileyip kaybolmasi neredeyse KRM dogas1 geregi olmasi beklenen bir sonugtur. Bu yazida
dogum Oncesi tespit edilen biitylik KRM olan bir yenidogan sunulmustur. Takipte KRM'in doguma kadar biiytidiigii
ve dogumdan sonra beklendigi lizere kendiliginden kii¢lildiigii goriilmiistiir. Yedinci giinde KRM'in tekrar
bliylidiigii ve mitral kapak iizerine yerlesik yeni bir KRM'in de eklenmesi ile 6nemli subaortik darliga yol ag¢tig1
goriilmiistiir. Cerrahi girisim teknik zorluklar nedeniyle planlanmamis ve everolimus baslanmistir. Olgu yasaminin
12. giiniinde kaybedilmistir. Sonug olarak, tam mekanizma anlasilmadig: siirece, kendiliginden gerileme KRM'ler
icin dogal bir sonug olarak beklenmemeli ve KRM olan biitiin yenidoganlar kendiliginden kii¢lilme baslamis
olsalar da muhtemel biiyiime yoniinden dikkatle takip edilmelidirler.

Anahtar Kelimeler: Kardiyak rabdomiyom, Kendiliginden neoplazi gerilemesi, Yenidogan

ABSTRACT

Cardiac rhabdomyoma (CRHM) is the most common type of primary cardiac tumors in children. The prognosis is
generally favourable and spontaneous regression is almost accepted as natural history for CRHM. This report
presents a newborn with large CRHM that was diagnosed prenatally. In the follow up, CRHM was enlarged until
birth and spontaneously regressed after birth as expected. At the 7th day, CRHM was enlarged again and formed
moderate subaortic stenosis with addition of a new CRHM located on the mitral valve. Surgical intervention was
not planned for technical difficulties and everolimus was started. The patient was exitus at the 12th day of his life.
In conclusion, until the exact mechanism is not understood, regression must not be accepted as natural history of
CRHM and all of the newborns with CRHM including those that spontaneous regression begun must be followed
carefully for possible enlargement.

Keywords: Cardiac rhabdomyoma, Spontaneous neoplasm regression, Newborn

Introduction: rhabdomyoma (CRHM) (1). CRHMs are highly
associated with tuberous sclerosis (TS) (2).

Primary cardiac tumors are rare with an Although CRHMs can enlarge in utero and
incidence of 0.027-0.8% in pediatric autopsies early neonatal period, they are expected to
and the most common type is cardiac regress spontaneously after birth (2,3). CRHMs
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are generally asymptomatic but may result
serious  consequences  like  arrhytmias,
obstruction, heart failure and sudden death
according to their location (4).

Herein, we present a newborn with
CRHM that was first regressed spontaneously
and then re-enlarged. According to our
knowledge, re-enlargement of CRHMs after
regression begun was not reported previously in
the literature. Written informed consent was
obtained from the patients parents.

Case Report

Case Report:

A term male infant was born at 37 weeks’ of
gestational age with a birth weight of 2.30 kg
(3-10" percentiles). The prenatal ultrasound
performed since 25" week had shown a large
CRHM that was diminishing interventricular
septum and occupying the most of the left and
right ventricles (Fig. 1A). CRHM slightly
increased in size but no evidence of ventricular
outflow obstruction was observed at the
prenatal follow up period. At birth,
echocardiography confirmed the CRHM
without hemodynamic consequences (Fig. 1B).
Physical  examination, family history,
transfontanel-transabdominal ultrasounds and
mutation analysis were negative for TS.
Telecardiography showed massive
cardiomegaly (Fig. 2A). There were not clues
for respiratory distress or pneumonia. The serial
echocardiography studies during the first days
showed spontaneous reduction in size of the
CRHMs (Fig. 1C). Oxygen saturation was %88-
94 but there was severe respiratory acidosis
(pH: 7.0-7.1, pCO2: 65-70 mmHg) against
adequate mechanic ventilation support. Thorax
computerized tomography showed bilateral
lung immaturity and serious cardiomegaly that
lessens lung capacity (Fig. 2B). At the 7" day of
life, CRHM was enlarged to its first size and a
new CRHM (7.9x10.6 mm) was visualized on
the mitral anterior leaflet (Fig. 1D). These
formed a moderate subaortik stenosis (Fig. 1E).
Considering the hemodynamic and respiratory
consequences of the CRHMs and the technical
challenges of cardiac surgery for diminished
interventricular septum, pharmacological size
reduction was contemplated with a
multidisciplinary —meeting. After parents
approval, enteral everolimus 0.25 mg 2 days a
week was started on the 7" day of life in the
absence of any infections. Electrolytes,
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complete blood count, blood urea nitrogen,
creatinine, hepatic enzymes and triglyceride
monitoring has yielded no concerns during
treatment. Severe respiratory acidosis was
persisted during treatment. The patient was
exitus at the 12" day of his life without a chance
to see the effect of everolimus.

Discussion:

Although rare, CRHMs account for up to 80%
of fetal cardiac tumors (5). Approximately 80%
of children with CRHM have clinical or
radiologic findings or family history of TS (4).
Our case had no features of TS and was one of
the cases with isolated CRHM.

The natural history of CRHMs is
generally favorable and they regress beyond the
3 trimester (2); however enlargement 2m-3
trimesters and early neonatal period is frequent
(6-8). After birth, it is expected CRHMs to
regress partially or completely during the first
year of life (5). Complete resolution of the
CRHMs occurs at more than 80% of cases
within infancy and early childhood (2).
Although the regression mechanism is not yet
well understood, it is thought to be associated
with decreasing levels of maternal hormones. In
a report, CRHM was regressed completely with
3 months of everolimus and then enlarged in 2
weeks after cessation. Rapid regression of the
tumor was documented after medication again.
Our patient has distinction of showing both
spontaneous regression (Fig. 1C) and re-
enlargement (Fig. 1d) of CRHM in the early
neonatal period. An additonal CRHM was
observed on the mitral anterior leaflet at the 7%
day (Fig. 1D). Actually, we think that it was not
a new CRHM and enlarged old CRHM that
could not be visualized before. According to our
knowledge, our case is the first one that showed
spontaneous re-enlargement after spontaneous
regression in the literature.

Conservative approaches remain as
standard treatment for cardiac CRHMs in the
absence of severe hemodynamic sequelae
owing to the natural process of tumor regression
over time (5). Although most CRHMs are
asymptomatic; heart failure, arrhythmias,
intracardiac  blood flow obstruction and
respiratory system problems related to CRHM
are rarely reported depending on CRHM’s
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localization (9). Surgical treatment is suggested
for these consequences in the absence of
technical problems (10).

We planned to observe the patient in
intensive care unit and the first 3 days was
satisfactory. At the 7" day, moderate subaortic
stenosis was formed with the enlargement of
opposite CRHMs located at the left ventricle
outflow tract (Fig. 1E). Additionally, there was
a severe and persistent respiratory acidosis
thought to be associated with serious
cardiomegaly that lessens lung capacity.
Curative surgical treatment was not possible
due to diminished and extremely involved
interventricular septum. Medical alternatives
were discussed in multidisciplinary meeting of
neonatology, pediatric cardiology and pediatric
hematology specialists.

Although they are not approved by
Food and Drug Administration, mammalian
target of rapamycin (mTOR) inhibitors are
currently under investigation as a treatment
option for CRHMs especially for those with
technical difficulties for surgery (11).
Everolimus appears to be a reasonable
therapeutic  alternative to  surgery in
symptomatic infants in whom spontaneous
regression cannot be awaited (5) and succesful
results are reported with everolimus (3,5,11,12).
Adverse effects of everolimus include
myelosuppression, peripheral edema, increased

Case Report

Figure 1: Echocardiographic images of the patient.
(A) Two dimensional view at the 25th weeks of
gestation, (B) at the 1st day after birth, (C) at the 3rd
day after birth (D) at the 7th day after birth and (E)
continious wave Doppler showing subaortic
moderate stenosis.
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creatinine level, diarrhea, nausea, urinary tract
infections, hyperlipidemia,
hypertriglyceridemia, mouth ulcers,
hepatotoxicity, proteinuria, and impaired
wound healing (13).

We decided to use everolimus to minimize the
CRHM s but the patient was exitus at the 5™ day
of treatment. It is not possible to mention the
efficacy or adverse effect profile of everolimus
owing to insufficient treatment period in our
case.

Conclusion:

The natural progression of  cardiac
rhabdomyomas is to regress after birth. This is
thought to be related with decreasing levels of
maternal hormones but the exact mechanism is
unknown. Our case showed that an unnatural
scenerio in which re-enlargement after
regression period is possible and must be kept
in view. We believe that further studies will
clarify the exact mechanism of regression and
will provide knowledge to guess which CRHMs
would regress and which would not.

Conflict of interest: None

[~ A
Figure 2: (A) Telecardiography and (B) thorax
computerized tomography views of the patient
showing serious cardiomegaly and lung immaturity.
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A Rare Case: Signet-Ring Cell Adenocarcinoma of the Bladder

Nadir Goriilen Bir Vaka: Mesanenin Tash Yiiziik Hiicreli Adenokarsinomu
Olgu Sunumu
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OZET
Mesane adenokarsinomlar1 genellikle metastatik orijinlidirler. Primer mesane adenokarsinomlari ¢ok nadir
goriliirler. Prognozlari kotiidiir. Tan1 aninda ¢ogunlukla kasa invaze olmus durumdadirlar. Radyoterapinin etkili
olmadigi bu tiimorlerde, kemoterapi deneyimi ise azdir. Erken evrede tespit edilen primer mesane
adenokarsinomlarinda, en iyi tedavi se¢enegi halen radikal sistektomidir.
Anahtar Kelimeler: tagh yiiziik hiicreli kanser, mesane tiimorii, adenokanser

ABSTRACT
Adenocarcinomas of the bladder are mostly metastatic in origin. Primary adenocarcinomas are very rare bladder
tumours. During diagnosis they are usually muscle invasive. Their prognosis are poor. Radiotherapy has little
effect if any, at this tumour, Experience for chemotherapy is sparse. Currently, the best treatment choice for
localised primary bladder adenocarcinoma is radical cystectomy.
Keywords: signet-ring cell carcinoma, bladder carcinoma, adenocarcinoma

Giris: Diisiik evreli adenokarsinomlarda en

etkin tedavi radikal cerrahi olup, radyoterapi ve
Mesane kanseri, iiriner sistem tiimorleri kemoterapinin etkisi sinirlidir.
icerisinde 2. siklikta goriilen kanser olup,
bunlarim da  %90’mm1 transizyonel hiicreli
karsinom olusturmaktadir. Mesane
adenokarsinomlari ise ¢ok nadir goriilmektedir
ve mesane tlimorleri icerisindeki oran1 %0,5-2
arasinda degigmektedir (1).

Miisindz, tash yiiziik hiicreli ve seffaf
hiicreli gibi histolojik alt tipleri bulunan mesane
adenokarsinomlari, son derece agresif ve fatal takilan hastanin sistoskopisinde mesane ileri
tiimorlerdir. Tash yiiziik hiicreli kanser oldukga derecede hemorajik, trabekiile idi ve sol tireter
nadir goriilen progresif seyirli, tedaviye direngli orifisi ~ gorillemedi.  Kitleye transiiretral
ve fatal mesane Kkarsinomlaridir. Siklikla rezeksiyon uygulandi ve patolojisi tash yiiziik
erkeklerde ve ortalama 61  yasinda hiicreli karsinom ile uyumlu olarak rapor edildi.
gorlilmektedir. Olgularin yarisinda metastaz Yapilan immunohistokimyasal ¢aligmalarda
eslik etmektedir. Yaygin mesane duvar CK20 ve CDX2 ile pozitif, CK7,
kalilasmasi ve yaygm timdr tutulumu ile trombomodulin ve p63 ile negatif korelasyon

Olgu Sunumu:

48 yasindaki erkek hasta hematiiri sikayetiyle
hastanemize basvurdu. Ultrasonografide sag
bobrek atrofik sol bobrekte ileri derece
hidronefroz, mesane tabaninda 7,5 cm’lik kitle
saptanmasi tlizerine sol nefrostomi kateteri

karakterizedir. Olgularin yaklagik yarisinda
baslangicta iireteral obstriiksiyon
bulunmaktadir.  Timoérler  erken  lokal
metastazlar yapmaktadir, uzak metastazlari ise
lenf nodlarina, kemige, overlere, plevraya,
perikardiuma ve meninkslere olmaktadir.

saptanmistir. Bu bulgular esliginde tlimdoriin
kolorektal sistemden metastaz olabilecegi
disiiniildii. Hastanin gastrointestinal sistem
taramasinda patolojik olusuma rastlanmadi.
Radyolojik degerlendirmelerinde sol parailiak
alanda 23x11 mm, sag parailiak alanda 12x11
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mm boyutlu lenfadenopatilere rastlandi. Hataya
radikal sistoprostatektomi ve
tireterokutaneostomi yapildi. Postop patolojisi,
taglhi yliziik hiicresi morfolojisi dominant
mesane adenokarsinomu (Sekil 1), sol ve sag
pelvik lenfadenektomi materyalinde
adenokarsinom metaztazi saptanan hasta,
postoperatif donemde yara yeri evisserasyonu,
bilateral derin ven trombozu, ABY tablosu,
solunum yetmezligi gelismesi iizerine 2 ay
yogun bakim iinitesinde takip edildikten sonra
ex oldu.

Olgu Sunumu

Tartisma:

Adenokarsinomlar, mesane kanserleri
icerisinde nadir goriilen tiimorler olup primer
mesane kanserlerinin %0,5-2’sini olusturular
(1). Oldukga agresif seyirli ve fatal karakterde
olup, tan1 aninda biiylik cogunlugu kasa invaze
olmus durumdadir.

Timorin  kaynaklandigr  yere gore
vezikal, wurakal veya metastatik orijinli
olabilirler. Metastatik olanlarda primer kaynak;
mide, barsaklar, over, endometrium veya
prostat olabilir. Biitiin mesane
adenokarsinomlarinin %35’i urakal orijinlidir
(2). Urakal adenokarsinomlar hematiiri ve
batinda palpabl kitle ile bagvururlar. Gobek
deliginden kanli ya da mukuslu bir akintt
seklinde de ortaya cikabilir. Urakal karsinomlar
daha ¢ok mesane kubbe ve 6n duvarinda, daha
seyrek olarak posterior duvarda gelisir.
Umbilikusa uzanabilir. Genellikle mesane
kubbesinde kas tabaka yerlesimlidir. Mukozaya
uzanim gosterebilir ve iilserasyona neden
olabilir. Urakustan ayr1 olabilir veya urakus
kalintilar1 hatti  boyunca ilerleyip Retzius
boslugunu invaze edebilir. On batin duvarina
ulasabilir.  Intravendz pyelografide, mesane
kubbesinde dolma defekti veya kalsifikasyon
izlenebilir. Tiimdriin kesit yiizii miisin igerigine
bagli olarak parlak renklidir.

Urakal adenokarsinomlar, miisindz,
enterik, tash yiizilk hiicreli, mikst ve
siniflandiritlamayan (NOS) olarak alt gruplara
ayrilmaktadir. Urakal tiimérlerin prognozu non-
urakal timérlerden daha iyidir (3).

Bir tiimoriin urakal adenokarsinom
olarak kabul edilebilmesi igin (4); mesane
kubbesinde yerlesmeli, sistitis sistika veya
sistitis glandiilaris olmamali, kas veya derin
dokulara invaze olmali, epitel intakt veya tilsere
olmali, urakal kalintilar olmali, suprapubik kitle
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olmali, timdr ile ylizey epiteli arasinda keskin
bir smir bulunmali, timoér mesane duvarinda
olmal1 ve Retzius bosluguna ilerlemelidir.

Mesane adenokarsinomlarinin,
histopatolojik goriiniimlerine gore de glandiiler,
kolloid, papiller, seffaf hiicreli ve tash yliziik
hiicreli tipleri vardir. Diger alt tiirlerin prognoza
etkileri kesin bilinmemekle beraber tagh yliziik
hiicreli olanda prognoz daha kotiidiir (5). Tash
yiiziik hiicreli karsinomu ilk olarak 1955 yilinda
Saphir  tarafindan  tanimlanmistir ~ (2).
Histopatolojisinde, karakteristik
intrasitoplazmik miisin birikimine bagli olarak,
¢ekirdek, hiicrenin bir kenarinda yerlesmis
olarak izlenir.

Tedavide genel olarak radikal cerrahi
uygulanmaktadir. Sagkalim oranlar1 genel
olarak  koti  olup, %27-61  arasinda
bildirilmistir. Hastalarin %’ erkek olup, 5-6.
dekatlarda  goreceli  olarak  daha  sik
rastlanmaktadir. Hastalarda, en sik goriilen
semptom %79 ile pollakiiri olup, %65 hematiiri,
%7  idrar  retansiyonu, %7  {lreteral
obstrilksiyona ~ bagli  suprapubik  agn
goriilmektedir. Diziiri, urgency, suprapubik
kitle, rektal muayenede tespit edilen endiire
kitle de goriilebilir. Bazen de Kruckenberg
timorii  gibi  siradist  bir sekilde ortaya
cikabilirler (6).

Taslt yiiziik hiicreli adenokarsinom
olgularinin  %30’unda sistoskopik bulgular
spesifik degildir ve subepitelyal infiltratif
gelisim nedeniyle ekzofitik bir tiimdr goriintlisii
yoktur. Sessiz, asemptomatik lokal ilerleme
nedeniyle ge¢ tanmi alirlar. Radyolojik olarak
mesane duvar kalinlasmasi seklinde bulgu verir.
Gastrointestinal sistemden metastaz sikliktadir.
Primer ve metastatik adenokarsinom tanisi
Wheeler ve Hill tarafindan belirtilen; tiimdre
eslik eden sistitis glandiilaris veya sistitis
sistikanin bulunmasi, tiimor lokalizasyonunun
mesane tabani veya yan duvarin da olmasi, non-
neoplastik mesane epitelinde adenokarsinom
olmasi kriterlerine dayanir (7).

Bizim olgumuzda, timoére eslik eden
sistitis ~ glandiilaris bulunmazken timdriin
mesane tabani ve yan duvart tutmasi ve
abdominal tomografi ve gastrointestinal sistem
(GIS) endoskopisi sonuglarmin baska bir primer
tiimor odagini gdstermemesi nedeniyle, primer
mesane  adenokarsinomu  olarak  kabul
edilmistir.

Ayrica sitolojik idrar 6rneklerinde, taslt
yiiziik hiicrelerinin bulunabilecegi bazi1 yazarlar
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tarafindan bildirilmistir (2). Bizim olgumuzda
ise sistoskopi sirasinda alman idrarin sitolojik
incelemesinde malign hiicreler izlenmesine
ragmen, tasl yiiziikk hiicreleri izlenmemistir.
Mesane adenokarsinomlar1 genellikle
radyoterapi  veya  kemoterapiye  cevap
vermezler. Bazi olgularda standart MVAC
tedavisi veya Gemsitabin+Sisplatin rejimine
kismi yanit goriilebilir. Tedavide radikal
sistektomi+pelvik lenfadenektomi en etkin
tedavidir. Tash yiiziik hiicreli tipinde ise
kemoterapi olarak 5-Florourasil, Doxorubisin
ve Sisplatin kombinasyonunun kullanimi
denenmektedir. Bu yaklagimin temeli GIS tash
yliziikk hiicreli adenokarsinom tedavisinin
sonuclarina dayanmaktadir. Literatiirde yiizeyel
mesane adenokarsinomu ile ilgili veriler azdir,
intravezikal BCG tedavisinin olumlu etkileri
bildirilmistir. ~ Transiiretral rezeksiyon ve
radyoterapi kombine tedavisinin sonuglar1 da
yeterli degildir ve 5 yillik sagkalim ancak %19-
33 civarindadir. Parsiyel sistektomi sonuglari da
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Resim 1: Tagh yiiziik hiicreli mesane adenokarsinomu

morfolojisi.
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ayni sekilde kotii olarak bildirilmistir (8). Sonug
olarak bu tiimorlerde, her tiirlii tedaviye ragmen
5 yillik yagam beklentisi % 40’1 altindadir.

Tash yiizikk hiicreli adenokarsinomda
toplam sag kalim oran1 2 yilda %43 tiir.
Japonya’da yapilan bir ¢alismada primer tasl
yiiziik hiicreli mesane kanseri olan bir hastanin
90 aylik takibi sunulmustur. Hastaya radikal
sistektomi ve adjuvan S-1 (oral floroprimidin)
ve Sisplatin kombinasyonu uygulanmistir.
Literatiirdeki kombinasyon tedavisinin etkili
oldugu en uzun siireli olgudur (9).

Sonug:

Mesanenin taslt yiiziik hiicreli karsinomu nadir
goriilen bir vaka olmakla birlikte prognozu kotii
olan bir tiimordiir. Genellikle radyoterapi ve
kemoterapiye iyi cevap vermedikleri igin tedavi
protokolii net degildir.
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Bleomycin Induced Organized Pnomonia in Synchronus Bilateral
Seminoma

Senkron Bilateral Seminomlu Hastada Bleomisine Bagh Organize Pnomoni
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Sayin Editor,

Bleomisin 6zefagus, serviks, bas boyun scc
(skuamoz hiicreli karsinom), germ hiicreli
timor, hodgkin ve non-hodgkin lenfoma gibi
genis bir alanda kullanimi olan kemoterapotik
bir ajandir. Bleomisin tedavisinin en onemli
kisitlayici toksisitesi yagami tehdit edebilecek
olan akcigerde intertisyel fibrozis (fibrozan
alveolit)’tir. Bleomisin kullananlarda siklig1
%10’lara  kadar  varmaktadir.  Organize
pndmoni ve hipersensitivite pndmoniti daha az
goriilen  toksisiteleridir.  Patofizyolojisinde
artmis sitokin hasari, oksidatif stres, reaktif
oksijen radikalleri ve azalmis bleomisin
hidrolaz aktivitesi vardir (1,2). Tamsi klinik
semptomlar, radyolojik bulgular ve pulmoner
fonksiyon testler kullanilarak konur. Risk
faktorleri olarak yas, toplam kullanilan doz,
sigara kullanimi, bilinen akciger hastaligi,
yiiksek doz oksijen tedavisi, GCSF (granulosit
koloni situmule edici faktér) kullanimi, renal
yetmezlik, radyoterapi ve sisplatin gibi
kemoterapotik ajanlarla kullanimi sayilabilir.
Toplamda 360 mg/m?yi asan dozlarda toksisite
belirgin  artar. DLCO (karbonmonoksit
difuzyon testi) risk faktorleri olan hastalarda
bleomisin  toksisitesini  erken  predikte
edebilecek bir testtir (3). Tedavisinde steroidler
kullanilir.  Fibrozis gelismemis hastalarda
akciger bulgulari reversibl olabilmektedir (2).
3984 testikiiler kanserli hastanin
degerlendirildigi retrospektif degerlendirmede
senkron  testis  gorilme oram1 = %0.25
saptanmustir (4). Bizde nadir goriilen bilateral
seminomlu hastada ve nispeten daha az
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goriilen bleomisine bagl organize pndmonili
hastay1 sunmay1 amagladik.

47 vyasinda erkek, bilateral testikiiler
sislik nedenli tetkik edilirken germ hiicreli
timor  Ontanisiyla  bilateral — orsiektomi
yapiliyor. Sag testiste TINOMO, sol testiste
T2NOMO klasik seminom saptantyor.l kiir
Adjuvan  karboplatin  veriliyor.  Adjuvan
tedaviden 23 ay sonra sol paraaortik 12,5 cm
lik niiks paraortik lap saptaniyor. 4 kiir BEP
(Bleomisin,  Etopozid, Sisplatin) verilen
hastada, tedavi sonrasinda 2 adet 2,6 cm lik
rezidii lezyonlart kaliyor. PET CT (Pozitron
Emizyon Bilgisayarli Tomografi)’ de bu rezidii
lezyonlarda tutulumu olmayan hastada niiks
riski goz Oniinde tutularak 30 Gy (Gray)
radyoterapi verilip takibe alintyor.

4 kiir BEP sonunda daha 6nce olmayan
efor dispnesi, Oksiiriik sikayeti nedeniyle
basvuruyor. Kardiyak acidan degerlendirilen
hastanin EF (Ejeksiyon Fraksiyonu) %55-60
olup kardiyak bir patoloji saptanmiyor.

PA (Posterior Anterior) Ac (akciger)
grafisinde bilateral efuzyonu olan hastaya
toraks BT (Bilgisayarli Tomografi) cekildi.
Toraks BT’ de yaygin buzlu cam dansiteleri ve
bilatteral 2-3 cm lik plevral efuzyonu mevcuttu
(Resim A,B,C). Hastanin enfeksiy6z nedenler
acisindan degerlendirildi. Enfeksiyon klinigi
olmayan hastada enfeksiyoz patolojiler
diistiniilmedi. Plevra S1v1 sitolojisi
degerlendirilen hastanin plevra sitolojisinde
enflamatuar hiicreler mevcuttu. Plevral sivi
incelemesi eksuda karakterinde idi. Pulmoner
emboli olasiligr agisindan ¢ekilen toraks angio
bt sinde pulmoner arterler agikti. Hastanin 4
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kiirde toplam 360 mg bleomisin aldig1 goz
Oonlinde tutularak, hastanin ac bulgulan
bleomisinin  akciger  toksisitesi  lehinde
degerlendirildi. Hastaya steroid tedavisi
baglandi. Steroid tedavisi alirken sikayetlerinde
baglangica gore azalma oldugu gozlendi.
Steroid azaltilarak kesilmesi onerilerek takibe
alindu.

Sonu¢ olarak risk faktorleride gbz oOniinde
tutularak, kiiratif tedavi sans1 olan germ hiicreli
tiimorlerde bleomisine bagh akciger toksisitesi

Cikar Catismasi: Yok

—

Resim A,B,: Her iki akcigerde alt
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akilda tutulmali. Heniiz fibrozis gelismemis
hastalarda  tedavinin ~ kesilmesi,  uygun

hastalarda steroid tedavisiyle toksisitenin
reversibl de olabilecegi goz iliniine almmali.
Bizde nadir gorilen senkron bilateral
seminomlu bir olgudaki hem yaklagimimizi
hemde bleomisine bagli organize pndémonili
olguyu sunmak istedik.

- s (TS S—

lob bazallerde 1n bilateral yer yer yamali tazda interlobiiler ve

intralobiiler septal kalinlasma alanlarina eslik eden buzlu cam dansiteleri mevcut.
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