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The Accuracy of Memorial Sloan-Kettering Cancer Center Nomogram in
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OZET

Amag: Bir ¢ok meme kanseri hastasinda sentinel lenf nodundan bagka metastatik lenf nodu olmadigi halde
gereksiz yere aksiller diseksiyon uygulanmaktadir. Bu g¢aligmanin amaci Memorial Sloan-Kettering Cancer
Center (MSKCC) nomograminin Anadolu’da yagayan meme kanseri hastalarindaki dogrulugunu arastirmaktir.
Gerec ve yontem: Sentinel lenf nodu (SLN) biyopsisi pozitif oldugu i¢in aksiller lenf nodu diseksiyonu yapilan
120 meme kanserli hastanin hasta ve tiimor 6zellikleri irdelendi. Bu hastalarin her birisinin non-SLN tutulum
riski MSKCC nomogrami kullanilarak hesaplandi.

Bulgular: Negatif SLN sayisi, pozitif SLN sayisi, SLN ekstrakapsiiler yayilimi, pozitif SLN sayisinin toplam
SLN sayisina orani (pozitif SLN orani), lenfovaskiiler invazyon varligi, tumor ¢api, human epidermal growth
factor receptor-2 durumu tek degiskenli analizde non-SLN metastaz: ile istatistiksel olarak iliskili bulunan
faktorlerdi. Cok degiskenli analizde ise tiimor ¢apt > Scm (p<0.036) ve pozitif SLN orani (p<0.005) non-SLN
metastazi ile iligkili bulunan parametrelerdi. Nomogramin sonucuna gore ROC egrisi ¢izildi ve egri alt1 alan
0,779 (p<0.001) olarak bulundu.

Sonug: SLN pozitif meme kanserli hastalarda non-SLN metastaz riskini belirlemede MSKCC nomogrami bizim
hasta populasyonumuz i¢in iyi bir ayira¢ olmustur.

Anahtar kelimeler: Meme kanseri, nomogramlar, lenf nod diseksiyonu

ABSTRACT
Background and Aim: Many breast cancer patients undergo to unnecessary axillary dissection as additional
nodal metastasis is not detected other than sentinel lymph node in most of the patients. This study is conducted
to establish the accuracy of Memorial Sloan-Kettering Cancer Center (MSKCC) nomogram in Anatolian
patients.
Materials and Methods: One hundred and twenty sentinel lymph node (SLN) biopsy positive breast cancer
patients who received completion axillary lymph node dissection were reviewed according to patient and tumour
characteristics. The likelihood of having positive non-SLN metastasis based on the factors and the performance
of the diagnostic value of MSKCC nomogram were evaluated.
Results: The number of negative SLNs, the number of positive SLNs, SLN extracapsular extention, proportion
of positive SLNs to total SLNs (positive SLN ratio), lymphovascular invasion, tumor size, human epidermal
growth factor receptor-2 status were found statistically significant on non-SLN metastasis in univariate analysis.
Tumor size > Scm (p<0.036) and positive SLN ratio (p<0.005) were found to be correlated with non-SLN
metastasis in multivariate analysis. Receiver operating characteristic (ROC) curve was formed according to the
nomogram and areas under curve (AUC) was found as 0,779 (p<0.001).
Conclusions: The MSKCC nomogram was good discriminator of non-SLN metastasis in SLN positive breast
cancer patients for our patient population.
Key Words: breast cancer, nomograms, lymph node dissection
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Introduction:
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Breast cancer is the most common cancer type
among women in the world and 1.67 million
new cases diagnosed each year [1]. The
identification of clinical, pathological and
biological factors such as tumour size, axillary
lymph node status, hormonal receptor and
human epidermal growth factor receptor-2
(HER-2) status have a role in risk stratification
and affect treatment modality in breast cancer
[2]. Axillary lymph node metastasis is the most
important prognostic factor in breast cancer
and therefore to determine the axillary lymph
node status is the principle together with the
resection of primary tumour [3]. If there is
sentinel lymph node (SLN) metastasis, axillary
lymph node dissection (ALND) is still the
standard procedure for breast cancer patients;
however, additional nodal metastasis is
detected in the rest of axilla in only about
40%-70% of these patients [4]. Therefore,
many patients undergo to unnecessary axillary
dissection. The importance of sentinel lymph
node biopsy (SLNB) is because of the
complications like seroma, lymphedema, nerve
injury and frozen shoulder in the patients those
who receive ALND. To identify the possible
risk of non-SLN metastasis, Memorial Sloan-
Kettering Cancer Center (MSKCC) developed
a nomogram in 2003.

We conducted this study to establish
the accuracy of the nomogram in Anatolian
patients those who were referred to a single
tertiary centre.

Materials and Methods:

Totally 120 breast cancer patients who
lived in Anatolia and ALND applied because
of positive SLNB between December 2011 and
May 2013 were included in this study. The
study protocol was approved by the Ethics
Committee of Ankara Oncology Training and
Research Hospital. Patients who had clinically
axillary lymph node positivity, received
neoadjuvant therapy or received axillary
surgical manuplation before and those who
failed in successfully locating SLN were
excluded. Both lymphosintigraphy and metilen
blue technique was used to locate SLN. SLNB
was applied either through the same insicion
with mastectomy or through another minimal
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incision. Gama probe was used for the
identification of sentinel lymph node/nodes
and frozen section was carried out on the
biopsy material. Simultaneous ALND applied
in all the patients those whom SLNB result
reported as micrometastasis or
macrometastasis. SLNB material was also
analyzed by immunohistochemistry post-
operatively. Patient's age, tumour size and
histology, nuclear grade, presence of
lymphovascular  invasion  (LVI), SLN
extracapsular extention and multifocality of the
tumor, the number of removed SLNSs, the
number of positive and negative SLNs, the
method of detection of SLNs [frozensection
(FS), routine haematoxylin & eosin, serial
section  haematoxylin & eosin  and
immunohistochemistry ~ (IHC)],  estrogen
receptor, progesterone receptor, HER2 receptor
and KI67 status were recorded. The likelihood
of non-SLN metastasis based on the factors
were evaluated by using chi square test,
student t-test and Mann Whitney U test.
Logistic regression analysis was used on the
multivariate method.

The areas under curve (AUC), the
receiver operating characteristic curve (ROC)
were used to describe the performance of the
diagnostic value of MSKCC.
www.mskcc.org/applications/nomograms/brea
st/BreastAdditionaNonSLNMetastasesPage.as
px is the web site address for MSKCC
Nomogram. SPSS 15 program was used for
evaluating the risk factors in axillary
metastasis.

Results:

There were total 120 patients all women with
mean age 49.48 (£11.21). There were 53
patients (44%) in Group-1 with positive non-
SLN and 67 patients (55.8%) with negative
non-SLN in Group-2. Groups were similar
according to age, tumour type, multifocality,
nuclear grade, ER and PR status. Patients and
tumour characteristics are shown in table-1.

Frozen section was the method used
for the pathological verification of non-SLN in
53 patients (100%) in Group-1 and 63 patients
(94%) in Group-2. IHC was used for
pathological verification of non-SLN in 4
patients (6%) in Group 2. The method used for
the pathological verification of non-SLN did
not differ significantly between the groups
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Table 1: Patient and tumour characteristics
Group 1 (n%) Group 2 (n%) p
0-50 32(%60.4) 39(%58.2)
Age 0.479
>51 21(%39.6) 28(%41.8)
T1-T2 44(%83) 65(%97)
Tumour Size 0.010
T3 9(%17) 2(%3)
IDK 50(%94.3) 60(%89.6)
Tumour Type 0.275
ILK 3(%5.7) 7(%10.4)
1-2 23(%43.4) 35(%52.2)
Nuclear Grade 0.218
3 30(%56.6) 32(%47.8)
+ 25(%47.2) 11(%16.4)
LVI 0.001
- 28(%52.8) 25(%83.6)
+ 27(%50.9) 12(%17.9)
HER-2 0.001
- 26(%49.1) 55(%82.1)
Ratio=1 35(%66) 20(%29,9)
Metastatic SLN 0.001
Ratio Ratio<1 18(%34) 47(%29.9)
+ 30(%56.6) 20(%29.9)
SLN 0.003
Extracapsuler - 23(%43.4) 47(%79.1)
Extention

LVI: Lenfovascular Invasion, HER-2 : Human Epidermal Growth Factor Receptor-2
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Table 2: The significant factors identified
in univariate analysis
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Variables P Value
Tumour Size 0,002
Tumour Size > 5cm 0,01
LVI 0,001
Metastatic SLN Ratio 0,001
The number of positive | 0,001
SLN
The number of negative | 0,001
SLN
HER-2 0,001
Extracapsular Extension | 0,003

LVI: Lenfovascular Invasion,

SLN: Sentinel Lymph Node,

HER-2: Human Epidermal Growth Factor
Receptor-2

Table 3: Multivariate Analysis Results
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ROC Curve

Sensitivity

04 08 08 1o
1 - Specificity

Figure 1: ROC Curve; Sensitivity and 1-

Specificity Graphic.

Odds Ratio | P Value 95% Confidential
Tumour Size >5cm 6.928 0.036 1.130-42.474
Extracapsular Extension | 0.591 0.252 0.240-1.454
HER-2 0.404 0.07 0.152-1.077
LVI 0.445 0.12 0.160-1.235
Positive SLN Ratio 3.626 0.005 1.479-8.890

LVI: Lenfovascular Invasion, SLN : Sentinel Lymph Node, HER-2 : Human Epidermal Growth Factor

Receptor-2
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(p=0.93). In group 1, mean tumour size was
36.21 mm (£ 12.9) and it was 28.96 mm
(+11.60) in group 2 (p=0.002). There was no
statistically significance in KI67 status among
the groups, however HER2 was significantly
positive in Groupl (p=0.001). The mean
number of metastatic SLN showed statistically
significance between the groups; it was 1,83 in
Group-1 and 1,29 in Group-2 (p=0.001). The
significant factors identified according to the
univariate analysis are shown in table-2.

Thereafter stepwise multiple logistic
regression analysis was performed for the
factors those which showed significance in
univariate analysis. Tumour size over 5 cm and
the parameter positive SLN ratio (metastatic
SLN/total SLN = 1) were the independent
factors affecting non-SLN metastasis. The
results of logistic regression analyse are shown
in table-3. Group-1 presented the value 64,32
and Group-2 presented the value 45,86
according to MSKCC nomogram scoring
system. It was statistically significant
(p=0.001). The receiver operating chara-
cteristic curve (ROC) were used to describe the
performance of the diagnostic value of
MSKCC nomogram in non-SLN positivity
(Figure-1). The area under the curve was
calculated as 0.779 and showed significance
(p<0.001).

Orginal Article

Discussion:

Axillary lymph node metastasis is known as
the most significant prognostic factor in early
stage breast cancer patients. Both the treatment
and survival differs according to the presence
of axillary lymph node metastasis [3]. For this
reason, presence and abundance of axillary
lymph node metastasis is important for
determining adjuvant chemotherapy depending
on correct staging. Because of the
complications of ALND such as seroma,
lymphedema, shoulder dysfunction and arm
paresthesia, surgeons targeted on limited
surgery on axilla instead of complete ALND
[5-7]. In accordance with the previous studies,
in 40-70 % of the patients SLN is the only
metastatic lymph node; so there is no
additional metastatic lymph node in the rest of
the axilla [8-10]. As a result of these studies,
determining the axillary status with non-
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invasive methods after diagnosing positive
SLN provided matter for discussion.

In the year 2003, Van Zee et al.
presented a nomogram by using retrospective
analyse method throughout Memorial Sloan-
Kettering Cancer Center records. This
nomogram was tested prospectively and AUC
was found as 0,76 in ROC curve. Therefore,
this is the first nomogram estimating the non-
SLN metastasis risk [11]. In breast cancer
diagnosed patients, clinicopathological
characteristics such as age, ER, PR, HER2
status may vary according to race or socia-
economic status. For example, African—
American breast cancer patients are more
likely to have a triple-negative (ER-/PR-
/HER2-) subtype than Asian women [12]. For
this reason, the validity of MSKCC nomogram
is tested on patients who belong to various
ethnic groups or socia-economic status by
various centres and the results differ from one
centre to another [13-17]. There are some
other developed nomograms in literature to
predict non-SLN status in patients with breast
cancer with SLN metastasis as well; these
include the nomogram developed by Degnim
et al [Mayo nomogram], the nomogram
developed by Pal et al [Cambridge
nomogram], and the nomogram developed by
Kohrt et al [Stanford nomogram] [18-20].
Nomograms may be useful tools to avoid
complete axillary dissection in non-SLN
negative patients. However, before being
incorporated into routine clinical practice, such
nomograms must be validated in independent
patient populations. Among these nomograms,
MSKCC nomogram is the first nomogram in
literature and various validation studies have
been performed to evaluate the accuracy of this
nomogram in different populations, so
comparable data occured in literature. For this
reason, we prefered to test the validity of
MSKCC nomogram in Anatolian breast cancer
patients and to determine the useful parameters
in estimating axillary metastasis. Anatolia is
the greater part of Turkey in which people
from various cultures, various ethnic groups
and socio-economic status are settled. Vast of
the previous studies are performed on alike
people.

In breast cancer patients, non-SLN
metastasis risk is due to the clinical and
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pathological characteristics of both the primary
tumour and the SLN metastasis. Van Zee et
al., found tumour size, LVI, the method of
detection of SLNSs, the number of positive and
negative SLNs as the the related parameters
with non-SLN metastasis; multifocality had
borderline effect on non-SLN metastasis where
tumour type, nuclear grade, ER status did not
show significant effect on non-SLN metastasis
[11].
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Tumour size is also reported as a
related factor with non-SLN metastasis in
some other various studies [21-23]. In our
study, there was significance between the non-
SLN positive and negative groups according to
mean tumour size (p=0.002) and in
multivariate analysis tumour size over 5 cm.
was found as an independent factor increasing
non-SLN metastasis risk (p=0.04). This result
stated the aggravated risk corolated with
tumour size. In the present study; LVI, the
number of positive SLNs, extracapsular
extension and the positive SLN ratio (pro-
portion of positive SLN to total SLN) were the
other factors affecting non-SLN metastasis risk
in univariate analysis compatible with
literature [22-24]. However, only the positive
SLN ratio showed significance in multivariate
analysis (p=0.005). In previous studies on the
topic, there was no relationship between non-
SLN metastasis and ER, PR and HER2
status[17,20-23]. In the present study, hor-
monal receptor status (ER, PR) did not affect
the non-SLN metastasis risk however HER2
showed significance in univariate analysis.
There are both contradicting and sustaining
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OZET
Amag: Tiroid nodiillerinin prevelans yiiksek olmasina ragmen, bu nodiiller i¢in malignite oranlar diisiiktiir. Bu
nedenle, cerrahi yaklasim gerektiren malign nodiilleri, benign nodillerden ayirmak c¢ok Onemlidir.
Ultrasonografi, ultrasonografi esliginde ince igne aspirasyonu ve ayrica Tiroid Sitopatolojisi i¢in Bethesda
Raporlama Sistemi tiroid nodiillerinin degerlendirilmesinde fayda saglamaktadir. Ancak, bu sistem ‘Onemi
Belirsiz Atipi/ Onemi Belirsiz Folikiiler Lezyon (OBA/OBFL)’ olarak adlandirilan problemli bir kategori
icermektedir. Bu kategori i¢in son zamanlarda bildirilen malignite yiizdeleri %5 ile %96,7 arasinda
degismektedir. Bu calismada merkezimizde incelenen ilk ince igne aspirasyon tamist OBA/OBFL olan tiroid
nodiillerindeki malignite oranlariin sunulmasi amaglanmaktadir.
Yontem: Yedi yil siiresince, Trakya Universitesi Tip Fakiiltesi Patoloji Anabilimdali’nda (Edirne, Tiirkiye)
incelenen hastalarin tanilar1 (ince igne aspirasyon ve tiroidektomi) geriye doniik olarak degerlendirildi.
Bulgular: Ince igne aspirasyon sitolojisinde OBA/OBFL tanisi alan 153 hastadan 68’inde (%44,4) histopatolojik
tan1 papiller tiroid karsinomu, 1’inde (%7) folikiiler karsinom ve 1’inde (%7) de mediiller karsinom idi.
Tartisma ve Sonug: Tiroid Sitopatolojisi i¢in Bethesda Raporlama Sistemi bazi tam kategorilerinde
standardizasyon saglamissa da, OBA/OBFL kategorisi hala subjektif sitolojik kriterleri barindirmakta ve farkl
calismalarda olduk¢a degisken histolojik malignite oranlari bildirilmektedir. Bu nedenle, immiinositokimya ve
Ozellikle molekiiler testler gibi yardimeir yontemlerin kullanilmasi tiroid nodiillerinin preoperatif tanisinda
faydali olabilir.
Anahtar Kelimeler: Tiroid Karsinomu, Sitoloji, Onemi Belirsiz Atipi/ Onemi Belirsiz Folikiiler Lezyon

ABSTRACT
Introduction: Although the prevelance of thyroid nodules is high, the rate of malignancy in these nodules is
low. Thus, the distinction between the malignant nodules requiring surgical approach and the benign ones is very
important. Ultrasound, ultrasound guided fine needle aspiration and also The Bethesda Reporting System for
Thyroid Cytopathology are useful tools for interpretation of thyroid nodules. However, this system includes a
problematic category titled as ‘Atypia of Undetermined Significance/ Follicular Lesion of Undetermined
Significance (AUS/FLUS)’. The reported percentages of malignancy in these nodules range between 5-96,7%,
recently. We aimed to present the rate of malignancy in thyroid nodules with initial fine needle aspiration
diagnosis as AUS/FLUS.
Methods: The final diagnosis (fine needle aspiration and thyroidectomy) of patients who presented at the
Department of Pathology of the Trakya University Medical Faculty (Edirne, Turkey) were reviewed for seven
years.
Results: Histological diagnosis was papillary thyroid carcinoma in 68 (44,4%), follicular carcinoma in 1 (0.7%)
and medullary carcinoma in 1 (0.7%) of the 153 patients with prior fine needle aspiration diagnosis as
AUS/FLUS.
Discussion and Conclusion: Although, The Bethesda Reporting System for Thyroid Cytopathology have
provided standardisation in some of categories, the category of AUS/FLUS remains to be including subjective
cytological criteria and subsequent malignancy rates are highly variable in different reports. So, ancillary tools
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such as immunocytochemistry and particularly molecular tests may be appropriate in preoperative diagnosis of

thyroid nodules.

Keywords: Thyroid Carcinoma, Cytology, Atypia of Undetermined Significance/Follicular Lession of

Undetermined Significance

Introduction:

Although the prevalence of thyroid nodules is
high, the rate of malignancy in these nodules is
low. Thus, the distinction between the
malignant nodules requiring surgical approach
and the benign ones is very important.
Ultrasound (US), ultrasound guided fine needle
aspiration (USGFNA) and also The Bethesda
Reporting System for Thyroid Cytopathology
(BRSTC) are useful tools for interpretation of
thyroid nodules. The system includes six
categories; nondiagnostic as category 1, benign
as category 2, atypia of undetermined
significance and  follicular  lesion  of
undetermined significance (AUS/FLUS) as
category 3, suspicious for follicular neoplasia
and follicular neoplasia (FNS/FN) as category
4, suspicious for malignancy (SFM) as
category 5 and finally, malignant as category 6
(1). The system informs the rates of
malignancy and also requires the type of
management for each category (2). However,
this system includes a problematic category
titted as  ‘Atypia of  Undetermined
Significance/ Follicular Lesion of Undeter-
mined Significance (AUS/FLUS)’ (2). BRSTC
declares the rate of malignancy for category
AUS/FLUS as 5-15% (1,2), but the reported
percentages of malignancy in these nodules
range between 6% (3) and 96,7 (4), recently.

The present study aims to present the
experience of single center which is located in
the northwest part of Turkey aboutthe rates of
malignancy in thyroid nodules with prior FNA
diagnosis as AUS/FLUS.

Methods:

The final diagnoses of FNA materials of
patients who presented at Department of
Pathology of Trakya University Medical
Faculty (Edirne, Turkey) were reviewed for
seven years (March 2007- March 2014). The
patients with preoperative initial FNA
diagnosis as Bethesda Category 3, namely

AUS /FLUS and subsequent thyroid surgery
(lobectomy/thyroidectomy) were included in
the study group. Cytological examination of
FNA materials were performed by liquid based
preparings and conventional smears. The
diagnosis of FNA materials were grouped
according to BRSTC (Table 1) (1,2).
Histopathological examination was performed
by obtaining at least 4 samples, mean 8
samples per lobe. If there was any gross
pathological mass or lesion, these areas were
demonstrated  totally  for  microscopic
evaluation. The lesions containing suspicious
(but not diagnostic) nuclear features for
papillary  carcinoma in conventional
Hematoxylin-eosin (H&E) stained slides,
otherwise immunohistochemistry was
performed by using antibodies such as HBME-
1, Galectin-3 and cytokeratin 19. Encapsulated
nodules were interpreted carefully for capsular
or vascular invasion.

Prior FNA diagnosis and postoperative
histopathological diagnosis of the patients
were documented. The results were presented
as numbers and percentages.

Results:

Out of 6290 patients who had been performed
USGFNA, 410 (6,5%) patients had been
diagnosed as Bethesda Category 3, namely
AUS /FLUS. In this group, 153 patients had
undergone thyroid surgery. 124 (81%) of the
patients were female, 29 (19%) of the group
included male patients.

Malignant tumors were present in 70
(45,8%) of the patients. Histological diagnosis
was papillary thyroid carcinoma (PTC) in 67
(43.7%) of the patients. One of the patients had
been diagnosed as well differentiated tumor
with unknown malignant potential. The
histopathological reevaluation converted this
diagnosis into follicular variant of papillary
carcinoma. The final percentage of PTC was
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Table 1: The Bethesda System forreporting thyroid cytopathology: recommended diagnostic
categories, implied risk of malignancy, and recommended clinical management (1, 2).
Diagnostic category Risk of malignancy Management ?
(%)

Orginal Article 160

(1) Nondiagnostic or unsatisfactory Repeat FNA with
(ND/UNS)

Cyst fluid only

Virtually acellular specimen

Other (obscuring blood, clotting artifact, etc.)
(11) Benign 0-3 Clinicalfollow-up
Consistent with a benign follicular nodule
(includes ,colloid nodule etc.)

Consistent with lymphocytic (Hashimoto)
thyroiditis in theproperclinical context
Consistentwithgranulomatous (subacute)

ultrasoundguidance

thyroiditis

Other

(111) Atypia of undetermined significance or 5-15P Repeat FNA
follicularlesion of undetermined significance

(AUS/FLUS)

(1V) Follicular neoplasm or suspicious for 15-30 Surgical lobectomy

follicular neoplasm (FN/SFN)
-specifyifHurthle cell (oncocytic) type

(V) Suspicious for malignancy (SFM) 60-75 Near-total
Suspicious for papillary carcinoma thyroidectomy or
Suspicious for medullary carcinoma surgical lobectomy ©

Suspicious for metastatic carcinoma
Suspicious for lymphoma

Other
(VI)Malignant 97-99 Near-total
Papillarythyroidcarcinoma thyroidectomy ©

Poorlydifferentiatedcarcinoma
Medullarythyroidcarcinoma
Undifferentiated (anaplastic) carcinoma
Squamouscellcarcinoma
Carcinomawithmixedfeatures (specify)
Metastaticcarcinoma
Non-Hodgkinlymphoma

Other

2Actual management may depend on other factors (e.g.,clinical and sonographic) besides the FNA interpretation.
PEstimate extrapolated from histopathologic data from patients with “repeated atypicals™ .

®In the case of “suspicious for metastatic tumor” or a “malignant” interpretation indicating metastatic tumor
rather than a primary thyroid malignancy, surgery may not be indicated.
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Figure 1: Histopathological diagnosis of the patients with prior cytological diagnosis as AUS/FLUS
PTC: Papillarythyroidcarcinoma, BTD: Benignthyroiddisease, FA: Follicular adenoma, FC:

Follicularcarcinoma, MTC: Medullarythyroidcarcinoma

44,4% (68/153) (Fig 1). Histological variant
was conventional PTC in 21 (30,9%) of the
cases diagnosed as PTC and follicular variant
PTC in 46 (67,6 %) of the patients in PTC
group. One of the patients (1,4%) had clear cell
variant PTC (Fig 2). The tumor size was <
10mm in 40 (58,8%) of the patients.
Histopathological diagnosis was follicular
carcinoma in 1 (0.7%) of the patients and
medullary carcinoma in 1 (0.7%) of the

patients with prior FNA diagnosis as
AUS/FLUS.

The only benign tumor of the follicular
epithelial cells, namely follicular adenoma was
present in 21 (13,7%) of the cases. Benign
nonneoplastic  thyroid diseases including
lymphocytic thyroiditis and follicular nodular
disease were present in 11(7,2%) and
51(33,3%) of the patients, respectively.

HiISTOLOGICAL VARIANTS

ECVPTC mFVPTC mOthers m

Figure 2: Histological variants in papillary thyroid carcinoma.

CVPTC: Conventional variant papillary carcinoma
FVPTC: Follicular variant papillary carcinoma
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Discussion:
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Bethesda Reporting System for Thyroid
Cytopathology predicts the risk of malignancy
as 5-15% in Category 3; AUS/FLUS (1,2).
However, the published reports after the
widespread use of BRSTC informed highly
variable risk of malignancy ranging between 6
%-96,7% in this group (3-8). The malignancy
rate in AUS/FLUS category of our center was
45,8% and is placed centrally in previosly
reported wide risk spectrum (3-8).

The percentage of AUS/FLUS for
FNA materials is reported as 7% in BRSTC.
The rate of this category in our center was
close to the recommended rates by BRSTC.
Although, BRSTC have standardized the
cytopathological diagnosis in FNA of thyroid
gland, there are surviving problems in
Categories 3, 4 and 5 due to the subjective
cytological evaluation and interobserver
variability (1,2,9,10). But the main problem
emerges in category 3; AUS/FLUS, since the
management of other two categories somehow
contains surgery. BRSTC suggests repeat FNA
for the initial diagnosis of Category 3 in the
absence of any other risk such as suspicious or
malignant radiological images (1,2). Probable
cause of these percentages of category 3 may
be the numerical expression of endocrine
atypia. As the thyroid gland is an endocrine
organ, follicular epithelial cells also have
endocrine atypia in their nature. Besides, some
of the benign thyroid diseases or some of the
therapies for benign diseases may result
worrisome endocrine atypia. So, clinical
information should be considered in the
interpretation of FNA of thyroid nodules in
addition to the cytological evaluation.

In our study, higher rates of
malignancy in histopathology may be
explained by triage of the patients for surgery
as it was reported by some authors previously
(11). In our center, nearly all of the thyroid
nodules diagnosed as AUS/FLUS are
discussed in multidisciplinary conferences and
if there is no unsettling radiological feature in
US imaging of the nodule, the management
goes on by repeating FNA as it is

162

recommended by BRSTC (2). So, indication
for surgery is defined by eliminating false-
positive results in cytology by following
USFNA in the background of clinical and
radiological data. The most common
malignancy was PTC with the percentage of
44,4% and most of the tumors were
microcarcinomas and follicular variant in the
study group. It is well documented that FVPTC
does not express the conventional nuclear
features of PTC and may localize the
cytological diagnosis in subcategories. This
may be one of the causes resulting the higher
malignancy rates in histology as reported in
several reports (12, 13).

The widespread use of liquid-based
preparations have generated ancillary tools in
the cytological interpretation via availability of
cell blocks. These tools contain immuno-
cytochemistry and  molecular  analysis.
Immunocytochemical studies including
HBME-1 and Galectin 3 may have value in
specimens  diagnosed as = AUS/FLUS,
especially in the means of conventional variant
of PTC. Molecular analyses can be descriptive
and exclusive in differentiating malignancy
and benign diseases. Molecular alterations of
several genes such as point mutations of
BRAF, K/NRAS, TERT, TSHR genes and
fusions in THADA, PPRG and NTRK3 genes
may reveal the malignant potential of the
nodule (rule-in tests) (14). On the other side,
gene expression classifier tests may exclude
the malignant potential (rule-out tests) (15).

Conclusion:

Although, The Bethesda Reporting System for
Thyroid  Cytopathology have  provided
standardization in some of categories, the
category of AUS/FLUS remains to be
including subjective cytological criteria and
subsequent malignancy rates are highly
variable in different reports. So, ancillary tools
such as immunocytochemistry and particularly
molecular tests may be appropriate in
preoperative diagnosis of thyroid nodules.
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The Effects of Radical Nephrectomy and Nephron Sparing Surgery on
Glomerular Filtration Rate for the Patients who Underwent Surgery for
Localized Renal Mass

Lokalize Renal Kitle Nedeniyle Cerrahi Uygulanan Hastalarda Radikal
Nefrektomi ile Nefron Koruyucu Cerrahinin Glomeriiler Filtrasyon Oram
Uzerine Etkileri

Ahmet Giideloglu', Biilent AkdoganHaluk Ozen?

!Memorial Ankara Hastanesi, Ankara, Tiirkiye
Hacettepe Universitesi Tip Fakiiltesi, Uroloji Anabilim Dal1, Ankara, Tiirkiye

Dergiye Ulasma Tarihi: 17.10.2016 Dergiye Kabul Tarihi: 23.10.2016 Doi: 10.5505/a0t.2016.93063

OZET
Amag: Bu calismada, radikal nefrektomi (RN) ile nefron koruyucu cerrahinin (NKC) uzun dénem bobrek
fonksiyonlari iizerine etkisini ortaya koymak amaglanmustir.
Hastalar veYontem: Hacettepe Universitesi Tip Fakiiltesi Uroloji Anabilim Dali’nda Ocak 1990 - Nisan 2011
tarihleri arasinda renal kitle nedeniyle ameliyat edilen 1016 hastaya ait veriler, retrospektif olarak incelenmistir.
Tan1 aninda metastatik oldugu bilinen 78 olgu ¢alisma dis1 tutulmustur.
Bulgular: Calismaya alinan olgularin 579'u (%61,7) erkek ve 359'u (%38,3) kadindir. 624 olguya RN, 314
olguya NKC yapilmistir. Hastalarin ortalama takip siiresi RN yapilan grupta 46.7 ay iken, NKC uygulanan
grupta 39.9 aydir. Ortalama radyolojik timor boyutu sirasiyla 75+£33,5 mm ve 37,8426 mm’dir (p<0.001).
Ortalama ameliyat siiresi RN ve NKC gruplart i¢in sirasiyla 137.6 ve 139.5 dakikadir. NKC uygulanan grupta
ortalama sicak iskemi siiresi 18,9+6,8 (3-36) dakikadir. Uzun donem takip sonunda RN yapilan gruptaki
kreatinin degerindeki ortalama 0,51 mg/dl artis, NKC uygulanan gruptaki 0,39 mg/dl artistan anlamli sekilde
daha fazladir (p<0.001). Uzun doénem takipte preoperatif GFR’1 >60 olan hastalarin halen GFR degerinin >60
olarak devam etme oranlari, RN ve NKC yapilan gruplarda sirasiyla %47.6 ve %74.8 olarak tespit edilmistir
(p<0.001).
Sonu¢: Calismamizda GFR’de azalma oranimin uzun dénemde RN yapilan hastalarda NKC yapilanlara gore
daha fazla oldugu bulunmustur. T1 renal tiimorii olan bircok olguda RN ile biitiin bobregi ¢ikarmak fazladan
tedavidir. T1 renal tiimorii olan hastalarda teknik olarak miimkiin oldukga parsiyel nefrektomi tercih edilmelidir.
Anahtar kelimeler: Renal Hiicreli Karsinom, Radikal Nefrektomi, Nefron Koruyucu Cerrahi, Glomeriiler
Filtrasyon Oram

ABSTRACT
Objectives: The goal of this study was to demonstrate the long-term effects of radical nephrectomy (RN) and
nephron sparing surgery (NSS) on kidney functions.
Patients and Methods: The medical records of 1016 patients who underwent kidney surgery from January 1990
to April 2011 at Hacettepe University School of Medicine, Department of Urology were retrospectively collected
and analyzed. Metastatic 78 patients at presentation were excluded.
Results: Radical nephrectomy and nephron sparing surgery was performed in 624 and 314 cases, respectively.
Male to female ratio was 579/314. The mean follow up was 46.7 and 39.9 months for RN and NSS, respectively.
The mean radiological tumor size was 75+33,5 mm for RN and 37,8426 mm for NSS (p<0.001). The mean
duration of surgery for RN and NSS was 137 and 139 minutes, respectively. The mean warm ischemia time for
NSS was 18.9 minutes. Serum creatinin level was increased 0.51mg/dl and 0.39mg/dl for RN and NSS after
long-term follow up, respectively (p<0.001). Glomerular filtration rate (GFR) was > 60 ml/min/m? in 47.6% and
74.8% of RN and NSS patients in long-term follow up, respectively (p<0.001).
Conclusion: Decrease in GFR was more prominent in RN compared to NSS patients in long term. Therefore,
removing the whole kidney for especially T1 renal tumours is over treatment in most cases. Partial nephrectomy
should be preferred for all T1 renal tumours whenever technically feasible.
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Giris

Konunun devamindaki paragraf ikinci siituna
gectiginde baslik ile ayni1 hizada olacak (diger
paragraf ile degil)Bobrekte yer isgal eden en
yaygin solid lezyon renal hiicreli karsinomdur
(RHK) ve tiim bobrek tiimorlerinin yaklasik
%90’1m olusturur (1). Yetiskinlerdeki tiim
kanserlerin yaklasik %3’linli olusturan RHK,
iirogenital sistemin en agresif tiimorlerindendir
ve prostat ile mesane kanserinden sonra 3.
siklikta — goriillir  (2). Amerika Birlesik
Devletleri verilerine gore tahminen her 75
kisiden biri hayat1 boyunca RHK gelistirecektir
ve bununla birlikte RHK erkeklerde kanserden
olimde 7. sirada iken kadinlarda 8. siradadir
(3). Sonugta RHK toplum  sagligini
azimsanmayacak Olciide tehdit eden Onemli
kanserlerden biridir.

Gegmiste RHK hastalar1  siklikla
hastalifa ait “klasik triad” olarak bilinen;
hematiiri, yan agris1 ve ele gelen kitle gibi
belirti ve bulgularla doktora basvururlardi ve
bu hastalara uygulanan tek kiiratif tedavi
radikal  nefrektomiydi  (4). Gilinimiizde
olgularin  %70’den fazlasim1  nonspesifik
abdominal sikayetlere sahip hastalara rutin
olarak uygulanan goriintiileme tetkikleri
sonucu tesadiifen saptanan olgular
olusturmaktadir. Ozellikle son 20 yilda gelisen
bu degisiklik, hastaligin evresinde ileri evreden
erken evreye kaymaya sebep olmustur.

Eskiden semptomatik RHK hastalari
siklikla metastatik evrede yakalanirken ve kiir
olma sansimi yitirirken giiniimiizde olgularin
¢ogu hastalik heniiz bobrege lokalize halde
iken tanm1 almakta ve uygulanan gesitli nefron
koruyucu cerrahi (NKC) yontemlerle yiiz
glildiiriicic sonuglar elde edilebilmektedir (5).
Goriintiileme tekniklerindeki gelisme sadece
tesadiifen saptanan renal kitle insidansini
artirmakla kalmamig, aym1 zamanda renal
kitleler daha kiiciik boyutta yakalandiklar1 i¢in,
gecmis donemlere nazaran daha sik nefron
koruyucu cerrahi yapilir hale gelmistir.

Kronik bobrek hastaligi (KBH) glomeriiler
filtrasyon oranmin (GFR) <60 ml/dk/1,73m?
olmasi seklinde tamimlanir. Renal kortikal
timorli  hastalarda RN, KBH gelisimi igin

onemli bir risk faktoriidir (6). KBH’nin
kardiyovaskiiler hastalik i¢cin bagimsiz bir risk
faktoriic oldugu ortaya konulmustur (7).
Bununla birlikte KBH olan hastalarda
kardiyovaskiiler mortalite, KBH olmayanlara
gore daha fazladir (32/1.000’e  kars1
16/1.000)(8). Geng (<65 yas) ve kiigiik renal
kitleli (<4 cm) hastalarda RN ile NKC
kargilagtirildiginda, RN’nin daha kisa genel
sagkalim ile iligkili oldugu gosterilmistir (9).
Goriintilleme ve ameliyat tekniklerindeki bu
gelismeler sonucunda ginimiizde RHK
hastalarinda onkolojik bagar1 artik tek bagina
basar1 olarak kabul edilemez. Asil basari
kansere 0zgli sagkalim yaninda; ameliyattan
sonra korunan iyi bir renal rezerv ile genel
sagkalimin da kanser disi sebeplerle olumsuz
etkilenmesini engellemektir.

Bu calismada, Hacettepe Universitesi
Tip Fakiiltesi Uroloji Anabilim Dali’nda, 1990
yilindan 2011 yilina kadar lokalize renal kitle
nedeniyle cerrahi girisim yapilmig olan
hastalarm tim verileri retrospektif olarak
incelenerek, radikal nefrektominin ve NKC’nin
bobrek fonksiyonunun en Snemli gostergesi
olan GFR f{izerine etkilerini ortaya koymak
hedeflenmistir.

Hastalar ve Yontem

Ocak 1990 ile Nisan 2011 tarihleri arasinda
bobrekte yer isgal eden lezyon nedeniyle
laparoskopik veya acik ydntemle RN veya
NKC yapilan 1016 hastanin klinik ve
demografik  wverileri  retrospektif  olarak
incelenmigtir. Hastalarin ameliyat Oncesi,
ameliyat sonrasi erken dénem ve uzun dénem
sonundaki GFR degerleri hesaplanarak, RN ve
NKC’nin GFR degerleri iizerine olan etkileri
ve bu cerrahilerden sonra kalan renal rezerv ile
sagkalim iligkisi ortaya konulmaya
caligilmistir.

Tanm1 anindaki ve son kontrole
geldikleri tarihteki iire, kreatinin degerleriyle
Modification of Diet in Renal Disease
(MDRD) caligmasi formiiliine gore
hesaplanmig GFR degerleri incelenmistir (10).
MDRD caligmasina gore GFR “GFR=175 x
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(serum kreatinin) 1% x (yas)02% x 0.742 (eger
birey kadinsa)” formiilii ile hesaplanmaistir.
Temel istatistiksel kavramlar ile hastalarin
ozellikleri 6zetlenmistir. Sayisal parametrelerin
Ozetlenmesinde ortalama, standart
sapma, ortanca, minimum  ve  maksimum
degerleri gerekli durumlarda %95 giiven
araliklari; kategorik degiskenler ise say1r ve
yiizde degerleri kullanilmustir.  Istatistik
anlamlilik smir (p) 0.05 olarak belirlenmistir.
Istatistiksel analizler SPSS ver 16.0 programi
ile yapilmustir.

OrginalArticle

Bulgular

Hacettepe Universitesi Tip Fakiiltesi Uroloji
Anabilim Dali’nda Ocak 1990 - Nisan 2011
tarihleri arasinda renal kitle nedeniyle ameliyat
edilen 1016 hastaya ait veriler retrospektif
olarak toplanmigtir. Tan1 aninda metastatik
oldugu bilinen 78 olgu calisma dis1 tutulup,
938 hastanin verileri incelenmistir.

Caligmaya alman olgularm 579
(%61,7)u erkek ve 359 (%38,3)'u kadindir.
624 olguya (%66,5) RN, 314 olguya (%33,5)
NKC yapilmistir. Hastalarin ortalama takip
stiresi 44.3+50.5 aydir. RN veya NKC yapilan
hastalarin yas ortalamasi sirastyla 56,07+12,21
yil ve 51,87£12,25 yil olarak bulunmustur
(p<0,001). Cerrahi uygulanan renal Kitlelerin
ortalama radyolojik boyutu RN yapilan grupta
75+£33,5 mm (4-250) iken, NKC yapilan grupta
37,8426 mm (10-240) olarak hesaplanmistir
(p<0.001). Ortalama ameliyat siiresi RN i¢in
137,6£59,3 (45-500) dakika iken NKC ig¢in
139,5£51,6  (45-360)  dakikadir. NKC
uygulanan grupta ortalama sicak iskemi siiresi
18,9+6,8 (3-36)  dakikadir. Patolojik
incelemede RN yapilan grubun %10,2si
benign iken NKC uygulanan grubun %29’u
benigndir (p<0.001). Hastalarin uzun dénem
takiplerinde hastaliksiz sagkalim RN yapilan
grupta %83,66 iken NKC uygulanan grupta
%97,23’tiir (p<0.001).

Preoperatif kreatinin ortalamast RN ve NKC
uygulanan grupta sirasiyla 0,98+0,74 mg/dl
(0,2-11,85) ve 0,89+0,28 mg/dl (0,39-2,41) dir
(p=0,135). Hastalarin uzun donem takip
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sonunda RN’de ve NKC’de kreatinin
ortalamalar1 sirasiyla; 1,49+£1,54 mg/dl ve
1,28+1,61 mg/dl’dir (p<0.001). RN yapilan
gruptaki ortalama 0,51 mg/dl artis, NKC
uygulanan gruptaki 0,39 mg/dl artistan anlamli
sekilde daha fazladir (p<0.001).

Hastalarin  preoperatif GFR  degerlerine
bakilmaksizin uzun dénem takip sonunda GFR
degerleri  incelendiginde; RN  yapilan
hastalardan son kontrol bilgilerine
ulasabildigimiz toplam 351 hastanin 145
(%41.3)’inin GFR degeri >60 iken, NKC
uygulanan grupta ise 178 hastanin 124
(%69.7)’tniin GFR degeri >60’dir (p<0.001)
(Tablo 1).

Tablo 1. Ameliyat 6ncesi ve uzun doénem
kontrolde GFR degerleri dagilimi

Preop GFR Uzun Dénem Kontrol GFR
<60 >60
RN
<60 n=55 | 51(92,7) 4(7,3)
>60 n=296 | 155 (52,4) 141 (47,6)
NKC
<60 n=19 | 14 (73,7) 5(26,3)
>60 n=159 | 40 (25,2) 119 (74,8)
p <0,001 <0,001

Ameliyat 6ncesi GFR degeri >60 olan
hastalarin ameliyat sonrast da >60 kalma
oranlart RN (n:296) ve NKC (n:159)
hastalarinda sirasiyla %47.6 ve %74.8 olarak
bulunmustur (p<0.001),(Sekil 1). Ameliyat
oncesi GFR degeri < 60 olan hastalarin
ameliyat sonrasi da <60 kalma oranlar1 RN ve
NKC igin sirasiyla %92.7 ve %73.7°dir. Uzun
donemde RN yapilan hastalar NKC uygulanan
hastalara gore daha fazla oranda GFR <60
olma durumunu siirdiirmektedir (p<0.001).
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Sekil 1. Ameliyat 6ncesi GFR Degeri >60
mg/dk/m? olan hastalarin uzun dénem GFR
degerlerinin 60°1n {istiinde kalma oranlari

Tartisma

Renal hiicreli karsinom insidansinin artmasina,
insidental erken tani ile lokalize evreye dogru
evre kaymasina, ameliyat tekniklerindeki
gelismelere ve daha fazla RN ve NKC
uygulanmasina ragmen, RHK mortalitesi halen
artmaktadir.  Yaklasik  34.500  hastanin
incelendigi bir kohort c¢alismasinda yasa
uyarlanmig insidans 1983’den 2002 yilina
kadar 100.000’de 7,1’den 10,8’e yiikselmistir.
Bu artisin da biiylik bir kismindan <4 cm
tiimorler sorumludur. Boyutu <2 ¢cm ve 2-4 cm
tiimorlerin insidanst sirasiyla 100.000°de 2’den
3’e ve 1’den 3.3’e yiikselmistir. Bununla
birlikte her timor boyutuna ait kategoride
bobrek cerrahisi, insidanstaki artisa paralel
olarak artmistir. Ayn1 caligmada bobrek
kanserine 0zgii ve genel mortalite oranlari
sirastyla 100.000°de 1,2’den 3,2’ye ve 1,5’den
6,5’e yiikselmistir. Ozellikle kiiciik tiimorlerde
daha fazla olmakla birlikte bobrek kanseri
insidanst artmasimma ve buna paralel olarak
bobrek kanseri cerrahisi daha sik yapilmasina
ragmen, en azindan kiiciik tiimorlerde bile
mortalite oranlari artmaya devam etmistir (11).
Bobrek kanseri tedavisindeki bu  giincel
paradoks tiim kiigiik renal Kkitleli hastalara
uygulanan cerrahi girisimlerin uygunlugunu
sorgulatmaktadir.

Gegmisten beri  siiregelen yanlig
diisiincelerden birisi de normal kontralateral
bobregi olan hastalarda tiimor tarafindan
tutulmamis normal renal parankimin, RN ile
feda edilmesine bagli serum kreatinindeki
kalic1 yiiksekligin, uzun dénemde ciddi yan
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etkiye neden olmayacagidir. Bu diisiincenin
olugmasindaki en 6nemli sebep 20 yildan fazla
takip edilen dondr nefrektomi yapilan
hastalarda normal popiilasyona kiyasla daha
fazla oranda herhangi bir ciddi hastalik, diyaliz
ihtiyact gerektirecek bobrek yetmezligi ve
O0lim  goriilmediginin  bildirilmis  olmast
gercegidir (12). Bobrek dondrleri ile bobrek
timorlli  hastalar arasinda dikkat edilmesi
gereken Onemli bir niians, donoérler pek ok
komorbidite acisindan taranmis, dikkatle
secilmis saglikli ve siklikla gen¢ (<40 yas)
insanlar iken, bobrek timorli hastalar bu
durumun tam tersi olarak, genellikle daha yash
ve siklikla metabolik sendrom, hipertansiyon,
koroner arter hastaligi, obezite ve diyabet gibi
bobrek fonksiyonunu da etkileyebilecek ¢ok
cesitli komorbiditelerden bir veya birkagina
sahiptirler.

Kronik  bobrek hastaligt  (KBH)
insidanst ve prevalansi giin gectikge artan
biiyiik bir saglik problemidir. GFR degerinin
<60 ml/dk/1,73m? olmas1 seklinde tanimlanan
KBH’nin risk faktorleri; 60 yasindan biiyiik
olma, hipertansiyon, diyabet, kardiyovaskiiler
hastalik ve bobrek hastaligi aile Oykiisiidiir.
Amerika’da giiniimiizde erken evre KBH’ye
sahip 19 milyon yetiskinin oldugu ve 2030
yilinda 2 milyonunun kronik diyalize veya
renal transplantasyona gereksinim duyacagi
tahmin edilmektedir (15).

Toplum tabanli biiyiik bir ¢aligmada
tahmini GFR azaldik¢a, 6liim, kardiyovaskiiler
olay ve hastanede yatig riskinin arttig
gosterilmistir (17). RN, KBY gelisimi i¢in
onemli bir risk faktoriidiir. Kii¢lik renalkortikal
timorlerin  yaklastk  %20’sinin ~ benign
patolojiye sahip oldugu i¢in, RN’nin artik altin
standart yontem olarak goriilmemesi gerektigi
kabul edilmis bir gercektir (6, 18).

Mayo klinik ekibinin 2000 yilinda tek tarafli
RHK, diger bobregi ve kreatinin degeri normal
olan hastalarda RN ile NKC’yi karsilagtirdigi
bir calismada kreatinin degerinin >2 mg/dl
olmas1 seklinde tanmimlandigi kronik renal
yetmezlik, 10 yillik takip sonunda RN
grubunda %22,4 iken NKC grubunda %11,6
olarak bulunmustur. Bununla birlikte RN
grubunda daha fazla oranda proteniiri oldugu
da gosterilmistir (%55,2°’ye karsi  %34,5).
RN’nin daha fazla kronik bobrek yetmezligi ve
proteiniiri riski tasidigi ve NKC ile onkolojik
sonuglar agisindan fark olmadigi 15 yil 6nce
Mayo Kklinikten bildirilmistir. Bu nedenle
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normal kontralateral bdbrekli ve tek tarafli
RHK olan hastalarda NKC uygulanmasi
gerekliligini savunmuslardir (21). Bundan 2 yil
sonra Memorial Sloan - Kettering Cancer
Center’den bildirilen ¢calismada, RN ve NKC
yapilan hastalarin ortanca 25 ay takip sonunda
kreatinin degerinin 1,5 mg/dl ve 1,0 mg/dl
oldugu bildirilmistir (p<0.001)(22). Bizim
verilerimizde  de  preoperatif  kreatinin
degerlerinde farklilik yok iken uzun dénem
takipte kreatinin degeri ortalamasi RN
grubunda NKC grubundan daha fazladir.

Lokalize renal kitle nedeniyle 1995 ile
2005 wyillar1 arasinda opere edilen 1.500
hastanin 10 yildan fazla takip sonuglarinin
incelendigi bir baska calismada ameliyat
oncesi GFR, viicut kitle indeksi (VKI) ve
komorbidite ile hastaliksiz sagkalim arasinda
iligki gosterilememistir. Bununla birlikte hafif
azalmis GFR (45-60 ml/dk/1,73m?) ve ciddi
derecede azalmis GFR (<45 ml/dk/1,73m?) ile
genel sagkalim arasinda anlaml iliski
gosterilmistir (23). Kiigiik renal kitlelerde RN
ile NKC’yi karsilastiran bir baska calismada
tim yas gruplarinda genel sagkalimi benzer
bulunmus, halbuki 65 yas altindaki 327
hastada NKC daha iyi sagkalima sebep
olmustur (p=0.002) (9). Yaklasik 2550 RN ve
550 NKC yapilan hastanin kardiyovaskiiler
olay acisindan karsilastirildigi bir ¢aligmada da
RN yapilan grupta hem daha fazla oranda
genel mortalite (%32,1° e kars1 %19,8) hem de
1,4 kat artmis ilk kardiyovaskiiler olay riski
oldugu gosterilmistir (24).

Hacettepe verilerine gore ortalama
kreatinin degerindeki artis uzun dénemde RN
hastalarinda NKC uygulananlardan daha
fazladir (p<0.001). Preoperatif GFR’si>60 olan
hastalarda, bunun ameliyat sonrast uzun
donemde 60’in altina diisme orani da RN
yapilan grupta NKC uygulanan gruba gore
daha fazladir (p<0.001). GFR degerlerindeki
bu anlamli  degisiklik bile yukaridaki
literatiirde bahsedilen, KBH, kardiyovaskiiler
olay ve Oliim tggeninde bizim elektif NKC
yapma dogrultusunda durusumuzu daha da
saglamlastirmaktadir. Ilerleyen yillarda uzayan
takip siireleri ile bu fark ¢ok daha hissedilir
diizeye ulasacaktir. Onkolojik sonuglardan
o0diin vermeden tedavi kararim belirlerken
dikkat edilmesi gereken en Onemli husus,
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bobrek fonksiyonlarmin - korunmasidir. Bu
baglamda bobrege lokalize RHK’nin giincel
tedavisi; milkemmel sagkalim ve yiiz
giildiirici  onkolojik  sonucu  nedeniyle
NKC’dir(19). Avrupa ve Amerika Uroloji
Dernekleri’nin  kilavuzlarinda T1 bdbrek
tiimorii tedavisinde artik NKC altin standart
yontem olmus ve komorbiditesi nedeniyle
cerrahisi  riskli olan hastalarda ablatif
yontemler ve izlem kendine yer bulmustur (1,
20).

Sonu¢

Tim bu bilgiler 1s18inda calisma sonuglari
Ozetlenecek olursa; giiniimiizde insidental
olarak saptanan renal Kkitlelerin 6zellikle de
lokalize olanlarin insidansi artmustir. Buna
paralel olarak NKC vyapilma oram1 da
artmaktadir. Geg¢misten beri siiregelen RN
deneyimi bize soliter bobrekte tiimorii olan
hastalarmin daha fazla oranda KBH siirecine
girdigini  gostermistir. KBH  siirecindeki
hastalarda ~ da  daha  fazla  oranda
kardiyovaskiiler olay ve buna bagli olim
gorildiigl literatiir verileriyle ispatlanmis bir
gercektir. Lokalize bdbrek tiimdrii nedeniyle
RN ile NKC yapilan hastalar
karsilastirildiginda da kansere 6zgii sagkalimda
fark yokken genel sagkalimin RN yapilan
grupta daha disiik olmasinin en rasyonel
sebebinin bu hastalarda uzun donem takipte
gelisen KBH olmasi muhtemeldir.

Bizim verilerimize gore de RN yapilan
hastalarda NKC uygulananlara gore GFR, uzun
donemde daha fazla oranda azalmaktadir.
Bunun yani sira lokalize renal kitleler igin
NKC hala yeteri kadar siklikta
yapilmamaktadir. Hastayr RN ile tiimdrden
tamamiyla  kurtardiklart  i¢in  kendilerini
kahraman olarak gdren cerrahlar, uzun
donemde RN ameliyatinin ¢cok da masum bir
islem olmadigin1 hesaba katmali ve teknik
olarak c¢ikarilmasi miimkiin olan her renal
kitleye artik giinlimiizde lokalize bdbrek
timoriiniin standart tedavisi haline gelmis olan
NKC islemini uygulamalidirlar.

Cikar Catismasi: Yok
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Clinical, Radiological and Surgical Pitfalls in Fibular Tumors

Fibula Yerlesimli Tiimorlerde Klinik, Radyolojik ve Cerrahi
Tuzaklar
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OZET

Giris ve Amag: Fibula kaynakli tiimorler daha az siklikla goriilmekle birlikte gogunun lokal agresif ve
malign olmasindan dolay1 6nem arz etmektedir. Fibula kaynakli timér nedeniyle tedavi edilen hastalar
incelenerek, tan1 ve tedavideki tuzak noktalara dikkat ¢cekilmesi amaglandi.

Yontem ve Geregler: Mayis 2007 ile Haziran 2015 tarihleri arasinda fibula yerlesimli tiimor nedeniyle
tan1 ve tedavi edilmis 36 hasta retrospektif olarak incelendi. Hastalarin yasi, cinsiyeti ve lezyonlarin
lokalizasyonu belirlendi. Tiimoriin radyolojik 6zellikleri, histolojik tipi, uygulanan rezeksiyon tipi ve
komplikasyonlar incelendi.

Bulgular: Hastalarin 20’ si kadm, 16’ s1 erkek olup yas ortalamasi 31.5 (6-74) yil bulundu. Fibula 1/3
proksimal bolge 26, 1/3 orta bolge 6, 1/3 distal bolge 4 hastada tespit edildi. Histolojik olarak
timorlerin 23” {i bening, 9° u malign ve 4’ i metastatik tiimordii. Hastalarin 19°una intralezyonel
kiiretaj, 15’ ine genis rezeksiyon ve 2’ sine amputasyon uygulandi.

Tartisma ve Sonug: Fibula diz eklemi ve ayak bilegi stabilitesine katkist ve proksimalde nérovaskiiler
yapilara yakin komsulugu nedeniyle birtakim cerrahi zorluklar igermektedir. Radyolojik olarak
tiimoriin sinirlar ve ne kadar kemigin feda edilebilecegi iyi planlanmalidir. Iyi bir planlama ve dikkatli
bir cerrahi tedavi ile timdriin komplikasyonsuz bir sekilde uzaklastirilabilecegi kanaatindeyiz.
Anahtar Kelimeler: Fibula tiimorii, Genis rezeksiyon, Cerrahi sinir

ABSTRACT
Introduction: Although fibula based tumors are less common, they are important since a great number
of them are local aggressive and malign. The purpose of this study is to evaluate the patients with
fibula based tumors and to focus on pitfalls in diagnosis and treatment.
Methods: 36 patients who had been diagnosed with and treated for tumor involving fibula between
May 2007 and June 2015 were examined retrospectively. The patients’ ages, genders and localizations
were specified. Tumor’s radiologic features and histological type, type of resection and complications
were analyzed.
Results: 20 of the patients were women, while 16 were men and the average age of the patients was
31.5 (6-74) years of age. Tumor was found in fibula 1/3 proximal zone of 26 patients, in fibula 1/3
middle zone of 6 patients and in fibula 1/3 distal zone of 4 patients. Histological, 23 were benign, 9
were malign and 4 were metastatic tumors. Intralesional curettage was performed on 19 patients, wide
resection was performed on 15 patients and amputation was performed on 2.
Discussion and Conclusion: Fibula involves some surgical difficulties because of its contribution to
knee joint and ankle stability and its close adjacency to neurovascular structures in proximal.
Radiologically, tumor borders and how much bone can be sacrificed should be planned well. With a
good planning and a careful surgical treatment, tumor can be removed without complications.
Keywords: Fibula tumor, Wide resection, Surgical margins
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Fibular tumors make up 2.4% of all
extremity tumors and most of these are in
proximal 1/3. Wide resection is preferred
since they are generally composed of local
aggressive or malign tumors. However,
due to fibula’s contribution to joint
stability and its close adjacency to
important  neurovascular structures, it
makes  surgical interventions more
complicated (1). On the other hand, the
goal is making sure that the remaining part
is functional and creates least morbidity
while completely removing the part where
the tumor is.

Different resection types are
recommended for proximal fibula and the
integrity of lateral collateral ligament
should be maintained (2). In distal fibula,
ligament reconstruction or arthrodesis
methods are applied to increase ankle
stability (3, 4). However, since fibula
tumors are rare and since it is not possible
to get ideal resection all the time, it may
cause some complications such as
instability in joints and local relapse in
tumor. Although the reason for local
relapse is generally the tumor’s not being
removed completely, there are no studies
about the radiological borders of fibula
tumors and surgical border (5, 6)

In this study, we analyzed the
fibular tumors we came across in clinic
and discussed the clinical difficulties,
radiological features and surgical pitfalls
with the literature.

Methods:

After local ethical board permissions were
taken, patients recorded in two central
tumor archives were scanned between
May 2007 and June 2015. Age, gender,
and anatomic locations were found. The
sizes of tumors were calculated with
radiological images such as X-Ray,
computerized tomography (CT), magnetic
resonance imaging (MRI), whole body
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bone scintigraphy and thorax CT and later
they were compared with the sizes of the
removed resection bone. Histopathological
type, amount of the resection and
complications were found. Patients who
did not have files and radiological data,
those whose histological types were not
known and those who did not receive
surgery were not included in the study.

Results:

36 patients were included in the study. 20
of the patients were women, while 16 were
men and the average age of the patients
was 31.5 (6-74) years of age. Tumor was
found in fibula 1/3 proximal zone of 26
patients, in fibula 1/3 middle zone of 6
patients and in fibula 1/3 distal zone of 4
patients. The patients were divided in two
groups as benign and malign (Table 1).

The surgical excision of cases
according to fibula localization has been
shown in Table 2. Type | excision defined
by Malawer et al. (7) was performed on 4
patients while type Il excision was
performed on 2 patients, modified excision
defined by Mootha et al. (8) was
performed on 4 patients and above-knee
amputation was performed on one patient
in wide resection. Wide excision was
performed on 3 diaphysis located ewing
sarcoma cases and 2 metastasis (Figure
1). Biopsy was made on one
lymphoma patient for diagnosis. In
patients with fibula distal involvement,
osteochondroma excision was performed
in 2, intralesional curettage was performed
in one and below-knee amputation was
performed in one patient due to relapse of
tumor who had previously total distal
fibula excision and ankle arthrodesis
(Figure 2) (Table 2).

In primary fibula malign tumors,
such as especially ewing sarcoma,
osteosarcoma and chondrosarcoma, it was
found that the tumor continued in 6 of 8
patients within first resection borders
when compared with the preoperative
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tumor sizes. Tumor sizes were measured
by radiologicaly before and after operation
in Table 3. Radiologically and surgical
resection sizes were measured in Table 3.
In one of the patients who were operated,
fibula proximal zone was sacrificed, since
peroneal nerve and tibialis anterior artery
continued in tumor. 4 patients were found
to have drop foot, while three of these
patients recovered in follow-up period,
drop foot has continued in one patient
whose fibular nerve was resected. In 2 of
the 6 patients who underwent fibula
proximal type | and type Il excision, knee
instability developed. One of these
patients was performed lateral collateral
ligament (LCL) reconstruction, the other
one was followed with above knee
bracing. Both patients however, they were
amputated due to relapse, which included
neurovascular structures.

Orginal Article

Discussion:

With the developments in orthopedic
oncology, adjuvant, neoadjuvant
chemotherapy and  radiotherapy, 5
yearlong patient survival rises from 10%
to 70% (9). With this increase in survival,
it is a must to gain the most functional
extremity in the remaining anatomy as
well as removing the tumor. Most of the
fibula tumors are located proximal section
of the bone (10). The benign tumors in this
area can be removed without causing too
much morbidity. However, since local
aggressive and malign tumors need to be
removed with wider borders, they may
cause knee instability and neurovascular
complications. Thus, the anatomy of the
area should also be considered while
determining  the  surgical  excision.
Ligament repair after excision becomes
more important (11).

Different resection types have
been recommended in fibula proximal
zone (7, 11). According to Malewer (7)
type | resection is performed for benign
aggressive, low-grade malignant tumors

172

and metastatic. Type Il resection is
performed for high-grade malignant
tumors, Erler et al. (11) modified Malawer
classification by adding two more detailed
types of resection. Dieckman et al. (4)
claimed that previous classification
systems were dependent on the tumour
differentiation but not on the tumour size
or extension (12). Thus, they reported new
classification system. They used this new
classification system independent of the
surgical margins. Authors stated that, there
has to be a proximal area of more than 3-4
cm. of healthy bone in order to preserve
the LCL in malignant tumors. If there is
less than 3-4 cm. of healthy bone an
intraarticular resection of the proximal
fibula with the LCL must be cut.

Clinical problems, fibula related
pathologies may be neglected in
outpatients and give priority to adjacent
anatomic structures. Knee joints come to
mind first and inside the knee are
evaluated (13, 14). Tumors, which affect
fibular nerve, are evaluated as pitfall
neuropathy (15). In cururis middle zone
pathologies, tibia is generally evaluated in
the foreground and fibular pathologies are
neglected. Although distal fibula tumors
are less common, lateral malleolus is
relatively taken into consideration more
while evaluating ankle (16). Thus, we
think that distal fibula (lateral malleolus)
pathologies are luckier in terms of clinical
doubt and diagnosis.

Regarding to radiologic
diffucuities on evaluation, when pathology
about the cururis area comes to mind,
images of all anatomical structures should
be taken. In plain radiograph, pathologies
in fibula proximal zone should not be
overlooked while focusing on pathologies
inside the joint. Fibula cortical continuity
should be followed and its super position
with tibia proximal zone should be taken
into consideration. MRI helps the
measurement of tumor sizes and
measurement of intramedullary extension
and soft tissue sizes (17). In tumors which
extend the cortex, fibular nerve and the
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anterior tibial artery in its medial should
be assessed and its association with the
tumor should be revealed. In their study on
316 patients with tumor, Panicek et al. (18)
reported that MRI was not better than CT.
There are also studies which show that
MRI is better than PET CT (17). Grimmer
et al. (9) reported that insufficient
marginal excision was higher in fibular
osteosarcomas. In these study, resection
which passed from 2 cm. away from the
sizes measured according to radiological
images were performed in 8 patients due
to primary malign fibula tumor. In our
malign fibula tumor cases, preoperative
radiological measurements were not found
to be parallel to our intraoperative frozen
section. The reason for this may be the fact
that fibula has narrower and more spiral
medulla when compared with femur and
tibia. In bones with a narrow medulla such
as fibula, medulla extended tumors such as
ewing sarcoma and osteosarcoma should
be given more attention. Frozen section
should be performed from surgical
margins and resection should be made
from wider margins when necessary.
Surgical margin check should be made in
patients who had curettage, resection and
excision due to benign or local aggressive
fibula tumor.

Surgical difficulties on treatment,
proximal zone is less experienced since it
is less common in orthopedic oncology
when compared with other bones. In fibula
proximal local aggressive and malign
tumors, type Il resection is recommended,;
however, this surgery should be performed
very carefully (7). An especially deep
branch of peroneal nerve has motor
functions and it should be protected to the
utmost. However, it can be sacrificed in
cases if the nerve is surrounded in malign
tumors (19). In the unplanned and careless
surgeries of this area, peroneal nerve
injury, artery-vein injury and knee
instability may develop (10). Peroneal
nerve injury was seen in 4 of the 26
patients with fibula proximal zone tumor.
One of these patients developed permanent
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drop foot since peroneal nerve was not
protected due to tumor, the other three
patients had complete recovery. Modified
resection technique has been defined in
fibula proximal zone osteochondroma in
order to protect LCL (8). LCL
reconstruction should be performed to
prevent knee instability. In two of the
patients who extended to fibula proximal,
knee instability developed. Two was
treated with LCL reconstruction, while the
other was treated with above knee bracing.
Since artery is more resistant to invasion
and more important than vein, it may be
protected more (20). In case of need, the
association between vascular structure-
tumor should be examined in lumen
invasion or thrombus with advanced
techniques such as CT angio (21). While
chemotherapy and radiotherapy can
decrease with efficient use, amputation
may be a treatment option in malign
tumors with posterior tibial artery and
tibial nerve invasion (22). Amputation was
performed on our two patients who had
undergone surgery due to giant cell tumor
and chondrosarcoma after a relapse which
surrounded neurovascular structures was
found.

In fibula 1/3 middle diaphysis
involved tumor excision, knee and ankle
stability is not much affected (23).
Morbidity of excision in this area is less
and more reliable surgical excision can be
made. There is medial arterial collateral
sirculation in the medial of fibula
diaphysis area. This collateral circulation
should be protected if vascular invasion is
not. In diaphysis located tumors, the
narrowness of medulla and the
insufficiency of images should be taken
into consideration and frozen should be
performed and in case of positive margin,
the margins of the resection should be
extended to safer borders.

Distal fibula tumors are rare and when
compared with the proximal zone, its
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Figure 1: Size of fibula proximal 1/3 located anatomical region. Nonetheless, the
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might be a reference for the future studies,
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Figure 2: Fibula distal chondrosarcoma was

excision and ankle arthrodesis.

surgical resection is easier and its
prognosis is better due to its being far
from neurovascular structures (24).
However, it should be protected due to its
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Table 1: Histopathological types of cases.
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Tumor Case number
Benign bone tumor Osteochondroma 8
Aneurismal bone cyst 6
(23) Giant cell tumor 3
Simple bone cyst 2
Enchondroma 2
Osteoid osteoma 2
Malign bone tumor Ewing sarcoma 3
Osteosarcoma 3
(13) Chondrosarcoma 2
Lymphoma 1
Metastatic bone tumor 4
Table 2: The surgical excision of cases according to fibula localization.
Proximal 1/3 Middle 1/3 Distal 1/3
Excision (Intralesional curettage) 15 1 3
Wide resection 10 5 -
Amputation 1 - 1
Total 26 6 4

Table 3: Comparison of radiologically measured tumor sizes and tumor sizes with negative

resected borders.

OS: Osteosarcoma, EW: Ewing sarcoma, CS: Chondrosarcoma, G: Gender.

Case | Age | Histology | G | Side | Localization | X-ray CT MRI | Excisio
Year (mm) | (mm) | (mm) | n(mm)

1 10 0sS M | Left | 1/3 proximal 60 105 115 250

2 13 EW F | Left | 1/3 middle 90 125 170 270

3 17 0S M | Right | 1/3 proximal 70 120 145 240

4 52 CS M | Left | 1/3 distal 60 68 73 103

5 9 EW M left | 1/3 middle 80 84 96 175

6 12 EW F | Right | 1/3 middle 65 69 76 145
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Our Experience in Osteoid Osteoma Patients Treated with Computed
Tomography Guided Percutaneous Radiofrequency Ablation

Osteoid Osteoma Olgularimizin Bilgisayarh Tomografi Rehberliginde
Radyofrekans Ablasyon ile Tedavisi
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OZET
Amag: Gilinlimiizde osteoid osteoma olgularinda bilgisayarli tomografi (BT) rehberliginde perkiitan
radyofrekans (RF) ablasyon tedavisi popular bir yontem olarak uygulanmaktadir. Bu ¢alismanin amaci islemin
komplikasyonlarini ve etkinligini degerlendirmektir.
Yontem: Agustos 2012 ile Kasim 2015 tarihleri arasinda islem yapilan ardisik 35 hasta ¢alismaya dahil edildi.
Hastalara BT {initesinde, sedasyon anestezisi altinda RF jeneratdriine baglanan elektrot ile ablasyon uygulamasi
yapildi. Arsiv goriintiiler ve dosya kaydi retrospektif olarak incelendi. Lezyonlarin yerlesim yeri, nidus genisligi
ve etkilenen bélge (kortikal, kortikal-intramediiller, mediiller) not edildi. Islem sonrasi1 agrinin kaybolmasi basar1
kriteri olarak kabul edildi. Hastalar rutin olarak islem sonrasi bir giin yatirilarak takip edildi.
Bulgular: Caligma dahilinde 25 erkek, 10 kiz hasta mevcuttu. Hastalarin yas ortalamasi ve nidus ortalama ¢ap1
sirastyla 16+5.59 ve 5.6442.5 mm idi. Niduslarin 24’i kortikal, 7’si kortikal-intramediiller, 4’ mediiller bolgede
idi. Lezyonlar femur (n=19), tibia (n=9), asetabulum (n=3), fibula (n=1), kalkaneus (n=1), skapula (n=1) ve iliak
kemik (n=1) yerlesimli idi. Islemi takiben bir hasta hari¢ tiim hastalarda agrinin kayboldugu gozlendi. Bu
hastaya 3 hafta sonra re-ablasyon yapildi. Bir hastada islem sonrasi 1 saat siiren peroneal néropraksi, bir hastada
5-6 giin siiren karincalanma hissi gelisti. Bir hastada 15. ayda yeniden baslayan agri (rekiirrens) saptandi ve RF
ablasyon 6nerildi. Ug hastada isleme bagh yanik (iigiincii derece) gelisti.
Sonug¢: Osteoid osteomaya yonelik RF ablasyon uygulamalarmin tedavi basarist yiiksektir. islem basarisizlig1 ve
rekiirrens orani diisiiktiir. Tedavi sonrasi agrida dramatik diizelme, erken taburculuk ve giindelik yasama kisa
stirede doniis beklenir. Uygun lokalizasyonlardaki lezyonlarda RF ablasyon cerrahi tedavinin dniine gegmistir.
Isleme bagli komplikasyon orami diisiiktiir. Ancak islem sirasinda gelisebilen yamk ciddi bir sorun teskil
etmektedir.
Anahtar Kelimeler: BT, Osteoid osteoma, RF ablasyon

ABSTRACT
Objective: Percutaneous radiofrequency (RF) ablation via computed tomography (CT) guidance has been
currently performed in treatment of osteoid osteoma as a popular method. The purpose of this study was to
evaluate the complications and efficacy of the procedure.
Methods: A total of thirty-five consecutive patients from August 2012 to November 2015, were included in the
study. The ablation procedure was performed under conscious sedation with a RF electrode in tomography unit.
Archive images and file records were retrospectively evaluated. Lesions’ locations, nidus diameters, and affected
areas (cortical, cortical-intramedullary, medullary) were noted. Relief of pain after the procedure was accepted
as success criteria. The patients were routinely hospitalized a day after the procedure.
Results: Twenty-five male and ten female patients were included. The mean age and nidus size were 16+5.59
and 5.64+2.5 mm, respectively. Niduses were located in cortical (n=24), cortical-intramedullary (n=7), and
medullary (n=4) regions. Lesions were located in femur (n=19), tibia (n=9), acetabulum (n=3), fibula (n=1),
calcaneus (n=1), scapula (n=1) and iliac bone (n=1). All of the patients except one achieved pain relief after the
procedure. The patient, who had pain after ablation, had been re-ablated 3 weeks later. Two patients had
peroneal neuropraxia lasting in an hour (n=1) and tingling sensation lasting in 5-6 days (n=1) after ablation.
Recurrence was recorded in one patient 15 months after the procedure, and re-ablation was offered. Third degree
burn associated with ablation procedure was observed in three patients.
Conclusion: RF ablation technique in the treatment of osteoid osteoma has a high success rate. Procedure failure
and recurrence rates are lower. Dramatic pain relief, early discharge and return to daily life in a short time are
expected. RF ablation is the first-line therapy in appropriate lesion locations. Complication rate is low. However,
burn complication, which can occur during the procedure, seems to be a serious problem.
Keywords: CT, Osteoid osteoma, RF ablation
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Benign kemik ttimorleri, rettikleri
matriks veya maddelere baglh olarak
simiflandirilabilirler.  Osteoid osteoma ve
osteoblastoma, benign  kemik  olusturan
timorlerdir. Osteoid osteoma, tipik olarak
cocuklarda 6zellikle de addlesanlarda goriiliir.
Goriilme yas araligt 10-35 yas diizeyidir (1).
Kiigiik nidus yapisina sahiptir(2). Klasik olarak
geceleri belirginlesen agrilara neden olur ve bu
agrilar1 salisilat analjeziye cevap verir (3).
Tim benign kemik lezyonlarinin yaklagik
%10’unu olusturur ve erkeklerde 2-4 kat daha
siktir (1).

Osteoid osteomalarin tanis1 anamnez,
muayene ve radyolojik yontemler ile
yapilabilir. Lezyonun yerlesim yerine gore ek
problemler geligebilir. Bunlara 6rnek olarak
skolyoz, ekstremiteler arasinda uzunluk
farklihgi, eklem efiizyonu, inflamatuar
artropati ya da sinovit verilebilir (1,4,5). En sik
etkilenen bolge alt ekstremite olup proksimal
femur en sik goriildagi yerdir. Ancak her
kemikte goriilebilir. Tibia, femurun geri kalan
kesimleri ve omurga diger sik goriilen
bolgeleri olusturur. Tibiada orta diyafizde,
vertebralarda lomber bélgede ve agirlikhi
olarak posterior elemanlarda daha siktir.
Osteoid  osteomalar  genellikle  kortikal
lezyonlardir ancak mediiller, subperiosteal ya
da intrakapsiiler alanlar gibi kemik i¢inde
herhangi bir yerde ortaya ¢ikabilirler (1,6,7).

Radyolojik  degerlendirmede  tipik
olarak ovoid sekilli olan, genellikle 2 ¢cm’den
kiiciik olan nidus yapisi ve sklerotik marjin
aranir (1). Direkt grafi, bilgisayarli tomografi
(BT), manyetik rezonans goriintileme,
sintigrafi, uygun lezyonlarda ultrasonografi ve
Doppler ultrasonografi inceleme yontemlerini
olusturur.

Osteoid osteoma tedavisi semptom
varligina baglidir. Tolere edilebilen lezyona
sahip hastalar ya da non-steroid
antienflamatuar ajanlarla kontrol edilebilen
lezyonlar takip edilebilir. Bu lezyonlar
zamanla spontan regresyon
gosterebilmektedirler  (8,9).  Semptomatik
lezyonlarda tedavi en-blok cerrahi rezeksiyon,
acik nidus kiiretaji ya da BT rehberliginde
radyofrekans ablasyon ile yapilabilir (10-12).

Caligmamizda, osteoid osteoma
olgularinda BT rehberliginde gergeklestirilen
radyofrekans (RF) ablasyon tedavisi, islem
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komplikasyonlar1 ve sonuglarinin tartigilmasi
amaclandi.
Gerec¢ ve Yontem

Hasta Secimi

Agustos 2012 ile Kasim 2015 tarihleri
arasinda BT rehberliginde RF ablasyon
uygulamasi yapilan ardigik 35 hasta ¢calismaya
dahil edildi. Hastalara BT {initesinde, sedasyon
anestezisi altinda RF jeneratoriine baglanan
elektrot ile ablasyon uygulamasi yapildi. Islem
Oncesi tim hastalar islem ve olasi
komplikasyonlar1 hakkinda bilgilendirilerek
onam formu alindi. RF ablasyon uygulamasi
yapilan hastalara ait arsiv goriintiiler ve dosya
kaydi retrospektif olarak incelendi.
Calismamiz i¢in kurumumuzdan etik Kkurul
onay1 alind.

Lezyonlarin  yerlesim yeri, nidus
genisligi ve etkilenen bolge (kortikal, kortikal-
intramediiller, mediiller) not edildi. Islem
sonrasi agrinin kaybolmasi basar1 kriteri olarak
kabul edildi.

BT Rehberliginde RF Ablasyon Tedavisi
Islemler girisimsel radyolog ya da
ortopedist tarafindan gerceklestirildi. Hasta
uygun pozisyonda BT masasina yatirildi. BT
goriintiisii  alinarak lezyonun yeri konfirme
edildi. Topraklama pedi, islem yapilacak
lezyon bolgesi gbz Oniine alinarak siki ve
dogru bir bigimde hastanin cildine islem
stiresince yerlestirildi. Yerlesim yerine gore
lezyona en uygun yaklasim sekli belirlendi.
Lezyona dik ac1 ile yaklasima olanak veren en
kisa ulasim mesafesi arandi. Trokarin
kaymasini engellemek i¢in dik ag1 ile yaklagim
tercih edildi. RF ablasyon tedavisi, BT
tinitesinde sedasyon anestezisi altinda, aseptik
kosullar saglanarak gergeklestirildi. Giris yeri
isaretlendi ve kiigtik bir cilt insizyonu agilarak
kiint diseksiyon yapildi. Cevre O6nemli
anatomik yapilara zarar vermemek igin
gerektiginde karst normal Kkorteksten giris
yapilarak lezyona ulasildi. Trokar ve kaniil
lezyona ilerletildi. Spot BT goriintiisii alinarak
uygun pozisyonda olunup olunmadigi kontrol
edildi. Trokarin nidus i¢inde oldugu goriiliince
trokar ¢ikarithp kaniiliin i¢inden elektrot
(UniBlade, AngioDynamics, Inc.,, USA)
ilerletildi. Kaniiliin RF ablasyon elektrotunun
yaliimsiz aktif ucu ile temasindan korunmak
icin  kaniil  elektrotun  aktif  ucunu
kaplamayacak sekilde 1 cm’ den daha giivenli
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mesafeye geri ¢ekildi. Elektrot RF jeneratoriine
(RITA 1500X, AngioDynamics, Inc., USA)
baglandi. Is1 2-3 dakikada 77 dereceden 90
dereceye ¢ikarildi. 90 derecede RF elektrotu ile
4-6 dakika siireyle termal ablasyon uygulandi.
Islem sonrasi elektrot ve kaniil ¢ikarilarak yara
yeri steril spang ile kapatildi. Tim hastalar
rutin olarak islem sonrasi bir giin yatirilarak
takip edildi.

Orginal Article

Istatistik

Istatistiksel degerlendirme amac1 ile
hasta yasini, cinsiyetini igeren temel veriler ile
lezyonun yerlesim yeri, nidus boyutu ve
etkilenen bolge bilgisi kullanildi. Tanimlayici
istatistik ~ verileri  olusturuldu. Istatistiksel
analizler Microsoft Excel ve SPSS yazilimi ile
degerlendirildi.

Sonuglar

Calisma dahilinde 25 erkek, 10 kiz
hasta mevcuttu. Hastalarin yas ortalamasi ve
nidus ortalama c¢ap1 sirasiyla 16+5.59 ve
5.64+2.5 mm (minimum-maksimum: 1.6-12.3
mm) idi (Tablo 1). Niduslarin 24’ kortikal
(Resim 1a), 7’si kortikal-intramediiller (Resim
1b), 4’4 mediller (Resim 1c) bolgede idi.
Lezyonlar femur (n=19), tibia (n=9),
asetabulum (n=3), fibula (n=1), kalkaneus
(n=1) (Resim 1c), skapula (n=1) ve iliak
kemik (n=1) yerlesimli idi. Hastalarin ortalama
takip stiresi 16.14 + 10.56 ay (minimum-
maksimum: 1-40 ay) idi.

Resim 1: Femurda kortikal (a), sag tibiada kortikal-
intramediiller (b) ve sol kalkaneusta mediiller ()
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bolgede yerlesimli osteoid osteoma niduslar
izlenmektedir

Islemi takiben bir hasta hari¢ tiim
hastalarda agrinin kayboldugu goézlendi. Agrisi
kaybolmayan bu hastaya 3 hafta sonra yapilan
re-ablasyonu  takiben  agrn  sikayetinin
kayboldugu gortildii. Asetabulum yerlesimli
osteoid osteomal1 bir hastada islem sonrasi 1
saat siiriip kaybolan peroneal néropraksi gelisti
(Resim 2a-c).

Bir hastada (femur boyun yerlesimli)
islem sonras1 5-6 giin siiren karincalanma hissi
gelisti. Bir hastada 15. ayda yeniden baslayan
agr1 (rekiirrens) saptandi ve RF ablasyon
onerildi. Ug hastada isleme bagh cilt yam@
(ictincti derece) gelisti. Bir hastaya debritman
Ve primer siitiirasyon, bir hastaya debritman ve
cilt grefti, bir hastaya ise iki kez flep ¢evirme
ve cilt grefti ameliyati uygulanarak tedavi
edildi.

Resim 2: Sol asetabulum arka duvarinda yerlesimli
osteoid osteoma lezyonu(a), RF ablasyon islemi (b)
ve iglem sonrasi kontrol BT goriintisi (c)
izlenmektedir. Bu hastada islem sonrast 1 saat
stirtip kaybolan peroneal néropraksi gelisti.

Lezyonlarin 30’una lezyon tarafindaki
korteksten, 5’ine karsi korteksten medulla
gecilerek ulasildi (Resim 3a-c).
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Tablo 1. RF Ablasyon tedavisi uygulanan hastalara ait cinsiyet, yas, lezyon tarafi, yerlesim yeri

nidus caplari gésterilmektedir.
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ve bolgesi ile

Cinsiyet | Yag Taraf Lezyon Yeri Nidus Balgesi Nidus Capt
E 19 Sag Femur Orta Diafiz Kortikal 3,8
K 13 Sag iliak Kemik Kortikal 6,9
E 18 Sol FemurTrokanter Minor Kortikal+Intramediiller 10
E 17 Sag FemurProksimalDiafiz Kortikal 3,5
E 15 Sag TibiaProksimalMetafiz Kortikal+Intramediiller 7.9
K 7 Sag Femur Orta Diafiz Kortikal 46
K 8 Sag Femur Boyun Kortikal 7,9
E 14 Sol FemurProksimalDiafiz Kortikal 5
E 14 Sag TibiaProksimalDiafiz Intramediiller 9,2
E 12 Sag TibiaProksimalDiafiz Kortikal+intramediiller 6,9
K 16 Sag FibulaDistalDiafiz Kortikal 1,6
E 13 Sag Tibia Orta Diafiz Kortikal 5,9
E 10 Sag Femur Boyun Kortikal 4,5
K 15 Sol Kalkaneus Intramediiller 58
E 14 Sag Femur Boyun Kortikal 4,4
E 22 Sol Skapula Kortikal+intramediiller 12,3
E 14 Sag TibiaMetafizodiafizer Kortikal 4,6
E 23 Sol Femur Boyun Kortikal 45
E 29 Sol FemurProksimalDiafiz Kortikal 3,8
K 13 Sol FemurTrokanter Kortikal 6,8
E 15 Sag FemurSubtrokanterik Kortikal 55
K 6 Sag Femur Boyun Kortikal+intramediiller 58
E 23 Sag FemurProksimalDiafiz Kortikal 3,8
E 19 Sag FemurProksimalDiafiz Kortikal 4
E 18 Sol TibiaDistalDiafiz Kortikal 3,6
E 11 Sag Tibia Orta Diafiz Kortikal+Intramediiller 5,7
E 18 Sol TibiaDistalDiafiz Kortikal 3,6
E 31 Sol Asetabulum Kortikal 5,4
K 25 Sag Femur Orta Diafiz Kortikal 4,4
K 10 Sag Asetabulum Kortikal+Intramediiller 10,4
E 16 Sol Tibia Orta Diafiz Kortikal 2,6
E 14 Sag Femur Orta Diafiz Intramediiller 4,4
E 15 Sol FemurSubtrokanterik Kortikal 3,2
E 19 Sag FemurProksimalDiafiz Kortikal 41
K 14 Sag Asetabulum intramediiller 11
Tartisma tedavisinde cerrahi tedavi yerine hastanede
kalis siiresini azaltan, daha az komplikasyon
Giintimiizde gelisen teknoloji oranina Sahip RF ablasyon gibi girisimsel
sonucunda  osteoid osteomali  hastalarin yontemler  gelismeye  ve  kullamlmaya
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baglamistir.  Osteoid osteoma da BT
rehberliginde uygulanabilen RF ablasyon
tedavisinin gelisimi ile ilk olarak tanimlandigi
1989 (13) yilindan bu yana girisimsel olarak
tedavi edilebilen, cerrahiye alternatif yontem
bulunabilmis lezyonlardan birisidir (14). Bu
caligmada, BT rehberliginde

Orginal Article

gerceklestirdigimiz RF ablasyon tedavisinin
etkinliginin yiliksek oldugunu, giindelik yasama
kisa stirede doniise olanak verdigini ancak
isleme bagli gelisebilen cilt yaniginin ciddi bir
komplikasyon oldugunu gordiik.

Resim 3: Sag tibiada yerlesimli osteoid osteoma
lezyonu (a), karsi medial korteksten ilerletilen RF
ablasyon elektrotu (b) ve islem sonrasi kontrol BT
goriintiisii () izlenmektedir.

Osteoid osteomalar genellikle kortikal
bolgede bulunan lezyonlardir. Ancak kemikte
medulla, subperiosteal ve intrakapsiiler alanlar
gibi herhangi bir yerde de ortaya cikabilirler.
Ayrica nidusu gevreleyen sklerozun da reaktif
oldugu ve lezyonun kendisini yansitmadigi
unutulmamalidir (1). Calismamizda lezyonlar
nidusunun bulundugu bolgeye gore
degerlendirildiginde 35 lezyonun 24’iiniin
kortikal, 7’sinin Kkortikal-intramediller ve
4’{iniin mediiller bolgelerde oldugu goriildii.

Osteoid  osteomalar  viicutta  her
kemikte bulunabilmekle birlikte en sik
proksimal femurda saptanirlar. Tibia tutulumu
var ise orta diyafizde, vertebra tutulumu var ise
lomber bolgede ve agirlikli olarak posterior
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elemanlarda daha siktir(7). Hasta grubumuzda
da lezyonlarin ¢ogunun femur yerlesimli
oldugu (n=19) goriilmistiir. Ayrica tibia (n=9),
asetabulum (n=3), fibula (n=1), kalkaneus
(n=1), skapula (n=1) ve iliak kemik (n=1)
yerlesimli lezyonlarda da RF ablasyon tedavisi
yapilmustir.

BT rehberliginde RF ablasyon islemini
lokal anestezi altinda (14), derin sedasyon
esliginde (15), spinal anestezi (11)ve genel
anestezi altinda (6zellikle ¢ocuk hastalarda)
(15,16) yaptigini belirten yazarlar
bulunmaktadir. Calisma grubumuzdaki tiim
hastalarda RF ablasyon uygulamasi derin
sedasyon  anestezisi altindabasar1 ile
gergeklestirilmistir.

Osteoid osteomada RF ablasyon
tedavisinin basart orani yiiksektirve diinya
genelinde popularitesi artmistir (11). Sadece
bir hastamizda islemi takiben agrinin
kaybolmadigi gortldi. Bu hastaya 3 hafta
sonra yapilan re-ablasyonu takiben agn
sikayeti kayboldu (Resim 4a-c). Bu hastada ilk
ablasyon uygulamasi sirasinda nidusun tedavi
edilememe nedeni, korteksin kalinlasmis
olmasi ve bu nedenle elektrotun nidusun hafif
uzaginda kalmus olmasi seklinde
degerlendirildi. Kalin korteks nedeni ile nidusa
ulasimin zor oldugu olgularda ablasyon éncesi
korteks drillenerek nidusa daha kolay ulagim
icin yol agilabilir.

Resim 4: Sol tibia anterior kortekste belirgin
kalinlagmaya neden olan osteoid osteoma lezyonu
(a) izlenmektedir. ilk RF ablasyon uygulamasi (b)
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sonrasi agrisi kaybolmayan bu hastaya 3 hafta sonra
yapilan re-ablasyon islemini (c) takiben agr
sikayeti kayboldu.
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Osteoid osteomada rekiirrens en-blok
rezeksiyon sonrasi nadirdir. Kiiretaj ile tedavi
edilenlerde rezeksiyona kiyasla hafif yiiksektir
(17). Rekiirrensin ozellikle birden fazla nidusa
sahip lezyonlarda inkomplet rezeksiyona bagl
oldugu  distniilmektedir  (18,19).  Son
zamanlarda BT rehberliginde RF ablasyon
tedavisi giivenilir ve efektif, minimal invaziv
bir yontem olarak ve birgok klinik merkezde
osteoid osteomada ilk tedavi yontemi olarak
tercih edilmektedir. RF ablasyon tedavisinin
klinikbasar1 oran1 %76-100 araligindadir (10).
Osteoid osteomada rekiirrensler re-eksizyon ya
da ablasyon ile basariyla tedavi edilebilir.
Rezidii semptomatik tiimor varliginda re-
ablasyon daha basarili iken, agrisiz interval
sonrast niks gelistiginde ablasyon daha az
basarilidir (20). Calisma grubumuzdaki bir
hastada 15. ayda yeniden baglayan agri
(rekiirrens) saptandi ve RF ablasyon ile tedavi
onerildi.

Osteoid osteomada RF ablasyon
tedavisinin  komplikasyon oram diisiiktiir.
Onceki calismalarda cilt yamgi, fraktiir,
osteomyelit, vazomotor instabilite, tendinit ve
muskuler hematom komplikasyonlar1
bildirilmigtir (12, 14-16, 21). Hasta
grubumuzda isleme bagli olarak gelisen
komplikasyonlar1 sOyle siralayabiliriz:
Asetabulum yerlesimli osteoid osteomali bir
hastada islem sonrasi 1 saat siiriip kaybolan
peroneal noéropraksi gelisti. Femur boynu
yerlesimli lezyona sahip bir hastada islem
sonrasi 5-6 giin siiren karincalanma hissi
gelisti. Uc hastada ise {igiincii derece yamk
gelistigi gorildi.

RF ablasyon tedavisi sirasinda gelisen
islem bolgesindeki cilt yaniklarinin elektrotun
yalitimindaki defektten kaynaklandig
diisiiniilmektedir. Kaniilin RF  ablasyon
elektrotunun  yalittimsiz  aktif  ucu ile
temasindan korunmak i¢in kantliin elektrotun
aktif ucunu kaplamayacak sekilde 1 cm den
daha giivenli mesafeye geri ¢ekilmesi
onemlidir. Biyopsi kaniiliiniin geri ¢ekilmesi
sirasinda  elektrotun yalitimina zarar verme
olasiligi da mevcuttur. Elektrotun metal kaniile
temas1 1sinmaya Ve islem bolgesinde tglincii
derece cilt ve yumusak doku yanigina neden
olmaktadir(22). Hastanin uyluk veya bacak
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bolgelerine  baglanan  topraklama  pedi
bolgesinde, kilavuz kenar ya da ped
kosesindeki cilt yaniklari ise pedin cilt ile zayif
temasi, kablo devresindeki kiriklar ve ped
dizayn ile ilgili problemler yiiziindendir (23).
Ancak literatiirde herhangi  bir neden
gosterilememis olgu sunumlar1 da mevcuttur
(21). Calismamizda ii¢ hastada isleme bagh
yanik (liciincii derece) gelisti. Bunlardan ikisi
igne giris bolgesi lizerindeydi (Resim 5a-b) ve
biri debridman ve primer siitiirasyon ile, digeri
iki kez flep gevirme ve cilt grefti ameliyati
uygulanarak tedavi edildi. Uciincii hastada
yanik, topraklama pedi hemen proksimalinde
kaydedildi (Resim 6a-b). Bu hastanin tedavisi
debritman ve cilt grefti ile yapildi. Yapilan
degerlendirmelerde bu {i¢ yanik olgusu i¢in de
islemlerin uygun sekilde yapilmis oldugu
goriildii. Yamiga sebep olan gergek neden
bulunamad.

foad
-

Resim 5: Sag femurda osteoid osteoma lezyonu (a)
ve RF ablasyon islemine ait BT goriintiisii (b)
izlenmektedir. Bu hastada igne giris bdlgesi
tizerinde tigiincii derece yanik gelisti.

Literatiir 15181nda degerlendirildiginde mevcut
topraklayici ped teknolojisi ve dizayninin RF
giiciinii daha fazla artirmak i¢in smnirlayict bir
faktor oldugu goriilmektedir. Monopolar
sistemler RF dongiisiinii tamamlamak i¢in
topraklama pedi kullanirlar. Ayni miktarda
enerji cilt pedinde oldugu gibi elektrotun
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ucunda toplanir. Kilavuz kenar maksimum gii¢
konsantrasyonu alamdir. Topraklama pedi
bolgesindeki termal hasar giincel ve daha giiglii
sistemlerde artan siklikla rapor edilmektedir.
Cilt 1smmmasm azaltmak i¢in  Onerilen
yontemler mevcuttur. Topraklayict  pedin
yiizey alanim genisletmek, pedlerin sayisini
arttrmak, cilt altindaki sicakligi  Olgebi-
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Resim 6a,b: Sag proksimal femurda yerlesimli
osteoid osteoma lezyonu (a) ve RF ablasyon
islemine ait BT goriintiisii (b) izlenmektedir. islem
sonrasinda, bu hastada krural bolgeye yerlestirilen
topraklama pedinin proksimalinde, sag diz alti
diizeyde abrazyon ve renk degisikligi saptandi.

len elektrot kullanmak ve pedlerde sekansiyel
aktivasyon kullanmak seklindeki uygulamalar
ile iyi sonuglar rapor edilmistir (21, 24, 25).
Ayrica anterior tibia gibi o6zellikle ciltalti
yumusak doku kalinliginm az oldugu
bolgelerde olmak iizere islem sirasinda
profilaktik olarak kaniil giris bolgesi ¢evresine
soguk uygulamasi da yapilabilir (22,15,26).
Alternatif ve daha guvenli bir yontem olarak
navigasyonel bipolar RF ablasyon sistemi de,
ped gerektirmemesi, lezyon periferinde
isitakibiyle guvenli ve daha kisa siirede
ablasyona olanak vermesi ve navigasyonla
daha genis alanda tek girisle ablasyon
saglayabilmesinedeniyle tercih edilebilir (27).

Osteoid  osteomada  radyofrekans
ablasyon  disindaki  perkiitan  ablasyon
tekniklerialkol enjeksiyonunu  (28,29) ve
interstisyel  lazer fotokoagiilasyonu (30)
igermektedir. Alkol enjeksiyonunun
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dezavantaji doku iizerine non-selektif etki
gbstermesi ve ekstravaze olan alkoliin ¢evre
normal dokuyu etkilemesi olarak
tanimlanmustir. Lazer fotokoagiilasyon oldukca
pahalidir ve gerekli vakalarda simultane
biyopsi yapilamamaktadir(16).

Karaciger tiimorlerinin tedavisinde de
birgok merkezde uygun lezyonlarda primer
ablasyon yontemi olarak RF ablasyon
uygulanmaktadir (31). RF ablasyon ile osteoid
osteoma olgularinda oldugu gibi hepatoselliiler
karsinom (HCC) lezyonlarinda da tedavi
basaris1 yiiksektir. HCC lezyonlarinda RF
ablasyonla, Livraghi ve arkadaslarinin
serisinde %90.4 ve Shiratove arkadaslarinin
serisinde %93.3 tam yamt gorillmustir (32,
33). Osteoid osteomada RF ablasyon
tedavisinin  klinik basart oram1  %76-100
araligindadir (10).

Sonu¢ olarak, osteoid osteomaya
yonelik RF ablasyon uygulamalariin tedavi
basaris1 yiiksektir. Islem basarisizigi ve
rekiirrens oram diistiktiir. Tedavi sonrasi agrida
dramatik diizelme, erken taburculuk ve
giindelik yasama agrisiz olarak kisa siirede geri
donebilme  beklenir.  Osteoid  osteoma
tedavisinde uygun lokalizasyonlardaki
lezyonlarda RF ablasyon cerrahi tedavinin
oniine gegmistir. Isleme bagli komplikasyon
oram diistiktiir. Ancak islem sirasinda isleme
bagli olarak gelisebilen yanik ciddi bir sorun
teskil etmektedir.

Cikar Catismasi: Yok
Kaynaklar

1. Greenspan A, Jundt G, Remagen W. Bone-Forming
(Osteogenic) Lesions. In: Greenspan A, Jundt G,
Remagen W, eds. Differential Diagnosis in
Orthopaedic  Oncology (2nd ed). Philadelphia;
Lippincott Williams & Wilkins; 2007:2;59-74

2. Springfield DS, Gebhardt MC. Bone and soft tissue
tumors. In: Morrissy RT, Weinstein SL, eds. Lovell
and Winter's Pediatric Orthopaedics (6th ed).
Philadelphia; Lippincott Williams & Wilkins;
2006:493

3. Papathanassiou ZG, Megas P, Petsas T, et al. Osteoid
osteoma: diagnosis and treatment. Orthopedics.
2008;31:1118

4. Kaweblum M, Lehman WB, Bash J, et al. Diagnosis
of osteoid osteoma in the child. Orthop Rev
1993;22:1305

5. Schlesinger AE, Hernandez RJ. Intracapsular osteoid
osteoma of the proximal femur: findings on plain film
and CT. AJR Am J Roentgeno. 1990;154:1241-4

Adress for correspondence: Namik Kemal Altinbas, Ankara Universitesi Tip Fakiiltesi ibni Sina Hastanesi Radyoloji Anabilim Dali, Samanpazari Altindag, Tiirkiye

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



http://www.actaoncologicaturcica.com/
http://www.uptodate.com/contents/benign-bone-tumors-in-children-and-adolescents-an-overview/abstract/21
http://www.uptodate.com/contents/benign-bone-tumors-in-children-and-adolescents-an-overview/abstract/21
http://www.uptodate.com/contents/benign-bone-tumors-in-children-and-adolescents-an-overview/abstract/21
http://www.uptodate.com/contents/benign-bone-tumors-in-children-and-adolescents-an-overview/abstract/11
http://www.uptodate.com/contents/benign-bone-tumors-in-children-and-adolescents-an-overview/abstract/11
http://www.uptodate.com/contents/benign-bone-tumors-in-children-and-adolescents-an-overview/abstract/11

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

ACTA
ONCOLOGICA
5 TURCICA

Horvai A, Klein M. Osteoid osteoma. In: Fletcher
CD, Bridge JA, Hogendoorn PC, Mertens F, eds.
WHO Classification of Tumours of Soft Tissue and
Bone (4th ed). Lyons; International Agency for
Research on Cancer; 2013:277

Unni KK, Inwards CY. Dahlin's bone tumors, general
aspects and data on 10,165 cases (6th ed).
Philadelphia; Lippincott Williams & Wilkins;
2009:9;102-12

Feletar M, Hall S. Osteoid osteoma: a case for

Orginal Article

conservative management. Rheumatology
2002;41:585-6
Kneisl JS, Simon MA. Medical management

compared with operative treatment for osteoid-
osteoma. J Bone Joint Surg Am 1992;74:179
Cantwell CP, Obyrne J, Eustace S. Current trends in
treatment of osteoid osteoma with an emphasis on
radiofrequency ablation. Eur Radiol 2004;14:607-617
Cioni R, Armillotta N, Bargellini I, et al. CT-guided
radiofrequency ablation of osteoid osteoma: long
term results. Eur Radiol 2004;14:1203-8

Earhart J, Wellman D, Donaldson J, et al.
Radiofrequency ablation in the treatment of osteoid
osteoma: results and complications. Pediatr Radiol
2013;43:814

Tillotson CL, Rosenberg AE, Rosenthal DI.
Controlled thermal injury of bone. Report of a
percutaneous  technique using radiofrequency
electrode and generator. Invest Radiol 1989;24:888-
92

Cakar M, Esenyel CZ, Seyran M, et al. Osteoid
osteoma treated with radiofrequency ablation. Adv
Orthop 2015; 2015:807274. DOI:
10.1155/2015/807274

Hoffmann RT, Jacobs TF, Kubisch CH, Trumm CG,
Weber C, Duerr HR, Helmberger TK, Reiser MF.
Radiofrequency ablation in the treatment of osteoid
osteoma-5-year  experience. Eur J  Radiol
2010;73:374-9

Yip PS, Lam YL, Chan MK, Shu JS, Lai KC, So YC.
Computed tomography-guided percutaneous
radiofrequency ablation of osteoid osteoma: local
experience. Hong Kong Med J 2006;12:305-9

Sluga M, Windhager R, PfeifferM, DominkusM,
Kotz R. Peripheral osteoid osteoma. Is there still a
place for traditional surgery? J Bone Joint Surg (Br)
2002;84:249-51

Allieu Y, Lussiez B, Benichou M, Cenac P. A double
nidus osteoid osteoma in a finger. J Hand Surg
1989;14:538-41

Sampath SC, Sampath SC, Rosenthal DI. Serially
recurrent  osteoid osteoma. Skeletal Radiol
2015;44:875-81

Motamedi D, Learch TJ, Ishimitsu DN, et al. Thermal
Ablation of Osteoid Osteoma: Overview and Step-by-
Step Guide. RadioGraphics 2009;29:2127-41)

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

184

Huffman SD, Huffman NP, Lewandowski RJ, Brown
DB. Radiofrequency ablation complicated by skin
burn. Semin Intervent Radiol 2011;28:179-82
Widmann G, Jaschke W, Bale R. Case report: Third-
degree skin and soft tissue burn after radiofrequency
ablation of an osteoid osteoma guided through a
triple-crown  biopsy  cannula. Skeletal  Radiol
2012;41:1627-30

Steinke K, Gananadha S, King J, Zhao J, Morris DL.
Dispersive  pad site burns with  modern
radiofrequency ablation equipment. Surg Laparosc
Endosc Percutan Tech. 2003;13:366-71

Schutt DJ, Swindle MM, Bastarrika GA,
Haemmerich D. Sequential activation of ground pads
reduces skin heating during radiofrequency ablation:
initial in vivo porcine results. Conf Proc IEEE Eng
Med Biol Soc. 2009;2009: 4287-90

Thiagalingam A, Pouliopoulos JM, Barry MA, et al.
A thermochromic dispersive electrode can measure
the underlying skin temperature and prevent burns
during radiofrequency ablation. J Cardiovasc
Electrophysiol. 2005;16:781-88

Pinto CH, Taminiau AH, Vanderschueren GM,
Hogendoorn PC, Bloem JL, Obermann WR.
Technical considerations in CT-guided

radiofrequency thermal ablation of osteoid osteoma:
tricks of the trade. AJR. 2002;179:1633-42

Wallace AN, Tomasian A, Chang RO, Jennings JW.
Treatment of Osteoid Osteomas Using a Navigational
Bipolar Radiofrequency Ablation System. Cardivasc
Intervent Radiol 2016;39:768-772)

Adam G, Keulers P, Vorwerk D, Heller KD, Fuzesi
L, Guenther RW. The percutaneous CT-guided
treatment of osteoid osteoma: a combined procedure
with a biopsy drill and subsequent ethanol injection
[in German]. Rofo. 1995;162:232-5

Sanhaji L, Gharbaoui IS, Hassani RE, Chakir N,
Jiddane M, Boukhrissi N. A new treatment of osteoid
osteoma: percutaneous sclerosis with ethanol under
scanner guidance [in French]. J Radiol 1996;77:37-40
Witt JD, Hall-Craggs MA, Ripley P, Cobb JP, Bown
SG. Interstitial laser photocoagulation for the
treatment of osteoid osteoma. J Bone Joint Surg Br.
2000;82:1125-8

Aribas BK. Karaciger malign timoérlerinde perkiitan
radyofrekans (RF) ablasyon. Giincel Gastroenteroloji
2009;13:81-88)

Livraghi T, Goldberg SN, Lazzaroni S, et al. Small
hepatocellular carcinoma: Treatment with radio-
frequency ablation versus ethanol injection.
Radiology 1999;210:655-61

Shirato K, Morimoto M, Tomita N, et al. Small
hepatocellular carcinoma: Therapeutic effectiveness
of percutaneous radiofrequency ablation therapy with
a LeVeen needle electrode. J Ultrasound Med
2002;21:67-76)

Adress for correspondence: Namik Kemal Altinbas, Ankara Universitesi Tip Fakiiltesi ibni Sina Hastanesi Radyoloji Anabilim Dali, Samanpazari Altindag, Tiirkiye
e-mail: namikaltin@gmail.com

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



http://www.actaoncologicaturcica.com/
http://www.uptodate.com/contents/benign-bone-tumors-in-children-and-adolescents-an-overview/abstract/15
http://www.uptodate.com/contents/benign-bone-tumors-in-children-and-adolescents-an-overview/abstract/15
http://www.uptodate.com/contents/benign-bone-tumors-in-children-and-adolescents-an-overview/abstract/15
http://www.uptodate.com/contents/benign-bone-tumors-in-children-and-adolescents-an-overview/abstract/23
http://www.uptodate.com/contents/benign-bone-tumors-in-children-and-adolescents-an-overview/abstract/23
http://www.uptodate.com/contents/benign-bone-tumors-in-children-and-adolescents-an-overview/abstract/23
http://www.uptodate.com/contents/benign-bone-tumors-in-children-and-adolescents-an-overview/abstract/23

ACTA
ONCOLOGICA
TURCICA

Original Article 185

Evaluating Depression, Anxiety, Sexuality and Quality of Life in Metastatic
Lung Cancer Patients
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OZET
Amac: Akciger kanseri kisa yasam beklentisi ve agresif tedavi secenekleri nedeniyle hastalarin hem yasam
kalitesini hem de psikoseksiiel durumlarini etkilemektedir. Bu ¢alismanin amaci akciger kanseri hastalarinda
anksiyete, depresyon, cinsel doyum durumu ve yasam kalitesinin degerlendirilmesidir.
Yontemler: Birinci veya ikinci sira kemoterapi alan metastatik akciger kanseri hastalariyla yiiz yiize anketler
yapilarak bilgiler toplanmistir. Kullanilan anketler sosyodemografik karakteristikleri, Beck Depresyon Anketini
(BDI), Golombok-Rust Cinsel Doyum Anketini (GRISS) and European Organization for Research on Treatment
of Cancer Questionnaires-C30 Yasam Kalitesi Anketini (EORTC-QoL-C30) igermektedir.
Bulgular: Bu galisma 44 hastanin anket verilerini igermektedir. Hastalarin anksiyete ve depresyon durumu igin
toplam Beck skoru ¢ok yiiksek ¢ikmustir (sirasiyla; 15.60 = 12.30 ve 16.02 + 11.39). Metastatik akciger kanseri
hastalarimizin GRISS skorlar1 anksiyete ve depresyon durumlarina gére degerlendirildiginde herhangi bir
istatistiksel anlamlilik bulunamamustir. Hastalarimizdan anksiyete ve depresyon skorlari yiiksek olanlarda
EORTC-QLQ-C30’un fiziksel, bilissel, duygusal ve sosyal fonksiyonlar1 istatistiksel olarak anlamlh sekilde
diisiik bulunmustur. Rol fonksiyonu agisindan sadece yiiksek anksiyete skorlu hastalarda istatistiksel anlamlilik
saptanmistir.
Sonug¢: Metastatik akciger kanserli hastalarda yiiksek anksiyete ve depresyon durumu, azalmis cinsel doyum ve
bozulmus yasam Kalitesi izlenmistir.
Anahtar Kelimeler: Metastatik akciger kanseri, depresyon, anksiyete, cinsellik, yasam kalitesi

ABSTRACT
Introduction: Lung cancer (LC) affects psychosexual outcome and quality of life (QoL) of the patients because
of short survival period and aggressive treatment modalities. The aim of our study was to investigate anxiety,
depression, QoL and sexual satisfaction levels of LC patients.
Methods: The data for metastatic LC patients treated with first or second-line chemotherapy were collected by
using four forms completed during face-to-face interviews. The forms consist of socio-demographic
characteristics, the Beck Depression Inventory (BDI), Golombok-Rust Inventory of Sexual Satisfaction (GRISS)
and European Organization for Research on Treatment of Cancer Questionnaires Quality of Life-C30 (EORTC-
QoL-C30).
Results: Forty-four LC patients were participated in this study. The total Beck scores of patients for anxiety and
depression were very high (15.60 + 12.30 and 16.02 + 11.39; respectively). When we evaluated GRISS scores of
our metastatic LC patients with respect to their anxiety or depression levels, we could not find any statistical
significance. In the metastatic LC patients whose anxiety and depression scores were high, physical, cognitive,
emotional and social functioning of EORTC-QLQ-C30 was found statistically significantly low. Statistical
significance in terms of role functioning was only found in the patients with high anxiety scores.
Conclusion: Metastatic LC patients had high anxiety and depression levels, decreased sexual satisfaction and
impaired QoL.
Keywords: Metastatic lung cancer, depression, anxiety, sexuality, quality of life
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Introduction

Lung cancer (LC) is the most common cancer

in the worldwide. Patients with lung tumors
have a poor prognosis with 41% of patients
surviving 1 year and only 15% surviving 5
years (1). The mechanisms through which lung
cancer and its treatments affect patients’
performance status and sexual desire are likely
multifactorial; including physical, biological
and psychological factors (2). Beyond the
direct impact of lung cancer on patients,
treatment itself may cause  disstress,
depression, anxiety and fear contributing to
poor health outcomes. As a whole, because of
the negative effects of cancer or its treatment,
increasing quality of life (QoL) and emotional
intimacy of these patients are very important

(3).

Due to the decreased survival of LC
patients, very few studies focused especially
on sexual functioning during their treatment
period (4,5). So, little is known about the
effects of lung cancer or chemotherapeutics on
intimate and sexual relationships. Additionally,
chemotherapy can cause several physical
sexual problems, such as erectile dysfunction
and ejaculatory failure, and emotional changes
that affect lives of LC patients (6,7).
Alterations in physical appearance may also
play an important role in sexuality of the
patients with lung cancer receiving
chemotherapy and influence their sexual
identities. The impact of treatment with
chemotherapy on appearance, self-esteem, and
sexuality has been associated with decreased
QoL and mental distress (8). Therefore, it is
important to recognize the consequences of
chemotherapy on sexual desire and counsel LC
patients about their sexual activities are
important aspects in providing comprehensive
care.

Most of the lung cancer patients
treated with chemotherapy have deterioration
in QoL which is defined within five
dimensions; physical well-being, material
well-being, social well-being, emotional well-
being, and, development and activity (9).
However, physicians may sometimes ignore
the importance of sexuality and social
relationships for quality of life in LC patients.
In this study, we aimed to examine anxiety,
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depression, changes in sexual functioning and
QoL of the LC patients during their treatment
period.

Patients and Methods
Patient Selection

Forty-four male metastatic LC patients
with Eastern Cooperative Oncology Group
performance status 0-1 and who was having
treatment for first or second-line chemotherapy
in medical oncology clinics of Izmir Tepecik
Training and Research Hospital, 1zmir Katip
Celebi University Atatiirk Research and
Training Hospital and Manisa Government
Hospital between January 2015 and February
2016 were included in this study. Patients with
poor performance status (ECOG>2), old age
(>70) or receiving chemotherapy in the
adjuvant stetting were excluded.A series of
forms  completed during  face-to-face
interviews by trained interviewers for
determination of the sexual satisfaction,
psychological status and quality of life of the
patients were used. All of the participants were
informed about the study and informed written
consent was applied.

Forms Completed

In our study, there were four forms
which were completed by the participants. In
the first form, questions about the demographic
characteristics of the patients were present.

Beck Depression Inventory (BDI) was
the second form. It is composed of questions
developed to measure the intensity, severity,
and depth of depression in patients with
psychiatric  disorders. BDI included 21
questions or items, each with 4 possible
responses. In order to indicate the severity of
the symptom, each response is assigned a score
ranging from zero to three. The questions of
BDI assess mood, pessimism, sense of failure,
self-dissatisfaction, guilt, punishment, self-
dislike, self-accusation, suicidal ideas, crying,
irritability, social withdrawal, body image,
work difficulties, insomnia, fatigue, appetite,
weight loss, bodily preoccupation, and loss of
libido. BDI was translated into Turkish and its
reliability was recalculated by Tegin and Hisli
(10,11). Items 1 to 13 assess symptoms that are
psychological in nature, while items 14 to 21
assess more physical symptoms (12).

The third form was the Golombok-Rust
Inventory of Sexual Satisfaction (GRISS). The
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GRISS is composed of 28-item questionnaire
used to assess the presence and extent of
sexual problems (13). It includes 12 subscales
evaluating impotence, premature ejaculation,
orgasmic disorder, vaginismus, lack of
communication, avoidance in males and
females, nonsensuality, insensitivity and
dissatisfaction. In any category, a score of 5
points or higher indicates sexual dysfunction.
A validation and reliability study of the GRISS
in Turkish population was performed by
Tugrul et al (14).

The fourth form was European
Organization for Research on Treatment of
Cancer Questionnaires Quality of Life-C30
(EORTC-QoL-C30). In this form, there are 30
items divided into three major domains that
measure the quality of life of cancer patients:
functional scales, global health/quality of life
and symptom scales (15). Functional scales
consist of physical (five items), social (two
items), emotional (four items), role (two items)
and cognitive (two items) items. Quality of life
scale consists of two items. There are also nine
symptom scales which were not included in
our analysis (16).

Statistical Analysis

The data was analyzed by using SPSS
for Windows version 20.0. A value of p<0.05
was considered as significant. Descriptive
statistics  summarized  frequencies  and
percentages for categorical variables, mean and
standard deviation for continuous variables.
For independent samples, T-tests were used to
compare categorical variables.

Orginal Article

Results

The median age of metastatic lung
cancer survivors was 53.9 (range: 36-66).
Thirty of 44 had received chemotherapy in the
first-line while the rest had in the second-line
treatment. About 6.8% of the LC patients had
university educations. Thirty % of the lung
cancer patients had members with cancer in
their family before. Most of the patients
(86.4%) were smoker. Nearly almost all of the
patients were married (95.5%). Demographic
variables of the patients were shown in Table
1.

In the validation study of BDI in
Turkey, the cut off value of anxiety is defined
as >8 and the cut off value of depression is
defined as 10. The total Beck scores of lung
cancer patients for anxiety were 15.60 + 12.30

187

and for depression were 16.02 + 11.39. In our
study, the depression rate of LC patients was
68.2% (n:32) and anxiety rate was 75% (n:34)
respectively.

When the patients” GRISS scores were
evaluated with respect to their anxiety or
depression levels, we could not find any
statistical significance in our metastatic lung
cancer patients. The mean GRISS scores of
lung cancer patients were shown in Table 2.
The mean GRISS scores of our patients accor-
ding to their anxiety and depression levels
were shown in Table 3.

Table 1: Socio-demographic variables of the
patients

Socio-demographic Patients
Characteristics (n=44)
. 539+

Age (mean+SS) (min-max) 7.56(36-66)
Education

Primary Education 5 (11.4%)

High School 36 (81.8%)

University 3 (6.8%)
Marital status

Married 42 (95.5%)

Single 2 (4.5%)
Cancer History of Family

Yes 13 (29.5%)

No 31 (70.5%)
Smoking History

Yes 38 (86.4%)

No 6 (13.6%)
Alcohol History

Yes 30 (68.2%)

No 14 (31.8%)
Lung Cancer Surgery

Yes 17 (38.6%)

No 27 (61.4%)

In the metastatic lung cancer patients
whose anxiety scores were high, physical, role,
cognitive, emotional and social functioning
subscores of EORTC-QLQ-C30 was found
statistically significantly low. In the metastatic
lung cancer patients whose depression scores
were high, physical, cognitive, emotional and
social functioning subscores of EORTC-QLQ-
C30 were found statistically significantly low.
There was not any significant difference in
terms of global quality of life scores. The mean
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EORTC-QLQ-C30 scores of our patients were
shown in Table 4. The mean EORTC-QLQ-
C30 scores of our patients according to their
anxiety and depression levels were shown in
Table 5.

Orginal Article

Discussion

In our study, the depression and
anxiety rates of our metastatic patients were
very high (68.2%, 75%; respectively) and most
of the patients had high psychological distress
as expected. They were affected in terms of
anxiety and depression mostly because of the

Table 2: The mean scores of Glombock-Rust
Sexual Satisfaction of the patients

Patient score

Frequency

5.08+1.78
Communication 4.47 £2.30
Satisfaction 3.70+1.01
Avoidance 565+ 1.03
Touch 3.77+2.27
Premature Ejaculation 5.02 + 1.67
Erectile Dysfunction 6.0+1.12

short life-expentancy (17). Cataldo et al also
found high anxiety, depression and symptom
severity in metastatic lung cancer patients (18).
In another study conducted by Haun, not only
lung cancer patients but also their partners are
prone to high levels of depression and anxiety
or severe distress related to the poor prognosis
of the illness (19). In advanced lung cancer
patients, the changes of the severity of
psychological distress was also investigated
and moderate to severe depressive symptoms
were found almost three times more common
in the final 3 months of life (20). In addition to
the chemotherapy duration, the place where
cancer patients recieve chemotherapy may also
be important. Delibegovic et al reported that
when they treated the lung cancer patients at

188

the Palliative Care Centre, they found that their
high levels of anxiety and depression scores
were  significantly reduced and they
represented a better way of treatment than
treatment at home (3).

When we evaluated our patients’
sexuality in terms of their depression and
anxiety scores, we could not find any
significant relation between the patients with
low and high depression and anxiety scores.
However, their GRISS scores were very high
which means sexual dysfunction. This may be
due to the psychological factors other than
their mood disorders which may play an
important role in sexuality of LC patients as
well as their toxic treatments. Limited number
of the studies was focused on sexual
functioning during the treatment of patients
with metastatic lung cancer. Because this was a
cancer in which the mortality was too high.
Besides, patients with lung cancer receiving
chemotherapy can be affected by changes in
appearance, self-esteem, and sexuality, and
therefore may need sexual counseling (6).
Lindau et al evaluated the communication
about intimacy and sexual relationships for
couples affected by lung cancer. They found
that couples described negative effects which
were driven by cancer or its treatment,
including physical and psychological effects,
and positive effects included an increase in
non-coital physical closeness and appreciation
of the spouse (4). Reese et al assessed the
sexual concerns in patients with lung cancer
and concluded that sexual concerns were
common and stable, with 52% of patients
reporting at least mild sexual concerns which
were basically related to physical and
emotional symptoms. They also found an
association between age, gender and distress
causing sexual symptoms in this population
(5). In another study, researchers investigated
changes in sexual functioning for lung
cancer patients  having  treatment  and
determined baseline sexual function below-
normal which was also worsened over time (7).
According to this analysis, age was found to be
a significant factor affecting sexual function.

Quality of life is usually associated
with physical, phycological, sexual and social
factors of cancer patients (21). We found that
the presence of anxiety and depression in
metastatic lung cancer patients deteriorated
nearly all of these QoL functional scales
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except the global quality of life. For this
reason, we have to consider rehabilitation of
lung cancer patients in every stage of their
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disease. In a prospective study examining
patients with advanced stage LC, depres-

Table 3. The mean GRISS scores according to anxiety and depression levels of the patients

Patient score P Patient score P
Frequency Frequency
Anxiety > 8 5.87+1.80 0.734 Depression > 10 6.01+£1.76 0.126
Anxiety < 8 5.66 +£1.77 Depression < 10 521+1.71
Communication Communication
Anxiety > 8 453 +£2.27 0.803 Depression > 10 456 +2.11 0.711
Anxiety < 8 4.33+2.49 Depression < 10 428 +2.75
Satisfaction Satisfaction
Anxiety > 8 3.93+2.06 0.190 Depression > 10 3.96 +£1.97 0.186
Anxiety < 8 3.08+1.31 Depression < 10 3.14+1.70
Avoidance Avoidance
Anxiety > 8 571+1.17 0.398 Depression > 10 5.76 +1.16 0.318
Anxiety < 8 5.50 +0.52 Depression < 10 5.42 +0.64
Touch Touch
Anxiety > 8 3.96 +£2.30 0.356 Depression > 10 3.76 £2.20 0.980
Anxiety < 8 3.25+217 Depression < 10 3.78 £2.48
Premature Ejaculation Premature Ejaculation
Anxiety > 8 5.31+1.59 0.060 Depression > 10 5.33 +1.68 0.072
Anxiety < 8 4.25+1.71 Depression < 10 4.35+1.49
Erectile Dysfunction Erectile Dysfunction
Anxiety > 8 6.09+1.14 0.371 Depression > 10 6.13+1.13 0.253
Anxiety < 8 5.75+1.05 Depression < 10 5.71+1.06

GRISS: Golombok-Rust Inventory of Sexual Satisfaction

sion and anxiety which was present in one-third
of the cohort were associated with decreased
QoL scales, and depression was independently
associated with treatment adherence and with
poor prognosis (2). Chen et al analyzed the
effects of the walking exercise programme on
anxiety,  depression and  cancer-related
symptoms in patients with lung cancer and
found that it is an effective intervention method
for managing anxiety and depression in lung
cancer (22).Similar to this study, Quist et al
showed that a 6-week hospital-based supervised
and structured exercise program, patients with
advanced-stage lung cancer improved their
physical capacity, functional capacity, anxiety
level, and emotional well-being (23).In
advanced lung cancer  patients, poor
performance status and psychological distress
was found to be related with fatigue (24). So, by
decreasing fatigue with exercise, both functional

and psychological functions of the patients can
be improved.

Table 4. The mean scores of EORTC-QLQ-C30
function scales of the patients

Patient score

Physical functioning 57.9+24.54
Role functioning 71.09+£31.2
Cognitive functioning 775+25.3
Emotional functioning 68.47 +27.33
Social functioning 68.81 +25.11
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Global quality of life 53.93 £29.54
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Table 5. The mean EORTC-QLQ-C30 scores according to anxiety and depression levels of

the patients

Patient score P Patient score P
Physical functioning Physical functioning
Anxiety > 8 49.31 +21.04 0.000 Depression > 10 53.23+22.16 0.064
Anxiety < 8 80.83 +17.82 Depression < 10 67.92 +£27.15
Role functioning Role functioning
Anxiety > 8 62.81 +31.85 0.000 Depression > 10 65.86 £30.17  0.105
Anxiety < 8 93.16 +14.92 Depression < 10 82.20 £ 31.59
Cogpnitive functioning Cognitive functioning
Anxiety > 8 70.06 + 25.87 0.000 Depression > 10 71.30+26.90 0.005
Anxiety < 8 97.33+6.22 Depression < 10 90.64 +15.51
Emotional functioning Emotional functioning
Anxiety > 8 61.81 +27.79 0.001 Depression > 10 58.93+26.92  0.000
Anxiety < 8 86.25 + 16.38 Depression < 10 88.92 +13.89
Social functioning Social functioning
Anxiety > 8 61.75+24.41 0.001 Depression > 10 61.93+24.36  0.006
Anxiety < 8 87.66 = 15.91 Depression < 10 83.57 +20.46
Global quality of life Global quality of life
Anxiety > 8 55.09 +28.10 0.675 Depression > 10 53.79+29.32  0.966
Anxiety < 8 50.83 +34.20 Depression < 10 5421 +£31.11

Our study, although conducted in a
limited number of patients, emphasized that
depression and anxiety rates of metastatic LC
patients were very high. Symptoms of
depression and anxiety are frequently seen after
the diagnosis of LC and may deteriorate both
health-related QoL and survival (25,26).
Additionally, diagnosis of this type of mostly
incurable cancer increases their psychological
distress including sexual dysfunction. Therefore,
we have to deal with all problems of metastatic
lung cancer patients while treating them with
chemotherapeutics. Their state of anxiety,
depression and sexual satisfaction needs to be
assessed as frequently as possible. When there
was significant depression or anxiety, we have
to refer them for psychosocial treatment in order
to improve their quality of life.
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Giant lipomas of the upper extremity

Ust ekstremite yerlesimli dev lipomlar
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OZET
GIRIS ve AMAC: Lipomlar en sik gorillen yumusak doku tiimorleri olup ozellikle omuz, sirt ve alt
ekstremitede goriilmektedir. Nadir goriilmekle birlikte 5 cm’ in {izerinde olanlar ise dev lipom seklinde
tanimlanmaktadir. Yazimizda tanida ve tedavide sikintilara yol acabilecek iist ekstremite yerlesimli dev lipom
nedeniyle cerrahi tedavi edilen olgular literatiir esliginde sunulmustur.
YONTEM ve GERECLER: Mart 2009 ile Aralik 2014 tarihleri arasinda {ist ekstremite yerlesimli dev lipom
nedeniyle cerrahi total eksizyon uygulanmis ve son kontrolleri yapilan 17 olgu ¢alismaya dahil edildi. Hastalar
yas, cinsiyet, lokalizasyon, cerrahi yaklagim, histopatolojik 6zellik ve niikks agisindan degerlendirildi. Veriler
SPSS sistemine yiiklendikten sonra normal dagilima uyup uymadigi Shapiro-Wilk testi ile degerlendirildi.
BULGULAR: Olgularin 7’si kadin, 10’u erkek ve ortalama yasi 44 (8-81) idi. Lezyon olgularin 4'linde el,
4'inde 6nkol, 3'iinde kol ve 6'sinda omuz bolgesinde, sag/sol yerlesimi ise 12/5 seklinde idi. Olgularin ortalama
takip siiresi 42 ay (9-84) idi. Takiplerinde el yerlesimli bir olgumuzda 22. ayda niiks gelistigi gézlendi ve kitleye
cerrahi olarak re-eksizyon uygulandi.
TARTISMA ve SONUC: Sonug: Lipomlarin kesin tedavisi cerrahi olarak total eksizyondur. Bunun igin
ozellikle st ekstremite yerlesimli lipomlarda tiim sinirlara ulagmak ve komsu noérovaskiiler yapilart korumak
icin yeterince genis insizyon kullanilmalidir.
Anahtar Kelimeler: Lipom, Dev lipom, Ust ekstremite, Total eksizyon

ABSTRACT
INTRODUCTION: Lipomas are the most frequently seen soft tissue tumors and are seen particularly in the
shoulder, back and lower extremity. Although rarely seen, lipomas of >5 cm are known as giant lipomas. In this
paper, cases treated surgically due to giant lipoma located in the upper extremity, which can lead to problems in
diagnosis and treatment, are presented in the light of current literature.
METHODS: The study included 17 cases that underwent surgical total excision for giant lipoma located in the
upper extremity and underwent final follow-up examination between March 2009 and December 2014. Patients
were evaluated in point of age, gender, localization, surgical approach, histopathological characteristics and
recurrence. Data were evaluated to confirm normal distribution using the Shapiro-Wilk test.
RESULTS: The patients were 7 females and 10 males with a mean age of 44 years (ranging from 8 to 81 years).
The lesions were in the hand in 4 cases, in the arm in 3 cases and the shoulder region in 6 cases, with right/left
location in 12/5 cases. The mean follow-up period was 42 months (ranging from 9 to 84 months). In one case,
recurrence was seen at 22nd month and surgical re-excision of the mass was applied.
DISCUSSION and CONCLUSION: The definitive treatment for lipomas is surgical total excision. To achieve
this, particularly in lipomas located in the upper extremity, a sufficient wide incision must be used to reach all
the nerves and protect the neurovascular structures.
Keywords: Lipoma, Giant lipoma, Upper extremity, Total excision

Introduction capsule. Location is often in the back and

shoulder region, and may be subcutaneous

Lipomas are the most frequently seen soft
tissue tumors and originate from the
mesenchymal tissue (1). Generally, they have
regular borders and are separated from the
surrounding soft tissue with a connective tissue

(superficial) or between the muscle tissues
(deep) (2, 3). Although the etiology is not fully
known, it has been suggested that trauma,
obesity and female gender trigger formation or
growth of the mass (4). Lipomas are slow
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growing and some of them that is over 5 cm in
size known as giant lipomas although they are
rarely seen (5).

Masses are  generally painless and
asymptomatic but when they are close to the
skin or create pressure on neighboring
anatomic structures, symptoms might be seen.
Although many studies have been conducted
on lipomas, there are very few which have
examined giant lipomas in the upper extremity
(6, 7). In this paper, cases treated surgically
due to giant lipomas located in the upper
extremity that can lead to problems in
diagnosis and treatment, are presented in the
light of current literature.

Orginal Article

Material and Method

The study comprised of 17 patients, surgically
treated for a lipoma >5 cm in size located in
the upper extremity, which was confirmed
histopathologically between March 2009 and
December 2014. All patients attended a final
follow-up examination. Evaluation of the
patients was made in respect of age, gender,
localization, surgical approach,

histopathological features and recurrence.
According to the clinical complaints, direct
radiography (X-ray), ultrasonography (USG)
and/or magnetic resonance imaging (MRI)
were applied. To be able to better evaluate
lesions with a deep location adjacent to bone
and with a heterogeneous appearance on MR,

Figure 1: Heterogeneous appearance of the axillary area

on MRI.
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computed tomography (CT) was applied. In
addition, electromyographical (EMG) records
also evaluated for monitorisation in some
cases. In the postoperative follow-up USG or
MRI was used.

In statistical analysis, Shapiro-Wilk test was
used to determine normality. Data stated as
mean * standard deviation and median (min-
max) with normal and non normal distribution
respectively.

Results

The patients were 7 females and 10 males with
a mean age of 44 years (ranging from, 8 to 81
years). The lesions were in the hand in 4 cases,
in the arm in 3 cases and the shoulder region in
6 cases, with right/left location in 12/5 cases
(Table 1). No biopsy was made of lesions,
which were radiologically confirmed as
lipoma. Tru-cut biopsy was applied to only 2
patients because of the heterogeneous
appearance and septal thickness of the lesion
(Figure 1). In patients with involvement of two
compartments in the forearm, a volar and
dorsal double incision was used (Figure 2). In
2 patients, localization was in the axillary
region (Figure 3). The mean follow-up period
was 42 months (ranging from 9 to 84 months).
In one case with location in the hand,
recurrence was seen to have developed in the
22" month and surgical re-excision of the
mass was applied.

"

Figure 2: Liporha with forearm volar and dorsal
compartment localization.
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Table 1: Features of patients.

Figure 3: Lipoma with axillary region localization.

Case number Age (years) Gender Affected side Location
1 29 Female Left Forearm
2 81 Female Right Hand

3 60 Male Right Shoulder
4 30 Female Right Hand

5 31 Female Right Forearm
6 80 Male Right Hand

7 38 Male Right Shoulder
8 44 Female Right Shoulder
9 40 Female Right Shoulder
10 52 Male Right Shoulder
11 8 Male Left Forearm
12 51 Male Right Forearm
13 44 Male Right Arm

14 53 Male Left Shoulder
15 52 Male Right Arm

16 36 Female Left Hand

17 46 Male Right Arm

Discussion

Lipoma is the most frequently seen soft tissue
tumor and is seen especially in the shoulder,
back and on the posterior surface of the lower
extremity. Most reports are related to lower
extremity location and studies regarding upper
extremity located lipomas are involved in
single case reports with the lack of
comprehensive evaluation (7-9).

Generally, lipomas are <2-3 cm in size and are
rarely bigger than this. When the size is >5 cm,
they are accepted as giant lipomas and may be
confused clinically and radiologically with
atypical  lipomatosis tumor or  well-

differentiated liposarcoma (5, 10). In cases
where giant lipomas are not removed together
with the capsule, it can be seen either increased
risk of local recurrence and difficulty of re-
excision (11). In the current series, all the
masses were >5 c¢cm in size unless observation
of malignant transformation.

Liposarcoma is the most frequently seen
malignant soft tissue tumor that can be
encountered mostly in between the 4th-6th
decades of life (12). The risk of malignant
lipoma increases when there is deep location,
onset of pain in a previously painless mass >5
cm in size and a heterogeneous appearance on
MRI (12, 13). In the current study, there was a
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palpable swelling in 10 patients, including 2
with complaints of pain. In other 7 patients
(with arm, forearm and axillary region
location), although there was a deep feeling of
swelling and fullness, they had no any
complains since the lack of palpable swelling
evident which resulted in delay in diagnosis
and treatment.

Although the etiology of lipomas has not been
clarified, trauma and obesity have been
thought to create a risk (14, 15). In the current
cases, because of location on the volar surface
and proximity to the muscles providing the
flexion-adduction movement, the mass can be
considered to have occurred with friction or
the interaction of the fascia and the
continuously contracting muscle rather than
directly from an external trauma.

Lipomas are seen more in females than males
(5). However, in the current cases there were
seen to be more males. As the location of the
mass was in the upper extremity, the formation
of the mass may have been triggered by the use
of the arm in work undertaken by males, which
requires more strength, or exposure to trauma.
Although lipomas are generally seen alone,
there may occasionally be several and may
accompany lipomatosis or syndromes such as
Gardner (16, 17).

Lipomas are generally painless due to slow
growth and the absence of spread to
surrounding  tissues. Depending on the
mechanical pressure in the anatomical location,
nerve entrapment and impingement syndrome
may lead to symptoms (18-21). In particular,
when there is proximity to the nerve,
neurological symptoms such as numbness,
burning, tingling and weakness may be noticed
early. Clinical symptoms are expected in
lipoma, which develops in close proximity to
neurovascular structures, especially in the
upper extremity. In the current study, only one
case had neurological symptoms in the
preoperative period. However, evaluation was
made with EMG for monitorisation in some
cases of the current study. With the exception
of the one patient with pre-operative
neurological symptoms, no postoperative
neurological deficit was seen in any patient
and this information has not been seen in
literature. Despite both pre-operative and intra-
operative trauma to the nerves adjacent to giant
lipoma, that no neurological deficit developed
can be interpreted as the nerve having

Orginal Article

195

developed resistance to these slow-growing
types of masses and thus the nerve
communication and feeding is not disrupted. A
neurological deficit may develop during
surgical fixation following bone fractures due
to nerve damage even if the condition of slight
tension.

Although the most common complaint in cases
of lipoma is palpable swelling, as this swelling
is generally occur in between deep tissues, it is
generally noticed late (8). In 6 patients of the
current study with forearm and axillary
location, despite feelings of tenseness, fullness
and swelling for long time, there was no
evident pain and any imaging methods
additional to x-ray were examined which lead
to late diagnosis. Although direct radiography
is the imaging method used first by orthopedic
surgeons, it rarely gives sufficient information
for diagnosis in cases of lipoma. The first test
required in cases of palpable soft tissue
swellings is USG, which can be applied easily
as it is cheap, simple and non-invasive. MRI is
the most valuable imaging method in the
diagnosis of lipoma and should be the first
imaging method used after USG in patients
having swelling and feeling of tension (12).
MRI shows the tissue content, dimensions and
relationship with surrounding soft tissues and
is useful in planning surgical treatment.
Lipomas must be removed totally (4, 22).
Careful surgical exploration is required as the
compartments of the upper extremity are
relatively  smaller and  because  of
neurovascular proximity. In 2 cases with
forearm volar and dorsal location in the current
study, a double incision was preferred to
protect the neurovascular tissues and to remove
the mass entirely with the capsule.

Even though there many morphological
variants of lipoma have been described
according to the presence of additional
mesenchymal components such as
angiolipoma, myxolipoma and fibrolipoma,
classification is of separate prognostic
importance. Especially in lipoma with a deep
location, it is important that differentiation can
be made from atypical lipomatosis tumor and
well-differentiated liposarcoma, which closely
resemble lipoma. Especially in tumors of large
diameter, with irregular contours and
heterogeneous and sclerotic appearance, the
pathologist must be informed in respect of the
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radiological and clinical characteristics (23,
24).

In conclusion, the definitive treatment for
lipomas is surgical total excision. Particularly
in lipoma located in the upper extremity, a
sufficiently wide incision must be used to
reach all the nerves and protect the
neurovascular structures. In cases of large,
deeply located masses with heterogeneous
appearance on MRI, the pathologist must be
informed in detail.
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Pulmonary Metastasectomy For 29 Patients With Colorectal Carcinoma:
A Single Center Experience

Yirmidokuz Kolon Kanserli Hastada Akciger Metastezektomi:
Tek Merkez Deneyimi
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OZET
Amag: Kolorektal kanserli hastalarin yaklasik olarak %50-60'inda senkron veya metakron uzak metastazlar
izlenmektedir. Kolorektal kanserlerin hepatik ve pulmoner metastazlarinin cerrahi rezeksiyonu hastaliksiz
sagkalim (DFS) ve genel sagkalimi (OS) anlamli diizeyde uzatmakta ve boylece son yillarda yaygin olarak
uygulanmaktadir.
Yoéntem: Bu arastirmada, Dokuz Eyliil Universitesi Tip Fakiiltesi Hastanesi'nde tedavi goren ve kolorektal
kanserlere bagli akciger metastazlari nedeniyle metastazektomi uygulanan 29 hasta degerlendirildi. Hastalara ait
bilgiler retrospektif olarak elde edildi.
Bulgular: Hastalarin 24" (%82.8) izole akciger metastazi, gerikalan 5’1 (%17.2) ise hem akciger hem karaciger
metastazina sahipti. Calismaya alinan hastalarin tiimiine akciger metastazina yonelik rezeksiyon uygulanirken, 5
(%17.2) hastaya ise akcigertkaraciger metastazektomisi uygulanmigti. Tiim hasta grubunda ortanca OSx 57 ay
(SD= 4 ay), 1, 3 ve 5 yillik sagkalim oranlart sirastyla %96, %92 ve %49 olarak tespit edildi. Metastazektomi
operasyonu sonrasi izlenen lezyonu olmayan hastalarda ortanca DFS 31 ay (SD+ 3 ay), 1, 3 ve 5 yillik DFS
oranlar1 sirastyla %86, %42 ve %1 olarak saptandi. Metastazektominin sekline goére OS degerlendirildiginde
wedge rezeksiyon yapilanlarda ortanca OS 58 ay (SD+ 5 ay), lobektomi yapilanlarda ise 50 ay (SD+ 2 ay) olarak
bulundu. Rezeksiyon tiiriine gére OS degerlendirildiginde RO rezeksiyon yapilanlarda ortanca OS 66 ay (SD+ 5
ay), R1 rezeksiyon yapilanlarda ise ortanca OS 47 (SD= 7 ay) ay olarak bulundu.
Sonu¢: Sonuglarimiz kolorektal kanser akciger metastazlarinin cerrahi rezeksiyonunun, o&zellikle RO
rezeksiyonun OS siiresinin uzamasina katki sagladigin1 géstermektedir.
Anahtar Kelimeler: Kolorektal kanser; Akciger metastazektomi, Sagkalim

ABSTRACT
Aim: Synchronous or metachoronous distant metastasis develops in approximately 50-60% of patients with
colorectal cancer during the clinical course. Surgical resection of the hepatic and/or pulmonary metastasis of
colorectal cancers significantly extends disease-free survival (DFS) and overall survival (OS) rates, and thus has
been applied more broadly in recent years.
Methods: In this study, 29 patients who were treated at the Dokuz Eyliil University Medical Faculty Hospital
and who had received a metastasectomy due to a lung metastasis related to colorectal cancer were evaluated.
Information on the patients was obtained retrospectively.
Results: Twenty-four (82.8%) patients had an isolated lung metastasis and 5 (17.2%) had both lung and liver
metastasis. Resection was performed on all patients for lung metastasis, and a lung+liver metastasectomy was
performed on 5 (17.2%). For the entire patient group, the median OS was 57 months (SD+ 4 months), and 1, 3,
and 5 year survival rates were 96%, 92% and 49%, respectively. In patients who received follow-up treatment
after undergoing the metastasectomy operation and who did not have lesions, the median DFS was 31 months
(SD= 3 months), and 1, 3, and 5 year DFS rates were 86.3%, 42% and 1%, respectively. In patients who received
wedge resection treatment, the median OS was 58 months (SD+ 5 months), and for the patients who received
lobectomy treatment, the median OS was 50 months (SD+ 2 months). In the evaluations made according to the
resection type, median OS was 66 months (SD+ 5 months) in patients who had RO resection and 47 months
(SD= 7 months) in patients who had R1 resection.
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Conclusion: Our results show that surgical resection, particularly an RO resection of lung metastasis in
colorectal cancer patients contributes to extended patient OS time.
Keywords: Colorectal cancer; Pulmonary metastasectomy, Survival

Introduction

Colorectal cancer is one of most common type
of cancer (1). Metastasis is the primary cause
of death in these patients, with the most
common metastasis areas being the liver, lung
and peritoneum. Distant metastasis is present
in approximately 20-25% of patients with
colorectal cancer at the time of diagnosis (2).
Metachronous metastasis develops during the
course of disease in approximately 40-50% of
patients who received a resection and adjuvant
therapies (3).

When patients with metastatic colorectal
cancer are not treated, the prognosis is poor,
with a median survival rate of approximately
5-9 months (4). The primary treatment for
metastatic colorectal cancer is systemic;
however, when metastasis is present in only
the liver or the lung, a metastasectomy can also
be performed. In systemic treatments,
combinations of chemotherapeutic agents, such
as 5-fluorouracil (5-FU), oxaliplatin, and
irinotecan, are typically used. With the recent
addition of targeted agents that have been used,
the level of efficiency has increased and due to
their high response rates, they have become the
agents of choice in induction treatments (5).

Among the  colorectal  cancer
metastases, lung and liver metastases are
particularly important, especially in terms of
determining the treatment approach. In these
patients, local ablative approaches are also
commonly performed, in addition to systemic
treatments.  In liver metastases related to
colorectal cancer, hepatic resection is the only
curative treatment option, and 5-year survival
rates are reported to have a ratio of 25-40%.
Today, hepatic resection serves as the gold
standard of treatment types (6, 7).

Patients with lung metastasis only are
believed to have a more suitable biology in
terms of local or systemic treatment options as
compared to patients with multi-organ
metastasis. In an autopsy study performed on
patients who had died of metastatic lung
disease, it was observed that the lungs were the
single metastasis area in 20% of the patients.
This lends strength to the idea that surgical

resection of lung metastases can extend
survival time. Among all metastases, patients
who are able to receive complete resection
have a longer survival rate as compared to
patients who unable to receive resection. It has
been shown that time of survival of over 5
years can be obtained in about 20 to 40% of
patients who have resectable lung metastasis
(8). It has also been reported that synchronous
or sequential resection of liver and lung
metastases can extend survival (9).

In this study, the objective is to
evaluate the effects on survival and prognosis
of patients with colorectal-cancer-related lung
metastasis who  have undergone a
metastasectomy.

Methods

Patient Characteristics

Evaluations were conducted on colorectal
cancer patients who had received a
metastasectomy due to lung metastasis and
who were receiving follow-up treatment at
Dokuz Eylil University Medical Faculty,
Department of Internal Diseases, Medical
Oncology between January 2001 and May
2013. The files of the patients, including
information on their metastasectomy operation,
the efficiency and toxicity of the treatments
performed, as well as their demographical data,
were retrospectively evaluated. The staging of
the patients involved in the study was
performed according to the American Joint
Committee on Cancer’s (AJCC) Cancer
Staging, 6 edition, 2002 TNM staging system.

Treatment Characteristics

In patients who had previously had stage Il
colon cancer or who have any of the high risk
factors, the De Gramont regimen (Folinic acid
400 mg/m* + 5-FU 400 mg/m? bolus + 5-FU
2400 mg/m? 46-h infusion, fortnightly) was
performed as the adjuvant chemotherapy, and
for stage 111 patients, the mFOLFOX-4 (Folinic
acid 400 mg/m? + 5-FU 400 mg/m? bolus + 5-
FU 2400 mg/m? 46-h infusion+ Oxaliplatin 85
mg/m?, fortnightly) regimens were performed.
For patients who had rectal cancer and were
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undergoing chemoradiotherapy (CRT),
radiotherapy was delivered 45 Gy in 25
fractions, at a dose of 1.8 Gy fraction a day,
and 5-FU 225 mg/m?*day was administered in
a continuous infusion. Chemotherapy regimens
applied due to metastatic diseases were also
grouped.

Orginal Article

Efficiency Evaluation
For patients receiving systemic treatment, a
response evaluation was conducted once every
6 courses of treatments. The response
evaluation was carried out according to the
tumor response evaluation criteria of the World
Health  Organization (WHO). Complete
disappearance of tumor and confirmation of
this result in four weeks was considered a
complete response (CR); a regression of 50%
or above in the target lesion and a maximum
progression of 25% in any lesion and
confirmation of this result in four weeks was
considered a partial response (PR); no change
in the target lesion was considered a stable
disease (SD); and a progression of 25% or
above in the target lesion or determination of a
new lesion was considered a progressive
disease (PD). The sum of CR and PR was
regarded as an objective response rate (ORR).
Patients' pre-metastasectomy
evaluations were carried out with thoracic,
lower and upper abdominal computed
tomography; PET-CT and colonoscopy were
performed in the required cases. The lung
metastasectomy process was grouped into
wedge  resection, segmentectomy, and
lobectomy. The resection type was classified
as RO, R1 or R2 resection.

Survival Analysis

For patients who received follow-up after the
metastasectomy operation and who did not
have any lesions, the time between operation
and recurrence was regarded as disease-free
survival (DFS), and the time until death was
considered as overall survival (OS).

Statistical Analysis

The Statistical Package for Social Sciences
(SPSS), Windows Version 15.0 was used to
conduct statistical analysis of the data; the Chi-
Square test and Fisher exact test were used for
the comparison between the independent group
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rates of two groups. For DFS and OS analyses,
the Kaplan-Meier Method was used, and for
the comparison of two survival curves, the Log
rank Test was used. Statistical significance was
set at p<0.05.

Results

Patient Characteristics

Twenty-nine patients who were treated and
received follow-up after being diagnosed with
metastatic colorectal cancer and who had had a
lung metastasectomy were involved in the
study. A majority of the patients were female,
and in a large portion of the female patients,
the primary tumor was located in the colon.
The tumor histology was adenocarcinoma in
all patients. Six (20.7%) were metastatic at the
time of diagnosis, while 23 (79.3%) became
metastatic at a later period. Three of the 17
patients with a primary tumor location in the
colon were metastatic at the time of diagnosis,
and none of the 12 patients with a primary
tumor location in the rectum were metastatic at
the time of diagnosis. All the patients that were
not metastatic at the time of diagnosis had a
previous adjuvant history. Twenty-four
(82.8%) patients had an isolated lung
metastasis, and 5 (17.2%) had both lung and
liver metastasis. Lung metastases were located
mostly in the left lung's upper lobe and right
lung's lower lobe. Wedge resection and RO
resection were the most commonly performed
metastasectomy  types.  Resection  was
performed on all patients for lung metastasis,
while additional liver metastasectomy was
performed on 5 (17.2%). Patients’
characteristics are shown in detail in Table 1.
There were no operation related deaths.

Treatment regimens

Neoadjuvant treatment was given to 18
(62.1%) patients before they had received a
lung metastasectomy; on the remaining 11
(37.9%) patients, a lung metastasectomy was
performed directly. Adjuvant treatment was
performed on all patients after metastasectomy,
with the most common treatment being the
Folfiri- bevacizumab regimen. The
chemotherapy characteristics of patients are
shown in detail in Table 2.

Adress for correspondence: Olgun Umit Unal, Izmir Bozyaka Egitim ve Arastirma Hastanesi, Tibbi Onkoloji Boliimii, izmir, Tiirkiye

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


http://www.actaoncologicaturcica.com/

Y % ACTA
3 s ONCOLOBICA
TURCICA
5

Orginal Article

200

Table 1. Patient and tumor characteristics

Variable n (%)
Gender

Male 16 (55.2%)
Female 13 (44.8%)

Primary Tumor localization
Colon

Rectum

17 (58.6%)
12 (41.4%)

Location of tumor metastases during lung metastasectomy

Isolated lung 24 (82.8%)
Lung+liver 5 (17.2%)
Metastasis location

Left lung's upper lobe 8 (27.5%)
Right lung's lower lobe 6 (20.6%)
Left lung's lower lobe 5 (17.2%)
Right lung's upper lobe 3 (10.2%)
Right lung's upper + left lung's lower lobe 2 (6.8%)
Right lung's upper and lower lobe 2 (6.8%)
Right lung's lower + left lung's upper lobe 1 (3.4%)
Left lung's upper and lower lobe 1 (3.4%)
Right lung's lower + left lung's lower lobe 1 (3.4%)
Operation type

Solitary Lung metastasectomy 24 (82.8%)
Lung + liver metastasectomy 5 (17.2%)
Type of Lung Metastasectomy

Wedge resection 24 (82.8%)
Lobectomy 5 (17.2%)

Type of Resection in Lung Metastasectomy

RO
R1

17 (58.6%)
12 (41.4%)
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Table 2. Chemotherapy characteristics and
diagrams of patient

Table 3. Recurrence pattern
following metastasectomy

Neoadjuvant chemotherapy

Performed 18 (62.1%)
Non-performed 11 (37.9%)
Adjuvant chemotherapy type
Folfiri+bevacizumab 10 (34.5%)
Folfiri + cetuximab 4 (13.7%)
Folfox6 3 (10.3%)
Folfox4 3 (10.3%)
Folfiri 3 (10.3%)
Folfox + Bevacizumab 2 (6.9%)
Folfox7 1 (3.4%)
Raltitrexed + oxaliplatin 1 (3.4%)

Recurrence organ n (%)
Isolated lung 12 (41.3%)
Lung + liver 1 (3.4%)
Liver + peritoneum 2 (6.9%)
Lung + brain 4 (13.8%)
Spleen 1 (3.4%)
Rectum 1 (3.4%)
No recurrence 8 (27.6%)

Survival

In the entire patient group, the median OS was
57 months (SD+4 months), and 1, 3, and 5 year
survival rates were 96%, 92%, and 49%,
respectively (Figure 1). In patients who
received follow-up after undergoing the
metastasectomy operation and who did not
have lesions, the median DFS was 31 months
(SD+3 months), and 1, 3, and 5 year DFS rates
were 86.3%, 42%, and 1%, respectively
(Figure 2). In patients who had received
treatment at a prior time under the diagnosis of
early stage colorectal cancer and then became
metastatic, the median time between diagnosis
and metastasis was 23 months. When the
survival is evaluated according to the resection
type, median OS was determined as 66 months
(SD£5 months) in patients who had RO
resection and 47 months (SD+7 months) in
patients who had R1 resection (Figure 3).
When survival was evaluated according to the
type of metastasectomy, the median OS was 58
months (SD=+5 months) and 50 months (SD=+ 2
months) in patients that had wedge resection
and lobectomy, respectively (Figure 4). When
survival analyses were assessed according to
the primary tumor location, the median OS was
45 months for those whose tumor was in the
colon and 63 months for those whose tumor
was in the rectum (Figure 5). In the patients
that received chemotherapy as adjuvant
treatment after metastasectomy, there was no
significant difference in terms of survival
according to CT regimen.

Recurrence pattern after metastasectomy and
treatment characteristics

Recurrence occurred in 21 (72.4%) patients
after receiving a lung metastasectomy.
Metastasis was present in a single organ in 14
of these patients and 7 had metastasis in two
organs. Location and distribution of
recurrences are shown in Table 3. A lung
metastasectomy was repeated in 4 (19%) of the
patients who had a recurrence; in 3 (15%)
patients, a lung metastasectomy was performed
after neoadjuvant chemotherapy; and palliative
chemotherapy was performed on 14 (66%)
patients. Of the 7 patients who had a second
lung metastasectomy as a result of the
recurrence, 6 were rectum derived and 1 colon
derived.

Conclusions

Colorectal cancers rank second among cancer
related deaths. Lung metastasis occurs in 10-
20% of colorectal cancers, whereas colorectal
cancer metastasis accounts for only 2-4% of
the lung metastases (10, 11, 12). The primary
treatment for metastatic colorectal cancers is
systemic  treatment; however, additional
metastasectomy treatment contributes to long-
term survival in liver and lung metastases
(9,13).

In our study, survival time following a
lung metastasectomy in patients with a primary
tumor location in the rectum was found to be
longer than that in patients with a primary
tumor location in the colon. In the literature, it
is emphasized that survival time is typically
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shorter for patients with a primary tumor in the
rectum, and that this might be the result, to a
large extent, of the rectum's lack of peritoneal
protection (mean 5-year survival rate for colon
and rectum is 35-65% and 30-53%,
respectively) (12,14,-18). However, certain
publications have suggested that the primary
tumor's localization is not very effective in
measuring mean survival rate (12). In the
analysis performed on our patients, although
there was no statistically significant difference
between colon cancer and rectum cancer
metastases in terms of survival after
metastasectomy, the  5-year  survival
expectancy was 66% and 76%, respectively.
The mean survival time was 45 months (SD+6
months) in patients with primary colon cancer
and 63 months (SD+4 months) in patients with
primary rectum cancer. We believe that the
reason behind obtaining completely opposite
results from the above mentioned study (14-
18) can be attributed to the small number of
patients with tumor location in rectum and the
fact that most of the primary colon cancer
cases were metastatic at the time of diagnosis.

Although chemotherapy is suitable in
metastatic colon cancers that are unresectable
and that show a systemic distribution, median
OS time in these non-operable patients is 20-
22 months, whereas the 5-year OS expectancy
is only 5%. On the other hand, the mean 5-year
OS time of colorectal cancer patients who had
lung metastasectomy is reported to be 48%
(varying between 41%-56%) (12). In our
study, the median OS was 57 months (SD+4
months), and the 1, 3, and 5 year OS rates were
96%, 92%, and 49%, respectively, in the entire
group. Published literature results are also
similar to the results of the study conducted at
our health center.

The report on disease free survival
(DFS) published by the International Registry
of Lung Metastases (IRLM) in 1997 suggested
that a period of more than 36 months had a
positive effect on prognosis; Pfannschmidt et
al, however, reviewed many studies and stated
that the DFS interval was effective on
prognosis, independent of other factors, in only
two of 20 case series (12,14, 17,19,20). Many
of the publications with opposing views
involve only predictions for lung metastases of
colorectal cancers. The mean survival time in
patients with <36 months of DFS was reported
as 43.3 months, whereas the mean OS in
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patients with >36 months of DFS was reported
as 47.3 months (14). Similar to the studies seen
in the literature, in our study, statistically
significant data on the effect of median DFS
time on mean OS time were not determined.

It has been reported that synchronous
lung and liver metastases were found in
approximately 5-10% of patients with primary
colorectal cancer. Some studies suggest that
systemic chemotherapy will provide better
results than radical resection in primary
colorectal cancers with synchronous lung and
liver metastases (21,22), while some
researchers indicate that complete resection of
pulmonary metastasis and liver metastasis
would have almost the same survival
outcomes. Therefore, the performance of a
complete resection on solitary liver and lung
metastases in selected patients could lead to
lasting palliation and encouraging results (14).
In three other interesting studies found in the
literature, the mean 5-year survival rate was
reported as 31% in colorectal cancer diagnosed
patients who had both a lung and a liver
resection (23-25). Five of our patients had
liver metastasis. While the mean 5-year OS
was not measured in our study (because there
were only 5 patients), the mean survival time
for colorectal cancer diagnosed patients who
had both a lung and a liver resection was 40
months. Moreover, the survival values of our
patients were observed to be consistent with
other studies, and the multiple metastases
partially reduced mean survival time.
However, it is difficult to assert more definite
claims given that there are only a limited
number of patients with primary colorectal
cancer and multiple diagnoses..

In many multi-centered studies, the
effects on mean survival of colorectal cancer
patients who received RO and R1/R2
metastasectomy resections for lung metastases
were compared (12). Even though the results
of these studies were not very clear, a
significant effect on survival was not found for
RO and R1/R2 resections, but it was concluded
that an RO resection provided a partially better
prognosis in comparison to an R1 resection. In
our study, the mean OS time was 66 months
(SD4+5 months) and 47 months (SD47 months)
in patients that had RO resection (n:17) and R1
resection (n:12), respectively; given these
results, our study supports the view in the
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literature that an RO resection offers a better
prognosis as compared to an R1 resection (12).

In most of the studies found in the
literature, a wedge resection or segmentectomy
(60-65%) was performed. A lobectomy was
preferred in 35-40% of patients, while a
pneumonectomy was performed in only 1-2%
of patients (12). In a study conducted by
Vogelsang et al, a wedge resection was
performed on 52 patients and better results
were obtained in terms of 5-year life
expectancy as compared to an anatomic lung
resection performed on 23 patients (5-year
survival wedge resection: 39%, anatomic lung
resection: 25%) (26). In other large studies
conducted, it was found that resection type did
not have a prognostic significance on life
expectancy (11,24,27-29). In our study, a
wedge resection was performed on 24 patients
and a lobectomy on 5 patients. Mean OS
following the wedge resection and lobectomy
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surgeries were 58 months (SD+5 months) and
50 months (SD+2 months), respectively.
Similar to many of the studies published in the
literature, the results of our study support the
view that the type of resection does not have a
significant effect on prognosis.

Neoadjuvant treatment was given to 18
(62.1%) colorectal cancer patients who had a
lung metastasectomy, while the remaining 11
(37.9%) had a direct lung metastasectomy
operation; all patients received adjuvant
chemotherapy following the operation. As the
neoadjuvant chemotherapy and adjuvant
chemotherapy types given in studies published
in the literature are very different, it is quite
difficult to examine the effect of chemotherapy
on expected survival time (12). Adjuvant
chemotherapy, however, was given after lung
resection in 4 different studies, and no effect
was reported on the prognosis or the expected
survival time (26,27, 29, 30).
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The mean value for isolated lung
recurrence of coloreactal cancers with lung
metastasis following the lung resection was
reported to be 36% (12) in the literature. In
our study, recurrence was seen in a total of
21 patients, 12 of which (41%) had
isolated lung recurrence, data similar to
those seen in the published studies.

As a result of this study being
performed on a limited number of patients
with colorectal cancer, metastasectomy
approaches on isolated  metastases
involving the lung generally provided
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Current Advances in the Treatment of Basal Cell Carcinoma

Bazal Hiicreli Karsinomun Tedavisinde Giincel Gelismeler
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OZET
Bazal hiicreli karsinom, derinin en sik goriilen malign tiimérii olup insidans: giderek artmaktadir. Predispozan
faktorler arasinda en onemlisi giines 1sinlarina maruz kalmaktir. Bununla birlikte genetik hastaliklar, organ
nakilleri ve immiinsupresyon da bazal hiicreli karsinom gelisimini tetiklemektedir. Olduk¢a nadir metastaz
yapmasina ragmen lokal agresif seyreder. Ana tedavi sekli cerrahi olup cerrahiye aday olmayan hastalarda
radyoterapi, kriyoterapi, kemoterapi ve hedgehog yolak inhibitorleri kullanilabilir. Bu derlemede bazal hiicreli
karsinomun tedavisi konusunda giincel gelismeler tartigilmistir.

Anahtar Kelimeler: bazal hiicreli karsinom, cerrahi, vismodegib

ABSTRACT
Basal cell carcinoma is the most commonly seen malignant tumor of the skin and its incidence is gradually
increasing. Sun exposure is the single most important predisposing factor. In addition, genetic disorders, organ
transplantations and immunesupression may trigger the development of basal cell carcinoma. Although it
metastasizes rarely, its clinical course is local aggressive. The main treatment modality is surgery. In patients
who are not candidates for surgery; radiotherapy, cryotherapy, chemotherapy and hedgehog pathway modulators
can be used. In this review, current advances in the treatment of basal cell carcinoma is discussed.

Keywords: basal cell carcinoma, surgery, vismodegib

Giris

Melanom dis1 deri kanserleri diinyadaki en sik
kanser tipi olup her y1l 2 milyon insanda ortaya
cikmaktadir!. Bu nedenle, deri kanserleri igin
plastik, rekonstriiktif ve estetik cerrahi
uzmanlari tarafindan yilda 4 milyondan fazla
eksizyon yapilmaktadir. Diigiitk morbidite ve
mortalite ile seyretmesi nedeniyle genellikle
ihmal edilen bir saglik problemi olan melanom
dist deri kanserlerinin ne yazik ki insidansi
giderek artmaktadir?>. Melanom digi  deri
kanserlerinin diinyadaki insidansin1 deger-
lendiren sistematik bir ¢alismada, diinyada en
yiiksek insidansin Avustralya’da oldugu ortaya
konmustur®.

Bazal hiicreli karsinom (BHK) ilk
olarak 1827 yilinda Arthur Jacob tarafindan
tariflenmistir. BHK’nin etiyolojisinde en
onemli  faktér solar ultraviyole (UV)
radyasyona (ozellikle 290-320 nm. dalga
boyundaki UVB) aralikli olarak fazla maruz
kalinmasidir. Bu nedenle viicudun en fazla
giinese maruz kalan bas, boyun ve ekstremite
bolgelerinde BHK ’ya daha fazla rastlanir. Tiim
olgularin %851 bas boyun bélgesinde

lokalizedir. UV radyasyonun tetikledigi BHK
karsinogenezi, temel olarak UV radyasyonun
tetikledigi DNA hasarinin onarmmundaki bir
defekt ile iliskilidir. Hedgehog sinyal
yolaklarindaki mutasyonlar BHK gelismesine
neden olurlar®.

BHK, epidermisin bazal hiicrelerinden
koken alir. Tipik olarak 4. dekattan sonra
ortaya ¢ikar, ancak 6zellikle Gorlin sendromu,
xeroderma pigmentosum, Rasmussen sendro-
mu gibi genadodermatozlarda istisnalar goriile-
bilir". Giines 1sinlarina maruziyet BHK
geligmesinde en 6nemli risk faktéri oldugu
icin, Fitzpatrick tip 1 ve 2 cilt yapsisina sahip
acik tenli, mavi gozli, kizil saghi ve cilli
insanlar ve a¢ik havada ve giines altinda
calisan insanlar daha fazla risk altindadir.
Diger risk faktorleri arasinda immiinsupresyon,
arsenige, komiir tozuna ve radyasyona maruz
kalmak yer alir. BHK, ayrica, yasst hiicreli
karsinoma gibi, kronik skar, siniis ve yanik
zemininde gelisebilir®.

Klinik olarak telanjiyektatik damarlara
sahip pembe veya et renginde bir papiil olarak
ortaya cikar. Giderek biiyiidiigiinde {izerinde
kurutlanma,  kepeklenme,  kanama  ve
iilserasyon goriilebilir.  BHK’nin histolojik
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alttipleri, nodiiler, yilizeyel yayilan, pigmente,
mikronodiiler, infiltratif, metatipik (bazos-
kuamoz karsinom) ve sklerozan morfeaform
tipleridir. Nodiiler BHK, tiim olgularin %75’
ile %80’ni olusturur. Nodiiler BHK’nin da
%90’1  basg-boyun bolgesinde lokalizedir.
Yiiksek oranda melanin igeren bu tlimorleri
klinik olarak melanomdan ayirmak neredeyse
imkansizdir’. Yiizeyel BHK, ikinci en sik alttip
olup ozellikle govdede ve ekstremitelerde
yerlesim gosterir®, Bazoskuamoz karsinom ise
nadir goriilen bir alttip olup morfolojik olarak
BHK’ya benzemesine ragmen, BHK’ya
kiyasla daha agresif seyirli ve metastaz
yapmaya daha fazla egilimlidir®.

BHK, yavas biiylime ve nadir metastaz
yapmast ile Kkarakterize olmasina ragmen,
yetersiz smirla eksizyon yapilmasi veya
gecikmis tan1 konulmasi, daha fazla saglikli
dokunun feda edilmesine neden olur®,

Orginal Article

BHK Tedavi Secenekleri ve Giincel
Yaklasimlar

BHK tedavisinde baslica tedavi hedef -
leri; lezyonun total olarakuzaklastirilmasi,
saglikli dokunun korunmasi, fonksiyonun
korunmasi, niiksiin olmamas: ve estetik olarak
kabul edilebilir sonuglarin elde edilmesi olarak
siralanabilir'?. Klinik davrans itibariyle BHK
nadiren uzak organ metastazina yol agmasi
nedeniyle genellikle Klinik ortamda deger-
lendirilirken ihmal edilme veya yetersiz tedavi
ile iyilestirme durumlar1 ile kars1 karsiya
kalinabilmektedir®?,

BHK yonetiminde hastaya uygulanacak
tedavinin se¢iminde hasta yasi, lezyon sayisi
ve boyutlari, timé6riin morfolojik gortinimii ve
histopatolojik tipi, timorin primer veya
rekiirren olmas1 ve anatomik yerlesimi dikkate
alinmalidir.  BHK  yonetiminde  tedavi
secenckleri temelde cerrahi ve cerrahi disi
secenekler olarak iki baslhk altinda deger-
lendirilebilir.

Cerrahi tedavi secenekleri;
Elektrodisseksiyon ve kiiretaj,
Kriyoterapi,
Cerrahi eksizyon,
Mohs  mikrografik  cerrahisi, olarak
siralanabilir.

Elektrodisseksiyon ve kiiretaj, cerrahi
secenekler arasinda birinci basamak olarak
tanmimlanabilir. Her ne kadar deneyim

el N
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sonucunda kiiretaj ile saglikli dokuya ulasildigi
hissedilebildigi siklikla dile getirilse bile, bu
subjektif bir tespit olup, eksizyon sonrasinda
siir  giivenligi agisindan patoloji tarafindan
degerlendirmenin  miimkiin  olmadigi da
degerlendirilmeli ve lezyon genisligi dikkate
almarak secilmis olgularda kullanilmalidir®®. 2
mm.ye kadar olan kii¢iik ve erken tani almig
lezyonlarda %100 tedavi saglayan bir cerrahi
secenektir. 2-5 mm. arasindaki lezyon
boyutlarinda bu secenek %85 kadar tedavi
edici olarak bulunmustur. Daha biiyik
lezyonlarda ise rekiirrens olasiligi dikkate
alinarak elektrodisseksiyon ve kiiretaj Segenegi
tercih edilmemelidir.

Kriyoterapi 2 cm.ye kadar olan
lezyonlarin tedavisinde %97e kadar tedavi
edici olarak raporlamistir®6,  Kriyoterapi
seceneginin Uygun kosullarda uygulanmasi ¢ok
onemlidir. Bu tedavi segenegi, sivi nitrogen
spreyler veya kriyoprob yoluyla uygulan-
maktadir'’. Sivi nitrojene daldirilan pamuktu
gubuklar veya pamuk diskler yoluyla
uygulanmas1 uygun olmayip, Yyizeyel BHK
lezyonlarinda bile tedavi edici degildir. Bu
tedavinin en belirgin yan etkileri uzamis 6dem,
hipopigmentasyon, atrofik veya hipertrofik
skar gelisimi ve noropraksi olup, en onemli
dezavantaji uygulama sonucunda patolojik
taminin ~ konfirmasyonu ve cerrahi  smur
hakkinda bilgi verebilecek herhangi bir
patolojik spesimen elde edilmemesidir®.

Cerrahi eksizyon BHK tedavisinde uzak
ara en sik uygulanan yontemdir'®® Standart
eksizyon 5 yillik rekiirrens oranlarinin %2- 10
arasinda degistigi biitiin primer BHK olgularda
etkili tedavi segenegidir®®?. Genel kabul goren
giivenli cerrahi smir 3-5 mm. arasinda
degismekte iken® 10 mm.den biiyiik, rekiirren
ve infiltratif BHK olgularinda en az 5 mm.lik
giivenli  cerrahi  sinir  ile  eksizyonun
gergeklestirilmesi planlanmalidir. 2 cm.den
biiyiik lezyonlarda genis subklinik uzanim
gortilebileceginden 10 mm.ye kadar giivenli
cerrahi siir planlanabilir®,

10 mm.den kiigiik lezyonlarda, govde
veya sirt gibi diigiik riskli anatomik alanlarda
ve reeksizyonun zor olmayacagi lezyonlarda,
frozen kesitlerin degerlendirilmesi gerekme-
mektedir ve nihayi patoloji raporu beklenebilir.
Gerekmesi halinde reeksizyon planlanmasi
hastalik seyrini olumsuz etkilemeyecektir.
Ancak yiiksek riskli, rekiirren, morfeoform
gibi agresif histolopatolojik tiplerde ve 2
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cm.den biiyiik lezyonlarda eksizyonu takiben
intraoperatif frozen kesitlerin degerlendirilmesi
gerekmektedir®,

Mohs mikrografik cerrahisi, Frederich
Mohs tarafindan tanimlanmus olup, es zamanl
olarak taze spesimenden histopatolojik
degerlendirmeyi  igermektedir?*.  Sadece
vertikal planda lezyonun derinligi degil, aym
zamanda horizontal planda lezyonun tabani da
degerlendirilmektedir. Primer BHK
tedavisinde basit eksizyonla kiyaslandiginda
maliyet 3 kat kadar fazla olarak bulunmustur®.
Primer lezyonda, 5 yillik kiir oranlar1 %94 ile
%99 arasimnda  degismektedir’®%,  Mohs
cerrahisinin baslica endikasyonlar1 2 cm.den
biiytik, rekiirren, yiiksek risk igeren alanlarda
BHK bulunmasi, periorbital, paranazal gibi
genis smurlarla  eksizyonun zor oldugu
alanlarda BHK bulunmasi yer almaktadir®.

BHK tedavisinde baslica cerrahi dist
secenekler?®:

1. Radyoterapi
2. Fotodinamik terapi
3. Farmakolojik terapi olarak siralanabilir.

BHK radyosensitif bir tiimor olup,
cerrahinin  yiiksek  riskli  oldugu, yasl,
komorbiditelerin  oldugu se¢ilmis olgularda
tercih edilebilir®®3!, Tedavide radyoterapinin
tercih edildigi primer BHK hastalarinda bes
yillik rekiirrens oranlart  %8-15 arasinda
degismektedir®>.  Radyoterapi  uygulanan
hastalarda sik karsilasilan komplikasyonlar
uygulanan alana bagh olarak goz kurulugu,
xerostomi, alopesi, hiperpigmentasyon ve cilt
nekrozu olarak siralanabilir®-3¢,

Fotodinamik terapi yaklasik olarak 20
yildan beri uygulanmakta olup, terapéotik etkisi
belirli  dalgaboyunda 1sitk uygulandiginda
neoplastik hiicreler tarafindan absorbe edilmis
olan porfirinlerle reaksiyona girip, olusan
enerji ve agiga ¢ikan serbest oksijen radikaller
vasitastyla hasar olusturmasina dayanmak-
tadir’. Bu amacla siklikla 5-aminoleviilinik
asit kullamilmakta olup, kiiratif degil palyatif
amaclar  i¢in  oOncelikli  olarak  tercih
edilmelidir®®.

BHK tedavisinde kullanilan
farmakolojik ajanlarin basinda 5-florourasil
gelmektedir. Niikleik asitlerin metilasyonunun
ve timidilat sentetaz enzimlerinin inhibisyonu
ile hiicre proliferasyonu inhibe olmaktadir®.
%5lik 5-FU krem seklinde sadece diisiik risk
tasiyan alanlardaki, kiigiik ve yiizeyel BHK
lezyonlarina uygulanmaktadir. Giinde iki defa
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Ve en az 6 ay boyunca uygulanmaktadir. Cok
kiiciik lezyonlarda tedavi edici olabildigi dogru
hasta se¢imi ¢ok onemli olup, yakin takip
gerekmektedir. BHK tedavisindekullanilabi-
len bir bagka farmakolojik ajan immiin sistem
tizerinde  sitokin  saliimuni  uyararak
interferonlar tizerinde etkisi ortaya ¢ikartan
imiquimod olup, yine %5lik krem formunda
uygulanmaktadir. Amerikan Ilag¢ ve Gida
Dairesi’nin de onayini almis olan bu ilag yiiz
disindaki  alanlarda  yiizeyel lezyonlara
uygulanabilmektedir’®. Yine yiizeyel, kiigiik
lezyonlarda  uygulanabilen bir  baska
farmakolojik ajan reseptor selektif bir retinoid
olan tazarotendir. Cilt kanseri hiicrelerinde
apoptoz indiiklenerek ve hiicre c¢ogalmasi
baskilanarak etkili olmaktadir. Cilt irritasyonu
yaratmast ve uzun kullanim  sireleri
gerektirmesi ilacin kullaniminda en o6nemli
dezavantajlardir®,

Mevcut cerrahi  dist  segeneklerin
kullanimi sadece yiizeyel ve kiigiik lezyonlarla
kisitli iken, giincel gelistirilen ve hedgehog
sinyal yolagi tizerinde etkisini gosteren
vismodegib, metastatik ve lokal ileri evre BHK
hastalarin tedavisinde yeni bir tedavi se¢enegi
olarak goziikmektedir.

Hedgehog Sinyal Yolag

PTCH1 geninin mutasyonlar1 ilk
olarak Gorlin sendromunda, daha sonra da
sporadik BHK’da tanimlanmistir®?#3,  Sonic
hedgehog (SHH) yolagmin bir {iyesi olan
PTCH1 geni, smoothened (SMO) adi
verilenbirtrans- membranproteine baglanan ve
onu inaktive eden bagka bir transmembran
proteini  kodlar. SHH yolagi, hiicresel
proliferasyonda gorev almasi  nedeniyle
embriyonik hayatta kritik bir dneme sahiptir®.
figing olarak, Gorlin sendromunda gbriilen
BHK’da ve diger tiimorlerde PTCH1 geninde
mutasyonlar saptanmis, ayn1 zamanda sporadk
BHK olgularinda da PTCH1 geni mutasyonu
ve SMO mutasyonlar1 tespit edilmistir®®. UV-
iliskili PTCH1 mutasyonlar1  Xeroderma
pigmentosumlu hastalarda da goriiliir®.

Vismodegib

Vismodegib (GDC-0449), bir
SMOinhibitéri-dir. Ayn1 gen yolagma sahip
medulloblastoma  allogreftlerinde  etkinligi
gosterilmistir®’. Faz-1 ¢alismas: 68 ileri evre
kanserli hastada ve 33 ileri evre BHK (15 lokal
ileri.  ve 18  metastatik)  hastasinda
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tamamlanmugstir. Yaygin goriilen yan etkileri
arasinda kas spazmlari, tat almada bozukluk,
yorgunluk, sa¢ dokiilmesi ve bulanti yer
almaktadir. Metastatik BHK hastalarinin yanit
oran1 %50, lokal ileri BHK hastalarinin yanit
orant %60 olarak bulunmustur®®*, Faz-2
caligmasina tiim BHK hastalarina giinliik 150
mg Vismodegib uygulanmistir. Calismaya
dahil edilen 104 hastanin 96’sindan (63 lokal
agresif, 33 metastatik) sonuclar elde edilmis ve
metastatik BHK i¢in %30, lokal ileri BHK igin
%43 yamit alinmigtir. Lokal ileri BHK
grubunda, 13 hastada komplet yanit (patolojik
incelemede BHK’nin gosterilememesi)
almmustir®, Bu fazda en sik goriilen yan
etkiler, kas spazmlari, alopesi, tat bozukluklari,
kilo kaybi, yorgunluk, bulanti, anoreksi ve
ishal olmustur. Alopesi ve tat bozukluklarinin
sebebi olarak kil folikiillerinde  ve tat
tomurcuklarinda SMO inhibitorii ile inaktive
edilen  Hedgehog yolaginin  bulunmasi
gosterilmistir. Bu faz-2 calismasi ile 2012
yilinda lokal ileri, unrezektabl ve metastatik
BHK igin Amerikan Gida ve ilag Dairesi
(FDA) tarafindan onaylanmistir50.

Su anda vismodegibin neoadjuvan
veya adjuvan  tedavide  kullanilmasini
destekleyen randomize kontrollii bir ¢aligma
yoktur. Vismodegibin operabl (rezektabl)
BHK’da Mohs mikrografik cerrahi sonrasinda
kullanmmimi  arastiran  bir Faz-l1l ¢alismasi
mevcuttur ancak heniiz sonuglari
bilinmemektedir  (NCT01201915).  Yakin
donemde 11 primer BHK hastasinda yapilan
kiigiik bir calismada cerrahi defektin %27
oraninda azaldig1 gosterilmistir®:.

Vismodegib tedavisi alan hastalarda
yass1 hiicreli karsinom gelistigine dair yayilar
mevcuttur. Henliz kesin bir kanit olmamakla
birlikte hedgehog sinyalinin azalmast YHK
karsinogenezisini artirtyor olabilir®2,

Sonug¢

BHK tedavisinde cerrahi ve cerrahi
dis1 birgok tedavi secenegi olmasina ragmen
timor rekiirrens oranlari ve maliyet-kazang
oranlari da dikkate alindiginda en sik
bagvurulan segenek olan cerrahi eksizyon,
tedavide ilk basamak olarak goéziikmektedir.
Cerrahi disi mevcut diger secenekler kiigiik,
yiizeyel lezyonlarda etkili olmasina ragmen
giincel tedavi seceneklerinden olan hedgehog
sinyal yolak inhibitérleri cerrahi eksizyonun
miimkiin  olmadigi, ileri rekiirren veya
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metastatik BHK olgularinda sistemik tedavi
olanagi saglayarak gelecek vaadetmektedir.
Cerrahi  eksizyonun zor veya miimkiin
olmadig1 rekiirren, metastatik veya rekiirrens
yiiksek riskli olgularda hedgehog sinyal yolak
inhibitorlerinin tedavide yeri olabilecegi akilda
tutulmalidir.

Cikar Catismasi: Yok
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Thyroiditis During Pegylated Interferon Therapy and HbsAg
Seroconvertion after the Treatment

Pegile Interferon Alfa Tedavisi Sirasinda Gelisen Tiroidit ve sonrasinda
HBsAg Serokonversiyonu
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OZET
Giris: Kronik hepatit B tedavisinde pegile interferon grubu ilaglar, HBs Ag kaybinin oral antivirallerden daha
stk gelismesi, diren¢ olmamasi ve tedavi siiresinin sinirli olmasi nedeniyle zellikle geng hastalarda tercih
edilmektedir. Grip benzeri sendrom, asteni, noéropati, anksiyete, depresyon, hepatotoksisite, nétropeni,
trombositopeni ve tiroid fonksiyon bozuklugu gibi yan etkiler tedaviye uyumu zorlastirmaktadir. Bu yazida
pegile interferon alfa (Peg-IFNa) tedavisi sirasinda tiroidit gelisen bir kronik hepatit B hastast sunuldu.
Olgu: Yirmidokuz yasindaki kadin hasta, tedavi oncesi bakilan tiroid fonksiyon testleri normalken, tedavinin 4.
aymda sa¢ dokiilmesi ve kilo kaybi sikayetleri ile bagvurdu. Yapilan tetkiklerde HBV DNA diizeyi negatif,
karaciger fonksiyon testleri normal, tiroid stimiilan hormon (TSH) diizeyi disiik ve serbest T3 ve T4 degerleri
yiiksekti. Hastaya yapilan ileri tetkiklerde Anti tiroid peroksidaz (TPO) antikoru, Anti tiroglobulin (TG) antikoru
ve TSH reseptor antikoru pozitif bulundu. Tiroid USG ve radyoaktif iyot uptake testi troidit ile uyumlu idi.
Hipertiroidi igin tedavi verilmeyen hastanin Peg-IFNa tedavisine devam edildi. Tedavinin 8. ayinda TSH
yiikselince subklinik hipotiroidi nedeniyle levotiroksin sodyum baglandi. PeglFN-o tedavisi 48 haftaya
tamamlanan hastanin tedavi sonunda ve daha sonraki takiplerinde tiroid fonksiyonlari normal devam etti.
Takibin 4. yilinda HBs Ag’nin negatiflestigi, anti HBs diizeyinin 250mU/mL oldugu goriildi.
Sonug: Peg-IFNa tedavisi alan hastalar klinik ve laboratuar olarak tiroid fonksiyonlari agisindan takip edilmeli
ve tiroidit gelisme ihtimali akilda tutulmalidir. Yan etki yonetiminde bu tedavinin uygun siirede verilmesinin
kronik hepatit B tedavisinde Hbs Ag serokonversiyonu ihtimalini arttiracagi unutulmamalidir.
Anahtar Kelimeler: Hepatit B; Pegile interferon; Tiroidit

ABSTRACT
Introduction: Interferon alfa is preferred in treatment of hepatitis B, especially for young patients, because of
the greater chance of HBs Ag loss, the absence of resistance and the finite duration of treatment. But its side
effects like flu like symptoms, asthenia, neuropathy, anxiety, depression, hepatotoxicity, neutropenia,
thrombositopenia and throid disfunction causes poor tolerance to treatment. We described a chronic hepatitis B
patient who had thyroid dysfunction during Peg-IFNa therapy.
Case: A twenty-nine year old woman admitted to hospital with hair and weight loss on fourth month of Peg-
IFNa therapy while her TSH level was normal at the beginning of the treatment. AST and ALT levels were
within normal limits and HBV DNA was negative, TSH was low and T3 and T4 levels were high. Anti thyroid
peroxidase antibody, anti thyroglobulin antibody and TSH receptor antibody were positive. Tiroid US and
radioactive iodine uptake tests were compatible with troiditis. Peg-INFao was continued and the patient was not
treated for hyperthyroidism. At the eight month of Peg-INFa therapy, levothyroxine was initiated for subclinical
hypothyroidism. Hepatitis B treatment ended in the 48" week. Thyroid functions were normal at the end of HBV
treatment and follow-up. At the fourth year of the therapy the patient had HBs Ag seroconvertion, with Anti HBs
level of 250mU/mL.
Conclusion: The patients who have Peg-IFNa treatment should be evaluated for thyroid dysfunction and
probability of thyroiditis should be kept in mind. As optimal treatment duration is important for achievement of
Hbs Ag seroconvertion, appropriate management of side effects is essential in these patients.
Keywords: Hepatitis B; Pegylated interferon; Thyroiditis
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Case Report

Diinya niifusunun tigte biri hepatit B
viriisii (HBV) ile karsilasmistir ve 350-400
milyon kisi Hbs Ag pozitiftir (1). Hepatit B
acisindan orta derecede endemik bdlgede olan
tilkemizde 3 milyon kisinin HBV ile enfekte
oldugu tahmin edilmektedir. (2)

Kronik  HBV  enfeksiyonununun
tedavisinde rekombinan veya pegile interferon
alfa (Peg IFN-o) veya nukleozid analoglar
kullanilmaktadir (1). PeglFN-a nukleozid
analoglart ile karsilastirildiginda;  direng
gelismemesi, tedavi siiresinin 48 hafta ile
sinirlt olmasi ve birinci yilin sonunda tedavi
alan hastalarin %3-7’sinde HBs Ag kaybimin
olmast agisindan avantajli bir ilagtir (1,3).

Dezavantajlar1 ise antiviral etkisinin
oral ajanlara gore diisiik olmasi ve tedaviye
uyumu zorlastiran yan etkileridir  (4).
Interferon alfa tedavisinde akut dénemde grip
benzeri bulgular (ates, titreme, bas agrisi, kas
ve eklem agrlar1) sik goriilitken uzun
donemde noropsikiyatrik, iskemik,
hematolojik,  enfeksiybz ve  otoimmiin
hastaliklar ortaya cikabilir veya var olan
hastaliklar alevlenebilir (5). Interferon alfa
tedavisi sirasinda otoimmiin tiroidit, sistemik
lupus eritematosus, romatoid artrit,
polimiyozit, tip 1 diabetes mellitus ve immiin
trombositopenik purpura gibi ¢esitli otoimmiin
hastaliklar goriilebilir (5,6).

Bu yazida Peg-IFNa tedavisi sirasinda
otoimmiin tiroidit geligsen bir kronik hepatit B
hastas1 sunulmustur.

Olgu sunumu

Yirmi dokuz yasinda kadin hastaya
kronik hepatit B tanisiyla Peg-IFNa 2a 180 pg
haftada bir baslandi. Tedavi Oncesi yapilan
tetkiklerde HBs Ag (+), HBe Ag (-), Anti HBe
(+), HBV DNA: 10° IU/mL, ALT:59 U/L (0-
55U/L), AST: 45 U/L (5-34 U/L), TSH:0,91
ulU/mL (0.34-5.60 ulU/mL), sT3: 2.5 pg/mL
(2.5-3.9 pg/mL), sT4:0,6 ng/mL (0.61-1.48
ng/mL), ANA, ASMA ve LKML1 negatif idi.

Tedavinin 4. ayinda, sa¢ dokiilmesi ve
kilo kayb1 sikayetleri olan hasta, tedaviye 3
hafta ara vermis olarak bagvurdu. Yapilan
tetkiklerde HBV DNA diizeyi negatif, ALT: 47
U/L, AST: 29 U/L, bulundu. Hastaya yapilan
ileri tetkiklerde TSH: 0.01 ulU/mL, sT3:6.12
pg/mL, sT4: 3.1 ng/mL, Anti TPO antikor:
>910 IU/mL (0-9 1U/mL), Anti TG antikor:
995 IU/mL (04 IU/mL), TSH reseptor
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antikor: 15.9 IU/L (0-14 IU/L ) tiroid USG
troidit ile uyumlu, radyoaktif iyot uptake testi:
% 0.5-0.4 (normalden diisiik, tiroidit ile
uyumlu) bulundu.

Endokrinoloji  klinigine  danisilan
hastaya tedavi Onerilmedi. Hasta Peg-IFNa
tedavisine 1iyi yamit vermis oldugu ve
hipertiroidi ile ilgili semptomlar1 tolere
edebildigi icin tedaviye devam edildi.

Tedavinin 8. ayinda hastanin TSH
diizeyi 10.5 ulU/mL, sT3 degeri 0.5 pg/mL,
sT4 3.1 ng/mL olunca levotiroksin sodyum
baslandi. Takip sirasinda hafif notropeni ve
trombositopenisi  olmakla  beraber  doz
azaltmaya neden olacak bagka bir yan etki
gbzlenmedi. Peg-IFNo tedavisi 48 haftaya
tamamland.

Tedavi sonunda HBV DNA diizeyi 54
IU/mL, ALT: 26 U/L, AST: 34 U/L, TSH: 3.7
ulU/mL sT3:3.0 pg/mL, sT4: 1.4 ng/mL idi.
Daha sonraki takiplerinde tiroid
fonksiyonlariyla ilgili bir problem tespit
edilmedi. Takiplerinde HBV DNA negatif,
karaciger enzimleri normal olarak seyretti.
Takibin 4. yilda HBs Ag serokonversiyonu
gelisti ve Anti HBs pozitiflesti (Anti HBs:
250muU/mL).

Tartisma

Pegile interferon kullanan kronik
hepatit B hastalarinda tiroidit gibi otoimmiin
yan etkiler ortaya ¢ikabilir. Ancak, yan
etkilerin dogru yonetilmesi, tedaviye uygun
sirede devam edilmesi, tedavi basarisini
artirarak, kronik HBV tedavisinde asil hedef
olan HBs Ag serokonversiyonuna neden
olabilir. Bu yazida kronik hepatit B nedeniyle
aldig1 Peg-IFNa tedavisi sirasinda otoimmiin
tiroidit gelisen, fakat tedaviyi uygun siirede
alan ve daha sonaki takiplerinde HBs Ag
negatiflesen bir hasta sunuldu.

Interferon tedavisinin tiroid hastaliklar
ile iligkisi ilk defa 1985’te meme kanseri
nedeniyle interferon tedavisi alan hastalarda
rapor edilmistir (7). O zamandan beri hepatit B
ve C hastalarinda interferon tedavisi sirasinda
gelisen tiroiditler ve tiroid fonksiyon
bozukluklarimi arastiran pek ¢ok caligma
yayinlanmigtir (8,9).

Interferon alfanin tiroid
disfonksiyonununa yol agma mekanizmasi net
olarak  bilinmemekle beraber otoimmiin
mekanizmanin onemli rol oynadigi
bildirilmistir (10). Interferon alfanin major
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histocompatibility complex (MHC) Class 1
antijenlerinin yilizey ekspresyonunu arttirdigi,
bunun da  sitotoksik T  hiicrelerinin
fonksiyonunu  aktiflestirdigi  bildirilmistir.
Interferon alfa otoimmiin tiroid hastaligi olan
kisilerde tiroid hiicrelerindeki MHC Class 2
antijenleri de indiikler. Ayrica interferon alfa
tarafindan indiiklenen TNF alfa ve IL-1 beta
gibi sitokinler immiinomodulator etkiyle direkt
veya dolayli yoldan tiroid fonksiyonlarini
bozabilir (11).

Peg-IFNa ile tedavi edilen hastalarda
tiroid antikorlarmin indiiklenebilecegi ve
bunun  hipotiroidi  veya tirotoksikozla
sonuglanabilecegi  bildirilmistir (9). Bizim
hastamizda tiroidite bagli Once hipertiroidi,
daha sonra hipotiroidi gelisti. Ayrica sag
dokiilmesi ve kilo kayb1 da mevcuttu.

PeglFN-o ve ribavirin tedavisi verilen
59 hepatit C hastasimin tiroid fonksiyonlari
acisindan incelendigi bir ¢alismada, 7 hastada
(%12) tiroid fonksiyon bozuklugu saptanmis.
Bir hastada bizim hastamizda oldugu gibi
hipertiroidiyi izleyen hipotiroidi gelismis ve
hasta tedavi kesilmeden T4 replasmani ile
takip edilmis. Graves nedeniyle tedaviyi
birakan bir hasta disginda diger hastalar
asemptomatik olup tiroid disfonksiyonuyla
ilgili bir tedavi almalar1 gerekmemistir (12).
Bizim hastamizda da hipertiroidi doneminde
kisa siire tedaviye ara verilmis olmakla beraber
antitiroid tedavi gereksinimi olmadi ve hasta
hepatit tedavisini tamamladi.

Interferon alfa tedavisi alan hepatit B
ve C hastalarinda otoimmiin tiroid hastaliginin
arastirildign  bagka bir ¢alismada tedavi
sonunda kronik hepatit C (KHC) hastalarinda
tiroid disfonksiyonu orani %12, kronik hepatit
B (KHB) hastalarinda %5 olarak bildirilmistir.
Bu calismada tiroid disfonksiyonu agisindan
kadin cinsiyet, ortalama sT3 degerinin disiik
olmasi ve anti TPO antikorun pozitif olmasi,
tiroid  disfonksiyonu ag¢isindan  anlamli
bulunmustur (13)

Ulkemizden yapilan bir galismada,
tiroid difonksiyonu olan hastalarin %80’inin
kadm oldugu, KHC’de %15.2, KHB’de % 6.7
oraninda  tiroid  disfonksiyonu  gelistigi
bildirilmistir (8).

Peg-IFNa 2a ile tedavi edilen 106
KHB’li hastada yapilan bir galigmada; tiroid
disfonksiyonu, 80 erkek hastanin 1’inde
(%1.25) goriiliirken, 26 kadin hastanin 6’sinda
(%23) goriilmiistiir. Bu hastalarin higbirinde

Case Report

214

doz ayarlamasi veya interferon tedavisini
kesme gereksinimi olmamigtir. Hastalarin 6’s1
tiroid disfonksiyonu i¢in tedavi almistir (4).
Bizim hastamizda da Peg-IFNa tedavisini
kesmemizi  gerektirecek  kadar  siddetli
semptom veya bulgu gorilmedi, hipotiroidi
icin levotiroksin sodyum tedavisi verildi.

Tirkiye’den yapilan bir calismada
KHB’li hastalarda tiroid disfonksiyonunun
ortalama 4. ayda, bagka bir calismada 22-24.
Haftalar arasinda ortaya c¢iktigi bildirilmistir
(4,8). Bizim hastamizda semptomlar tedavinin
4. aymda bagladi, levotiroksin sodyum
tedavisine 8. ayda hipotiroidi nedeniyle
baslandi.

Literatiirde interferon tedavisinden
once otoantikor pozitifliklerinin saptanmasi
onerilmektedir (6). Fakat KHB’li hastalarda
otoimmiin  troidit sik  goriilmediginden,
Ozellikle aile hikayesi olmayan hastalarda,
interferon tedavisi 6ncesi antitiroid antikorlarin
rutin olarak bakilmasi Onerilmemektedir (4).
Ancak tiroid fonksiyonlarinin takibi subklinik
hipotiroidi ~ veya  hipertiroidinin  tespiti
agisindan 6nemlidir (6, 13).

Kronik  hepatit B hastalarinda
interferon tedavisinin uzun dénem sonuglarinin
incelendigi c¢alismalara bakildiginda, HBe Ag
pozitif hastalarda, %11 Hbs Ag kayb:
goriilmiis, yanitsiz hastalarin higbirinde Hbs
Ag kaybi olmamis (14). HBeAg negatif
hastalarin uzun siireli tedavi yanitlarinin
arastirildigi bir ¢alismada ise tedavi sonrasi 3.
yilda hastalarin %8.7’sinde HBs Ag kaybi
oldugu bildirilmis, tedavi sonunda HBV DNA
diizeyi negatif olan hastalarda bu oranin %
44’¢ yikseldigi gorilmustir (15). Bizim
hastamizda da kalic1 viral yanit elde edildi ve
tedavinin 4. yilinda HBs Ag’i negatiflesti.

Sonu¢ olarak tiroid disfonksiyonu,
KHB’li hastalarda KHC’den daha nadir
olmakla beraber ozellikle kadin hastalarda
karsimiza ¢ikmaktadir. Interferon tedavisi
sirasinda TSH diizeyinin takip edilmesi ve
gerektiginde bir Endokrinoloji uzmani ile
igbirligi  yapilmasinin  6nemli  oldugunu
diistiniiyoruz. Yan etkileri nedeniyle tedaviyi
kesmeden oOnce, hastanin tedavinin uzun
donem etkilerinden yararlanamayacagi gercegi
gbz oniinde bulundurularak hasta ile birlikte
karar verilmelidir.

Conflict of interest: No

Adress for correspondence: Sabahat Ceken, Dr A.Y. Onkoloji Egitim ve Arastirma Hastanesi, Enfeksiyon Hastaliklar1 Klinigi, Yenimahalle, Ankara, Tiirkiye

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


http://www.actaoncologicaturcica.com/

ACTA
ONCOLOGICA
O TURCICA

Referanslar

Case Report

1. EASL Clinical Practice Guidelines:
Management of chronic hepatitis B virus Infection.
Journal of Hepatology 2012;57:167-85

2. Mistik R, Balik 1. Tiirkiye’de viral hepatitlerin
epidemiyolojik analizi. Kiligturgay K, BadurS. Viral
Hepatit 2001. Istanbul: Viral Hepatitle Savagim Dernegi,
2001:10-55

3. Lok AS, McMahon BJ. Chronic Hepatitis B:
Update 2009, AASLD Practice Guidelines, Hepatology.
2009;50:661-2

4, Kozielewicz D, Zalesna A, Dybowska D. Can
pegylated interferon a 2a cause development of thyroid
disorders in patients with chronic hepatitis B? Expert
Opin Drug Saf. 2014;13:1009-14

5. Sinbiil M, Kahraman H, Eroglu C,
Leblebicioglu H, Cinar T. Interferon Tedavisi Sirasinda
Subakut Tiroidit Gelisen Kronik Hepatit C Olgusu.
0.M.U. Tip Dergisi 1999;16:62-66

6. Mine Durusu Tanridver, Timay Sozen.
Interferon alfa Tedavisi ve Otoimmiinite. Hacettepe Tip
Dergisi 2007

7. Fentiman IS, Thomas BS, Balkwill FR, Rubens
RD, Hayward JL. Primary hypothyroidism associated
with interferon therapy of breast cancer. Lancet 1985;1:
1166

8. Siinbiil M, Sahbat E, Akkus M, Esen .
Interferon-Alfa Tedavisi Alan Kronik Viral Hepatitli
Hastalarda Tiroid Fonksiyonlarinin Degerlendirilmesi
VHSD 2004;9:67-71

9. Mandac JC, Chaudhry S, Sherman KE, Tomer
Y. The clinical and physiological spectrum of interferon-

215

alpha  induced  thyroiditis:  toward a  new
classification. Hepatology. 2006;43:661-7

10. El Shafie O, Hussein S, ElI Awady

W, Woodhouse N. Graves’ Disease following Interferon
Therapy for Chronic Hepatitis C Infection Sultan Qaboos
Univ Med J. 2008;8:75-7

11. Koizumi S, Mashio Y, Mizuo H, Matsuda A,
Matsuay K, Mizumoto H, et al. Grave’s Hyperthyroidism
Following Transient Thyrotoxicosis during Interferon
Therapy for Chronic Hepatitis Type C. Intern
Med.1995;34:58-60

12. Friedrich-Rust M, Theobald J, Zeuzem S,
Bojunga J. Thyroid function and changes in ultrasound
morphology during antiviral therapy with pegylated
interferon and ribavirin in patients with chronic hepatitis
C. J Viral Hepat. 2009;16:168-77

13. Fernandez-Soto L, Gonzalez A, Escobar-
Jimenez F,Vazquez R, Ocete E,Olea N, Salmeron
Jincreased risk of autoimmune thyroid disease in
hepatitis C vs hepatitis B before, during, and after
discontinuing interferon  therapy.  Arch  Intern
Med. 1998;158:1445-8

14. Buster EH, Flink HJ, Cakaloglu Y, et al
Sustained HBeAg and HBsAg loss after long-term
follow-up of HBeAg-positive patients treated with
peginterferon alpha-2b. Gastroenterology 2008;135:459-
67

15. Marcellin P, Bonino F, Lau GK, et al. Sustained
response of hepatitis B e antigen-negative patients 3 years
after treatment with peginterferon alpha-
2a. Gastroenterology 2009;136:2169-79

Adress for correspondence: Sabahat Ceken, Dr A.Y. Onkoloji Egitim ve Arastirma Hastanesi, Enfeksiyon Hastaliklar1 Klinigi, Yenimahalle, Ankara, Tiirkiye

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



http://www.actaoncologicaturcica.com/
http://www.ncbi.nlm.nih.gov/pubmed/24930451
http://www.ncbi.nlm.nih.gov/pubmed/24930451
http://www.ncbi.nlm.nih.gov/pubmed/24930451
http://www.ncbi.nlm.nih.gov/pubmed/?term=El%20Shafie%20O%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Hussein%20S%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=El%20Awady%20W%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Woodhouse%20N%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Fernandez-Soto%20L%5BAuthor%5D&cauthor=true&cauthor_uid=9665354
http://www.ncbi.nlm.nih.gov/pubmed/?term=Gonzalez%20A%5BAuthor%5D&cauthor=true&cauthor_uid=9665354
http://www.ncbi.nlm.nih.gov/pubmed/?term=Escobar-Jimenez%20F%5BAuthor%5D&cauthor=true&cauthor_uid=9665354
http://www.ncbi.nlm.nih.gov/pubmed/?term=Escobar-Jimenez%20F%5BAuthor%5D&cauthor=true&cauthor_uid=9665354
http://www.ncbi.nlm.nih.gov/pubmed/?term=Vazquez%20R%5BAuthor%5D&cauthor=true&cauthor_uid=9665354
http://www.ncbi.nlm.nih.gov/pubmed/?term=Ocete%20E%5BAuthor%5D&cauthor=true&cauthor_uid=9665354
http://www.ncbi.nlm.nih.gov/pubmed/?term=Olea%20N%5BAuthor%5D&cauthor=true&cauthor_uid=9665354
http://www.ncbi.nlm.nih.gov/pubmed/?term=Salmeron%20J%5BAuthor%5D&cauthor=true&cauthor_uid=9665354
http://www.ncbi.nlm.nih.gov/pubmed/?term=Salmeron%20J%5BAuthor%5D&cauthor=true&cauthor_uid=9665354
http://www.ncbi.nlm.nih.gov/pubmed/9665354
http://www.ncbi.nlm.nih.gov/pubmed/9665354

\ ACTA
ONCOLOBICA
£ TURCICA

Case Report 216

Coexistence of Primary Myelodysplastic Syndrome and Multiple Myeloma

Primer Myelodisplastik Sendrom ve Multipl Myelom Birlikteligi
Sinem Namdaroglu!, Emre Tekgiindiiz!, Sinem Bozdag?, Ali Hakan Kaya!, Fevzi Altuntas’
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OZET

Multipl miyelom (MM) ve myelodisplasik sendrom (MDS) birlikteligine nadir rastlanmaktadir. MM tedavisinde
kullanilan alkilleyici ajanlarin bir komplikasyonu olarak MDS gelisimi olabilecegi bilinmektedir. Bu yazimizda
oncesinde herhangi bir alkilleyici ajan tedavisi ve radyoterapi maruziyeti olmaksizin eszamanli MDS ve MM
gelisen bir olgumuzu tartistik. 63 yasinda kadin hasta, ates ve halsizlik sikayeti ile klinigimize basvurdu.
Laboratuvar incelemelerinde 1okosit: 1.51x 109 / L, hemoglobin: 8 g/, MCV 85.4 fl., trombosit:
71,000/mm3,total protein: 10.2 g/dl (normal degerler: 6-8,5), albumin: 4 g/dl (normal degerler: 3,5-5)saptandi.
Periferik yaymada makrositer- normokrom eritrositler, anizopoikilositoz ve target hiicreler izlendi. Hastanin
yapilan serum immiinfiksasyonunda IG G Lambda monoklonal protein saptandi. Kemik iligi aspirasyon ve
biyopsisinde;% 70 atipik plazma hiicre infiltrasyonu ve immiinhistokimyasal incelemede bu plazma hiicrelerinde
IG G ve lambda ile pozitif boyanma saptandi.Kemik iligi aspirasyonunda her ii¢ seriye ait onciil hiicrelerde
displastik degisiklikler ve 14% miyeloblast izlendi. Bu bulgularla hastamiza MM IG G Lambda ve MDS RAEB
IT tamis1 koyduk. Hastaya VCD (Bortezomib, Siklofosfamid ve Deksametazon) kemoterapisi baslandi.
MDS ve MM gibi farkli hiicrelerden koken aldigt bilinen hastaliklarin birlikteligi literatiirde de gortildiigii tizere
nadir degildir ve pluripotent kok hiicre kokenli oldugu fikrini desteklemektedir. Bu olguyu paylagsmamizin
nedeni hem literatiiriin bu goriisiinii desteklemek hem de yeni tan1 multip] myelom hastalarinda goriilen
sitopenilerde eslik edebilecek diger myeloid neoplazilerinde akla getirilmesine dikkat ¢gekmektir.

Anahtar Kelimeler: multipl miyelom, myelodisplasik sendrom, birlikteligi

ABSTRACT

Coexistence of multiple myeloma (MM) and myelodysplastic syndrome (MDS) are rare. It has been known that
coexistence of MM and MDS may occur as a complication of treatment. Due to treatment with alkylating agents
myelodysplastic syndrome (MDS) may occur in multiple myeloma patients. Here we report a case of coexistent
MM and MDS in a patient without history of treatment with any cytotoxic drugs or radiation therapy.
A 63-years-old female was presented to our clinic with fever and weakness. Her blood counts were- WBC: 1.51x
109/1 - HGB: 8g/dL—- MCV 85.4 fl. - PLT: 71,000/mm3. Her serum total protein elevated at 10.2 g/dl albumin 4
g/dl. The peripheral blood smear showed macrocytic and normochromic cells, anisopoikilocytosis and target
cells. Bone marrow biopsy specimen showed 70 % monoclonal growth of lambda-positive plasma cells
infiltration and was tri-lineage cellular dysplastic features, which included multinucleated erythroblasts and
dysplastic megakaryocytes with hypolobulated nucleus. 14 % myeloblasts were seen. Serum immunofixation
studies showed a monoclonal 1gG lambda. These findings were characteristic for Primary MDS RAEB 1l and
MM. We started treatment for her multiple myeloma with VCD (bortezomib, cyclophosphamide and
dexamethasone). Presence the coexistence of both diseases originating from different cell lines may not be rare
as they known. There have been some reports of coexistence of MDS and myeloma; supporting the idea of
pluripotent stem cell origin of the disease. We suggest that MM patients administrating with cytopenie should be
evaluated for coexistent myeloid neoplasms.

Keywords: multiple myeloma, myelodysplastic syndrome, coexistence
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Introduction:

Myelodysplastic syndrome (MDS) is a
colonal disorder of the hematopoietic system
characterized by dysplasia, presence of
ineffective hematopoiesis, peripheral cytopenias
and an increased risk of transformation to acute
myeloid leukemia (AML) (1). Multiple myeloma
(MM) is a plasma cell malignancy that affect B-
cells maturations, producer of immunoglobulines
and bone marrow (BM) infiltration (2). The
coexistence of both diseases are rare. It has been
known that coexistence of multiple myeloma
(MM) and myelodysplastic syndrome (MDS)
may occur as a complication of treatment. Due to
treatment with alkylating agents in multiple
myeloma patients, myelodysplastic syndrome
(MDS) can be occur.

Chemotherapy induced MDS (secondary MDS)
is more resistant to therapy and have a poor
prognosis (3).

Here we report a case of coexistent MM
and MDS in a patient without history of
treatment with any cytotoxic drugs or radiation
therapy.

Case Report:

A 63-years-old female was presented to
our clinic with fever and weakness. Her blood
counts were- WBC: 1.51x 109/ — HGB: 8g/dL-
MCV 85.4 fl.- PLT: 71,000/mm3. Her serum
total protein elevated at 10.2 g/dl, albumin 4
g/dl. Serum iron levels were normal and serum
ferritin was elevated at 539 ng /ml. The
peripheral blood smear showed normochromic
erythrocytes, anisopoikilocytosis and target cells.
Bone marrow biopsy specimen showed 70 %
monoclonal growth of lambda-positive plasma
cells infiltration and were tri-lineage cellular
dysplastic features, which included
multinucleated erythroblasts, dysplastic
megakaryocytes with hypolobulated nucleus and
14%  myeloblasts were  seen.  Serum
immunoglobulins showed an elevated IgG (37.6
o/l) with increase in lambda free light chains
(4.68 g/l), serum protein electrophoresis and
serum immunofixation studies showed a
monoclonal 1gG lambda. Urine protein
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electrophoresis and immunofixation studies
showed a monoclonal lambda light chain.

Her radiologic full body-bone survey
showed no lytic lesions. These findings were
charasteristic for MDS RAEB Il and MM.
Karyotype was normal: 46, XX. FISH analysis
did not find any chromosomal abnormality.

Our patient was diagnosed with
coexistence MM IgG Lambda and Primary
MDS-RAEB II. We started treatment for her
multiple myeloma with VCD (bortezomib,
cyclophosphamide and dexamethasone). After
receive 4 cycles of with VCD regimen then
patient achieve Complete response (CR).

Discussion:

Our patient was diagnosed with

coexistence MM and MDS. Multiple myeloma
(MM) is a plasma cell malignancy, representing
1% of all cancers and 10% of hematologic
neoplasms. Incidence increases with age, the
median age at diagnosis is 70 years. (4)
The myelodysplastic syndrom (MDS) is a
clonal disorder of the hematopoietic system and
occur in older adults with a median age of 70
years. The overall annual incidence of MDS is 3-
20 per 100,000 (5).

Myelodysplastic syndrome (MDS) is a
hematological malignancy characterized by
dysplasia and ineffective hematopoiesis. The
lineage affected in this pathology is the myeloid
one. Plasma cells disorders (PCD) affect B-cells,
producer of immunoglobulines. Despite the
different pathogenesis of these hematologic
diseases, but there have been some reports of
coexistenceof MDS and myeloma supporting the
idea of pluripotent stem cell origin of the
disease.  Therapy-related MDS following
chemotherapy for MM is well recognized but the
coexistence of both diseases are rare.

Coppelstone et al. proposed that both
multiple myeloma and MDS can produce growth
factors which affect the other cell line (6). This
hypothes was sustained by Sefer at al. who
established elevated IL-6 levels in both disorders

(7).
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Mufti et. al. showed in MM patients
some unstable haematopoietic clones, they can
transformed into myeloid neoplasms so that
simultaneous de novo diseases both myeloid and
lymphoid lineages can occur (8).

Nilsson et al have demonstrated that a 5¢

deletion-which is well known specific clonal
alteration of MDS — may occur in hematopoietic
stem cells (HSCs) with a combined lympho-
myeloid potential (9). The coexistence of MM
and MDS arising from different cell lines can be
explained by this data.
In addition; contrary to Mufti, Tsiara et. al.
suggested that malignant transformation of a
single precursor cell has ability to transformate
either lymphoid and myeloid neoplasms as
possible etiology of coexistence of both diseases
orginating from different cell lines (10). Both in
MM and MDS, some cytogenetic abnormalities
are common as deletion of chromosome 13, this
data is compatible with their theory.

Dewald et al. have shown some specific
chromosome alterations for MDS which present
in MM patients, who had leucopenia and had the
poor prognosis. (11).

Varkonyi et al showed that the
hemochromatosis gene mutations (C282Y and
H63D) found with higher rate in MM patients
who have low WBC at presentation. They also
showed that 49% of MDS patients positive for
either HFE variant which could be tested for
another indirect approach to make MDS
diagnosis more probable (12,13).

Conclusion:

In this case we reported a patient
diagnosed with coexistence both MM and
Primary MDS. Presence the coexistence of both
diseases originating from different cell lines may
not be rare as they known. Despite the different
cell origin of these hematologic diseases,
published reports of coexistence of MDS and
myeloma supporting the idea of pluripotent stem
cell origin of the disease. We suggest that MM
patients administrating with cytopenie should be
evaluated for coexistent myeloid neoplasm. In
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literature there are some similar reports, support
this.
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Lymphadenopathy of A Newborn: Langerhans Cell Histiocytosis

Yenidoganda Lenfadenopati: Langerhans Hiicreli Histiositozis
Aysenur Bahadir!, Erol Erduran'

'Karadeniz Teknik Universitesi, Pediatrik Hematoloji-Onkoloji Bilim Dali, Trabzon, Tiirkiye

Dergiye Ulasma Tarihi: 06/11/2015 Dergiye Kabul Tarihi: 23/12/2015 Doi: 10.5505/a0t.2016.04909

OZET
Langerhans hiicreli histiositozis (LHH) etyolojisi tam bilinmeyen, myeloid dentritik hiicrelerin nadir bir
bozuklugudur. Lokalize kemik ve cilt lezyonlar1 yapabilecegi gibi multi organ yetmezligine neden olabilecek
kadar yaygin tutulum da yapabilir. Yenidogan doneminde LHH’li hastalar siklikla cilt bulgusu ile tanmi
almaktadir. Hastalarin ilk bagvuru da lenfadenopati ile bagvurmasi sik goriilmemektedir.
Boyunda kitle? lenadenopati(LAP)? 6n tanilari ile 35 giinliik erkek hasta hastanemize bagvurdu. Hastanin
sikayetleri 10 gilinliikken baglamistt ve almis oldugu tedavilere ragmen boyundaki sislik gegmemisti. Boyun
ultrasonografisinde lenfadenit?, lenfoma? olarak degerlendirildi. Hastanin LAP’den alinan biyopsi sonucu LHH
olarak raporlandi.
Bu yas grubunda deri bulgusu eslik etmeden, ilk bagvuru sikdyeti LAP olup LHH tanist koyulan literatiirdeki
nadir vakalardandir. Yenidogan donemindeki LAP’lerin ¢ok iyi degerlendirilmesi, klinik ve ultrason goriintiisii
ile LHH’un enfeksiyon ve malignite ile karigabilecegi akilda tutulmalidir.
Anahtar kelimeler: Langerhans Hiicreli Histiyositozis, lenfadenopati, yenidogan.

ABSTRACT
Langerhans cell histiocytosis (LCH) is a rare disorder of myeloid dendritic cells with an unknown etiology. It
may cause localized bone and skin lesions also may be so widespread that the involvement can lead to multiple
organ failure. In the neonatal period, patients with LCH is often diagnosed by skin lesions. In the first
application of the patient, lymphadenopathy is not an expected finding.
A 35 day old male patient was admitted to our hospital with a presumptive diagnosis of mass in the neck?
lymphadenopathy (LAP). His complaints had begun when he was 10 days old and despite the taken treatment,
swelling in the neck was ongoing. It was evaluated as lymphadenitis? lymphoma? with cervical ultrasonography.
LCH was reported as a result of the biopsy taken from LAP.
In this age group without accompanying cutaneous manifestations, the first complaint as LAP in patients
diagnosed with LCH is rare in the literature. During the neonatal period, a good evaluation of the LAP must be
done and it should be kept in mind that clinical and ultrasound images of LCH may interfere with infection and
malignancy.
Key words: Langerhans Cell Histiocytosis, lymphadenopathy, newborn

Giris: bozuklugudur. Halen etyolojisi tam olarak

aydinlatilamamustir. Bununla beraber
Langerhans  hiicreli  histiositozis  (LHH) patogenezde immun sistem disregiilasyonu,
myeloid dentritik  hiicrelerin nadir  bir infeksiyon  ajanlarimin  reaksiyonuna  bagl
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oldugu diisliniilmektedir (1). LHH lokalize
kemik lezyonlar1 yapabilecegi gibi multi organ
yetmezligine neden olabilecek kadar yaygin
tutulum da yapabilir. Ozelikle karaciger, dalak,
kemik iligi gibi riskli organ tutulumlar
oldugunda mortalitesi artmaktadir. LHH’li
hastalar siklikla ekzama veya seboreik dermatit
gibi cilt lezyonlar1 ya da skalp tutulumu ile
bagvurmaktadir (1,2,3).

Hastalari ilk bagvuru da lenfadenopati
(LAP) ile bagvurmasi sik goriilmemektedir (4).
Ozellikle yenidogan déneminde LHH’li
hastalar siklikla cilt bulgusu ile tan1 almaktadir
(3). Yenidogan doneminde  sikayetleri
baglayan, 35 giinliik iken boyunda LAP ile
klinigimize basvuran hastaya LHH tanisi
koyduk. Bu yas grubunda deri bulgusu eslik
etmeden, ilk basvuru sikayeti LAP olup LHH
tanist koyulan nadir vakalardan biri olmasi
nedeni ile rapor ettik.

Olgu:

32 yagindaki annenin  birinci
gebeliginden 39 haftalik spinal sezeryan ile
dogan 35 ginliik erkek hasta boyunda sislik
sikayeti ile  hastanemiz  pediatri  acil
poliklinigine basvurdu.  Dogumdan sonra
yaklagik olarak 10.giinde kulak o6niinden
boyuna yayilan bir sislik ortaya ¢ikmis. Dig
merkezde ayr1 zamanlarda iki kez antibiyotik
tedavisi  verilen hastanin  sikdyetlerinin

gerilememesi  nedeni  ile  hastanemize
gonderilmis.
Lenfadenit?, lenfadenopati? on

tanilariyla pediatri  hematolojiye konsulte
edilen hasta, tetkik edilmek iizere hemotoloji
servisine yatirildi. Hastanin yapilan
degerlendirilmesinde Hb: 10.9 mg/dL Lokosit:
19.000 u/L sedimentasyon: 79 mmsaat,
CRP:9.59 mg/dL LDH:278 U/L GGT: 292 U/L
AFP: 249.31 ng/mL. Fizik muayenesinde sag
submandibular bolgede biiyiigii yaklasik 3 x 4
cm biiyiikliigiinde ¢ok sayida LAP mevcuttu.
Karaciger kot altinda 3 cm palpable, diger
sistem muayeneleri dogaldi.
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Boyun ultrasonografisinde (USG); sag
submandibular bdlgeden retroaurikular alana
kadar uzanan 23x17mm ve 32x24 mm
boyutunda izoekoik LAP pakesi izlendi.
Tanimlanan LAP’ler miks kanlanma paterni
gostermekte olup ekojen hiluslart
secilememekte, radyolojik goriinim malign
tutulum (lenfoma) veya atipik enfeksiyon
tutulumunu diisiindlirmekte olarak raporlandi.
Nazofareks magnetik rezonans (MR) da; sag
submandibular,  jugulodigastrik,  posterior
servikal bolgeye uzanim gosteren ¢ok sayida
biiyiigii 20x15 mm boyutunda konglemarat
olusturan T1 ve T2 A'da izointens ¢ok sayida
LAP’ler izlendi (Resim 1). Akciger grafisinde
timiis golgesi izlendi. Batin USG’de; karaciger
90 mm olup hasta yagina oranla normalin iist
sinirinda, karaciger parankim ekosu homojen
olup kitle izlenmemisti.

Resim 1: Nazofarenks MR’da Tl’de sag
submandibular iist juguler bdlgeye uzanim gosteren
cok sayida lenfadenopati.

Hastanin kulak Oniindeki LAP’den,
eksizyonel lenf nodu biyopsisi yapildi. Biyopsi
sonucu; CD1a(+), S100 protein zayif (+), LCA
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(), pansitokeratin (-), PLAP (-), CD30 (-), CD
(-), CD20 (-), Langerhans hiicreli histiyositoz
olarak rapor edildi (Resim 2). Hastanin LHH
acisindan muhtemel tutulum yerleri olan
kemik, akciger, karaciger taramasi yapildi.
Toraks bilgisayarli tomografisinde (BT)
akciger parankimi, icerisinde hareket artefakti
nedeniyle net degerlendirilemedi. Sag akciger
ist lob posterior segmentte buzlu cam
dansiteleri icerisinde langerhans hiicreli
histiostoz a¢isindan siipheli kistik goriiniimler
izlendi. Abdominal BT; karaciger vertikal
uzunlugu 94 mm olup normalden biiyik,
kontiirii diizglin, parankim dansitesi normal,
dalak vertikal wuzunlugu 77 mm olup
normalden biiyiiktii. Kraniel MR normaldi.
Kemik iligi aspirasyonu normaldi. Kemik
sintigrafisinde tutulum izlenmedi.

Hastaya langerhans hiicreli histiositozis
tedavi protokolii (vinblastin 6mg/m? ve
prednizolon 40mg/m?) baslandi. Komple tam
remisyonda olan hasta 2,5 yasinda olup
klinigimizde takip edilmeye devam
edilmektedir.

':-.' / ‘
P

Resim 2: CD1a boyali Léngerhans hiicreleri.

‘Q ! ”i’ {
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Tartisma:

Cocuklarda boyundaki kitleler
genellikle gelisimsel, inflamatuar, neoplastik
olmak iizere ii¢ kisimda incelenir. Konjenital
gelisimsel boyun Kitleleri tiroglassal Kist,
brankial yarik kisti, dermoid kist, vaskiiler
malformasyon ve hemanjiomlardir;
Inflamatuvar boyun kitleleri reaktif LAP,
infeksiyoz lenfadenit; benign neoplastik
lezyonlar pilomatriksoma, lipom, fibrom,
norofibrom, tiikrilk bezi tiimorleri; malign
lezyonlar lenfoma, rabdomyosarkom, tiroid
karsinomu ve metazlardir. Bes yasindan kiigiik
cocuklarda en yaygin kitle nedeni LAP’lerdir.
Kitle nedeninin aydinlatilmasinda en &nemli
tetkiklerden biri USG’dir ve invaziv olmamasi
kolay yapilabilmesi en Onemli avantajidir.
Ayrica USG ile kitlenin solit, kistik ayirimi
yapilabilmekte bize yol gosterici olmaktadir.
Malignensi siiphesi olan durumlarda, kesin tan1
icin LAP’den biyopsi yapilmas1 gerekmektedir
(5).

Bizim hastamizin sikayeti 10 giinliik
iken kulak 6niinde ve boyunda ele gelen sislik
seklinde baslamisti, dis merkezde lenfadenit
olarak dusiiniiliip antibiyotik tedavisi almisti
ve tedaviye ragmen gerileme olmayinca
tarafimiza bagvurmustu. Enfeksiyon agisindan
gonderilen EBV, CMV, toksoplazma sonuglari
negatifti, ayrica almig oldugu antibiyotik
tedavisine ragmen LAP boyutunda kiigiilme
olmamistt. Hastamizin  ¢ekilen USG’de
lenfoma stiphesi olmasi, tanisinin
netlestirilebilmesi icin boyundaki LAP’den
biyopsi yapildi. Hastamizin LAP’den alinan
biyopsi sonucu LHH olarak raporlandi. LHH
acisindan muhtemel tutulum yerleri olan
kemik, karaciger, akciger, kemik iligi tarandi.
Hastanin akciger bulgusu olmasi, karaciger
tutulumu olmasi nedeni ile multisistemik LHH
olarak kabul edildi ve sistemik kemoterapi
baslandi. Kemik ve deri tutulumu yoktu.

LHH her yil yaklasik 2-10 milyon
cocukta goriilmektedir. Ozellikle karaciger,
dalak, kemik iligi gibi riskli organ tutulumu
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oldugunda mortalitesi yliksektir. Hastalara
verilen tedavi tekli organ tutulumu olmasi ya
da ¢oklu organ tutulumu olmasina bagli olarak
belirlenmektedir (2).

LHH da lenf nodu tutulumu sik
goriilmeyip, genellikle sistemik tutulumu olan
olgularda goriilmektedir. LHH’lu 15 giin-18
yas arasindaki (ortalama 5 yas) 133 hastanin
ilk tutulum yerlerinin degerlendirildigi bir
caligmada; 114 hastada kemik, 34 hastada
kulak, 30 hastada deri, 18 hastada karaciger, 14
hastada akciger, 14 hastada lenf nodu, 12
hastada dalak, 9 hastada diabetes insiputus, 2
hastada kemik iligi tutulumu saptanmustir (4).
Kwon ve arkadaslarinin (6) yapmis oldugu
retrospektif calismada 30 vaka taranmis ve
LAP ile bagvuran vaka sayist %3.3 olarak
bulunmustur. Ayrica bu calismada en sik
bagvuru sikayetinin deri ve kemik tutulumu
oldugu gozlenmistir. Ozellikle yenidogan
doneminde tan1 alan LHH vakalar1 genellikle
deri bulgular ile bagvurmaktadir (3,6). Bizim
vakamizin deri bulgusu yoktu ve boyunda LAP
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ile basvurmustu. Bununla beraber hastanin
tanist netlestirildikten sonra  yapilan
taramasinda akciger ve karaciger tutulumu da
tespit edildi.

LHH o6zellikle infant déneminde en sik
basvuru sikayeti cilt lezyonlar1 olmakla
beraber, nadir de olsa boyunda LAP ile
bagvurabilir. Yenidogan dénemindeki LAP’ler
yakin takip edilmeli, klinik ve USG goriintii
olarak enfeksiyon ve malignite ile LHH un
karigabilecegi akilda tutulmalidir. Hastanin
sikayetleri gerilemediginde en kisa siirede
doku biyopsisi yapilip hastalifin tanisinin
netlestirilmesi gerekir. Ayrica LHH’da LAP
tutulumuna sistemik organ tutulumunun da
eslik edebilecegi unutulmamali ve tedavinin
planlanabilmesi igin hasta ayrmtil
taranmalidir.
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Intracranial Mesenchymal Chondrosarcoma: A Case Report

Intrakranial Mezenkimal Kondrosarkom: Bir Olgu Sunumu
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Intrakranial Kondrosarkomlar gok nadir goriilen malign tiimorlerdir, intrakranial timérlerin sadece %15’ini
olustururlar. Bu tlimorlerin tedavisinde, cerrahi rezeksiyon ve adjuvan radyoterapi temel yaklagimlardir.
Kemoterapinin rolii iyi tanimlanmamistir. Biz burada intrakranial mezenkimal kondrosarkom tanili 26 yasinda

erkek hastay1 sunduk.

Anahtar Kelimeler: intrakranial, Kemoterapi, Mezenkimal kondrosarkom, Tedavi

ABSTRACT:
Intracranial chondrosarcomas are very rare malignant tumors, account for only 0.15% of all intracranial tumors.
Surgical resection and adjuvant radiotherapy are main approaches of treatment in the treatment of these tumors.
The role of chemotherapy is not well defined. We presented a 26 year-old- man diagnosed with intracranial

mesenchymal chondrosarcoma.

Keywords: Chemotherapy, Intracranial, Mesenchymal chondrosarcoma, Treatment

Introduction

Chondrosarcoma is a rare malignant tumor that
originates from cartilaginous tissue. It is
mostly located in long bones and pelvic region,
only 7% of chondrosarcomas grow in the
craniocervical region and it accounts only
0.15% of all intracranial tumors (1,2,3).
Microscopically tumor displays a dimorphic
pattern characterized by well differentiated
cartilage  with abrupt boundary  from
undifferentiated  stroma  composed  of
small/round oval cells resembling lymphoma,
hemangiopericytoma or Ewing's sarcoma/
Primitive neuroectodermal tumor (PNET).
Differential diagnosis includes small blue
round cell tumors, small cell osteosarcoma.
Surgical resection and irradiation is mainstay
of treatment (4). Because of the rarity of
intracranial chondrosarcomas, the role of
chemotherapy is not well defined.

Herein we reported our intracranial
mesenchymal chondrosarcoma patient and
treatment outcomes.

Case Report

A 26 year-old- man was admitted to hospital in
with the history of progressive headache and
sudden loss of consciousness. Cranial imaging
showed intracranial mass in  right
temporoparietal region. He underwent surgical
excision of this intracranial mass and
pathological evaluation of excision material
reported as mesenchymal chondrosarcoma,
grade 4, according to WHO 2000.
Microscopically tumor displayed a dimorphic
pattern characterized by well differentiated
cartilage  with abrupt boundary from
undifferentiated  stroma  composed  of
small/round oval cells (Figures 1, 2, 3, 4)
Immunohistochemically there was no staining
with S100 (S100 positivity only in chondroid
areas), desmin, actin, cytokeratin, EMA and
synaptohysin.

A local recurrence was detected during
postoperative 4th month, and the patient
received radiation therapy at a dose of 60 Gy
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with the response of partial regression.
Approximately 3 years later, there was
progressive mass in the same region and
surgical excision followed by stereotactic
radiation therapy was performed. Two months
later, the patient underwent third surgical
excision procedure for rapid local recurrence,
but total excision was impossible due to
multiplicity of lesions. After this last
operation, no additional radiation therapy was
planned and he was admitted to our
department to be evaluated for chemotherapy.
On imaging studies performed at that time,
there was no distant metastasis and cranial
magnetic resonance imaging showed recurrent
mass lesions on occipital lobe and partial
herniation of brain parenchyma from
craniotomy line (Figure 5).

Case Report

Figure 1. Islands of cartilage admixed with
undifferentiated small ovoid cells HEx40

Figure 5. Cranial magnetic resonance imaging showed
recurrent mass lesions on occipital lobe and partial
herniation of brain parenchyma from craniotomy line
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As doxorubicin is essential drug for the
treatment of most types of sarcomas and also
mesenchymal chondrosarcomas of bone and
soft tissue (5), doxorubicin and ifosfamide
with mesna protection was started. After 3
weeks of 4th cycle of this chemotherapy
regimen, progressive disease was detected.
Second line 4 cycles of cisplatin based
chemotherapy  regimen  (cisplatin  and
doxorubicin was given with the response of
stable disease. After 2 months of last
chemotherapy cycle, there was progressive
disease and the patient died 1 month later.
Survival time of our patient from the
beginning of chemotherapy cycles was 9
months and from first operation was 51
months.

Figure 4. Undifferentiated small round cell tumor
adjacent to brain tissue
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Chondroid tumors infrequently originate from
extra skeletal regions. Intracranial
chondrosarcomas constitute only 0.15% of all
intracranial tumors (3). There are different
theories for the development of intracranial
chondrosarcoma. Some reports have postulated
that they might develop from chondrocytes in
rests of endochondral cartilage, others have
suggested that they might be arising from
primitive multifunctional mesenchymal cells in
embryogenesis of skull base or temporal bone
or from metaplastic mature fibroblasts of from
undifferentiated cells from cartilaginous
synchondroses (1,2,6). Histopathologically
they are subclassified into conventional,
dedifferentiated, clear cell and mesenchymal
types (1). Conventional subtype is most
common type, usually locates at the base of
skull (6,7). Mesenchymal subtype is more
anaplastic type, may spread to distant sites (1).
Prognosis is determined mainly by its WHO
histological grade (1).

Intracranial ~ chondrosarcomas  sometimes
mimics meningiomas, present with symptoms
of mass effect such as increased intracranial
pressure, nerve palsies, seizures (1,8). CT
scans show iso-hyperdense lesion, variable
degrees of heterogeneous enhancement and
varying amounts of calcification (7). MR
imagines show better demarcation and the
pattern of heterogeneous enhancement which
is typical for this malignancy (7,9). On
pathological examination, S100 and vimentin
positive, epithelial markers such as EMA and
cytokeratin are negative (2).

Surgical resection is the mainstay in treatment
of cranial chondroid tumors (1,4,7) and
postoperative adjuvant radiation may reduce
mortality (1,4,7,10). But for low grade
chondrosarcomas, to determine the role of
adjuvant therapy, investigations must be
performed (1).

In a review, 5-year mortality rate was found to
be 26% for patients treated with only surgery,
addition of postoperative radiation therapy
reduced this rate to 4% (1). In the same study,
5-year mortality rates were 6% and 54% in
patients with conventional and mesenchymal
chondrosarcomas respectively, overall 5-year
mortality was 11%; median survival was 24
months (1).
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The data about the role of chemotherapy for
treatment of intracranial chondrosarcomas is
very limited. Rapidis et al. also reported that
chemotherapy was not effective (11). La spina
et al suggested that adjuvant chemotherapy, a
“sarcoma-like” course of chemotherapy: CEV,
IVE, CEV, CAV-HDx3  (carboplatin,
etoposide,  vincristine, ifosfamide, and
adriamycin), might have a role in the local
control  of intracranial mesenchymal
chondrosarcoma, especially when total surgery
was not possible (12). Aksoy et al, reported
that a 31 —year-old patient with recurrent
intracranial mesenchymal chondrosarcoma
who had no further surgery or radiation
therapy options, achieved a good clinical
response with temozolomide (13). In a
systematic review of 107 patients with
mesenchymal chondrosarcoma of bone and
soft tissue, it was reported that highly variable
regimes were used as adjuvant treatment,
including dactinomycin, carboplatin, cisplatin,
cyclophosphamide, doxorubicin, etoposide,
ifosfamide, high-dose methotrexate, and
vincristine; and there was no general
agreement on the regimen of chemotherapy as
the adjuvant therapy of mesenchymal
chondrosarcoma, except for doxorubicin as a
cornerstone (5).

With these limited literature data and outcomes
of our patient, prognosis of intracranial
chondrosarcoma depends mostly on grade,
histopathological subtype, and treatment type
(surgical excision is mandatory, adjuvant
radiation therapy for complete or incompletely
resected tumor is likely to be beneficial). The
role of chemotherapy at adjuvant or metastatic
settings may be important for high grade
intracranial ~ chondrosarcomas,  especially
mesenchymal subtype. For patients with
recurrent tumor and with no further surgery or
radiotherapy options, studies for effective
chemotherapy regimens are required.
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A Case of Bilateral Malignant Ovarian Brenner Tumor

Bilateral Malign Brenner Tiimérii: Olgu Sunumu
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OZET
Giris: Brenner tiimorii nadir olarak goriilen bir yumurtalik kanseridir ve tiim kanserlerin %1’ni olusturur. Bu
timorler genelde iyi huyludur ve Brenner tiimorlerinin sadece %1°1 kot (malign) karakterdedir. Nadir olarak
goriilen bilateral malign brenner tiimérlii bir olguyu sunacagiz.
Olgu: 55 yasinda hasta son bir aydir olan karinda sislik ve agri sikdyeti ile bagvurdu. Hastamin fizik
muayenesinde pelvik kitle ve asit stvist mevcuttu. Ultrasonografik incelemede yumurtaliktan kaynaklanan kitlesi
mevcuttu. Ameliyat oncesi serum CA-125: 64 IU/ml’idi. Laparotomi yapilan hastanin bilateral yumurtalik
kitleleri mevcuttu, frozen section incelemesi malign olan hastaya geride timor kalmayacak sekilde evreleme
cerrahisi yapildi. FIGO 2009 evrelemesine gore evre IIIC olarak kabul edilen hasta adjuvan 6 kiir platin bazli
kemoterapi aldi. On {i¢ ay sonra bilateral ve ¢ok sayida akciger metastazi gelisen hasta kurtarma kemoterapisi
aldi. Sonrasinda ¢ok defa kemoterapi rejimleri almasina ragmen hastaligin ilerlemesi nedeniyle tanidan 53 ay
sonra hastaligindan dolay1 eksitus oldu.
Tartisma: Iyi huylu lezyonlar basit eksizyonla tedavi edilebilir. Cok nadir gériilmesinden dolayr malign brenner
tiimoriiniin cerrahi sonrasi adjuvan tedavisi konusunda fikir birligi yoktur. Buna benzer yumurtalik patolojilerini
iceren ¢ok merkezli ¢aligmalar, bu hastalik ile olan bilgimizi artiracaktir.
Anahtar Kelimeler: Malign brenner tiimérii, yumurtalik kanseri, sitorediiktif cerrahi, kemoterapi

ABSTRACT

Background: Brenner tumor of ovary is a rare neoplasm which constitutes almost 1 percent of all ovarian
tumors. These tumors are usually benign, with only 1% being malignant. Here, we report a very rare case of
bilateral malignant Brenner tumor.

Case: A 55 year-old woman admitted to our center with complaints of abdominal distention and pain. Her
physical examination was remarkable for pelvic mass and ascites. Sonographic examination showed a
complicated pelvic mass of ovarian origin. Her preoperative serum CA-125 level was 64 1U/ml. An exploratory
laparotomy revealed bilateral ovarian masses and frozen section of the ovarian tumors was reported to be
malignant. There was no peritoneal disease and she underwent a standard staging procedure. Final pathology
revealed FIGO 2009 stage IIIC bilateral malignant Brenner tumor of the ovary. Patient received 6 cycles of
platinum based chemotherapy. After 13 months of diagnosis multiple metastatic lesions in lungs were found and
she underwent salvage chemotherapy. She received multiple chemotherapy regimens however disease
progressed gradually and she succumbed to disease 53 months after initial diagnosis.

Discussion: In the vast majority of ovarian Brenner tumors, surgical resection provides a cure for benign disease.
Owing to its low incidence there is not established adjuvant treatment algorithm for malignant ovarian Brenner
tumors. Multicenter trials of ovarian cancer should aim to include this rare pathology to increase our knowledge.

Keywords: Malignant brenner tumor, ovarian

carcinoma, cytoreductive surgery, chemotherapy

Giris

Brenner tiimérii  biiyiik oranda fibroma
benzeyen, nadir olarak goriilen bir yumurtalik
timoridir ve tim timorlerin %1,4-2,5’unu
olusturur (1). Mikroskobik incelemede belirgin
olarak hiperplastik fibromatéz matriks arasina

yayilmis epiteloid hiicre adaciklar1 goriiliir.
Epiteloid hiicreler, uzunlamasma yariklanan
¢ekirdekleri nedeniyle kahve ¢ekirdegi “coffee
bean” yapis1 gosterir. Brenner tiimdriiniin basit
Walthard hiicre artiklarindan koken aldigina
inanilmasina ragmen, yiizey epitelinin rete
ovarii ve ovaryan stromanin kendisi gibi farkl
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dokulardan da kaynaklanabilecegi gosteril-
mistir (2).

Brenner tiimdriiniin genel olarak benign olarak
kabul edilmesine ragmen son birka¢ dekatta
olgularm  %1’inin malign oldugu rapor
edilmistir (1). Brenner timoérii genel olarak
hormon salgilamaz. Fakat son yillarda yapilan
yayinlarda postmenopozal endometrial hiper-
plazi gelisen baz1 hastalardaki hiperplazi
brenner tiimoriiniin Ostrojenik salgi yapmasiyla
iligkilendirilmistir (3). Brenner tiimoriiniin
virilizm ile iligkili olabilecegi de rapor
edilmistir (4).

Brenner tiimorlerinin ¢ogu cerrahiye adaydir.
Genelde smirli bir tiimor olmasi dolayisiyla
yerinin tespit edilmesi kolaydir ve ¢evreleyen
dokuyu etkilemez. Cerrahi rezeksiyon ¢ogu
hastada tedavi edicidir ve semptomlarin
gerilemesine yardimci olur. Malign Brenner
timorleri ise c¢evre dokuyu etkileyebilir ve
diger yapilara yayilim gosterebilir ancak c¢ok
nadir  goriildiiglinden  standart  tedavi
olusturulamamustir. Farkli kemoterapi rejimleri
diisiik basar1 oranlar1 ile uygulanmaktadir. Bu
olgu sunumunda da nadir olarak goriilen ve
goriintiileme tetkikleriyle taninamayan bilate-
ral malign brenner tiimériinden bahsedil-
mektedir.

Case Report

Olgu sunumu

55 yasinda kadin hasta, kasik agris1 ve karinda
sisme sikayeti ile merkezimize bagvurdu.
Yapilan ultrasonografik incelenmede sol
yumurtalik, 150x84 mm biiyiikligiinde diizgiin
sinirl1 iginde soliter ekolu alanlar igeren kitle
lezyonu ve kitlenin alt kisminda 33x34 mm’lik
kistik alan bulunmaktaydi. Sag adneksiyel
alanda 110x90 mm biiyiikligiinde solid-Kistik
alanlar iceren komplike kitle mevcuttu. Batin
alt kadranda 30 mm serbest sivi saptandi.
Timér belirteglerinden CA125: 64 TU/ml’di.

Hastaya laparotomi yapildi. Intraoperatif
gbzlemde batinda 600 cc serdz nitelikte serbest
stv1 bulunmaktaydi, serbest s1vidan sitoloji i¢in
ornek alindi. Sol yumurtalikta 20x15 cm
rliptiire sagda 10x8 cm riiptiire tiimoral kitle
mevcuttu. Hastaya total abdominal histerek-
tomi, bilateral salpingooforektomi, omentek-
tomi, appendektomi, alt para-aortik boélgede
stipheli lenf nodu eksizyonu operasyonu
yapildi. Cerrahi ile tam olarak maksimal
debulking saglandi. Hastanin postoperatif
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patolojisi bilateral malign brenner timorii,
barsak mezosundaki lenf nodunda metastatik
karsinom ve batin sivisinda malignite
yoniinden siipheli hiicreler olarak raporlandi.
FIGO (International Federation Gynaecology
Obstetrics)’a gore Evre IIIC olarak tanimlandi.
Hastaya 6 kiir sisplatin ve paklitaksel
kemoterapisi verildi. Tedavi sonrasi alt-iist
abdomen tomografi normal olarak raporlandi.
13 ay sonra hasta boyunda sislik yakinmasiyla
bagvurdu. Lenf nodu biyopsisi yapildi ve
hastanin ~ sistemik taranmasinda  akciger
tomografisinde “her iki akciger alaninda
yaygin ve en biiyiikleri 12 mm capa ulasan ¢ok
sayida solid metastatik kitle izlendi. Boyundaki
skalen lenf nodu biyopsi patolojisi nonspesifik
lenfadenit” olarak raporlandi. Hastaya 6 kiir
sisplatin, etoposid kemoterapisi verildi. Tedavi
sonrasi tam cevap veren hasta tedaviden 6 ay
sonra yapilan ultrasonografide mesane sol altta
52x43 mm solid kitle olusumu mevcuttu. Alt-
ist abdomen tomografisinde; sol adneksiyel
bolgede 55x50 mm biyiikligiinde kismen
diizensiz  konturlu, septali, kistik solid
komponentli  Kitle, retroperitoneal  alani
dolduran ve konglomere lenf nodlara ait
oldugu diisiiniilen yumusak doku kitlesi izlendi
ve solda bdobrek hidronefrotik ve afonk-
siyoneldi. Hastaya pelvik eksternal radyoterapi
verildi. Tedavi sonrasi alt-iist abdomen
tomografisi degerlendirilen hastanin pelviste
sol adneksiyel alanda 50x45 mm capta kitle ve
paraaortik alanda biiylimiis konglomere lenf
nodlar1 izlendi. Yapilan tedaviye ragmen
timorde ilerleme izlenen hasta opere edildi.
Pelvisteki niiks kitle ve paraaortik bolgedeki
konglomere lenfatik metastazlar ¢ikarildi ve
maksimal debulking saglandi. Adjuvan BEP
(bleomisin+ etoposid+ sisplatin) kemoterapisi
verildi. 9 ay sonra akciger ve alt-iist abdomen
tomografilerinde;  pelviste ~ 66x64  mm
boyutlarinda solid olusum, sag akciger orta
lobda ve sol bazalde biiyiigii 48 mm capa
ulasan metastaz ile uyumlu nodiiler lezyonlar,
karaciger i¢inde en biiyligii 37x32 mm olan
cok sayida lezyonlar, sol siirrenal lojda 53x50
mm yumusak doku kitleleri saptandi. Hastaya
palyatif 5 kiir sisplatin, adriamisin ifosfamid
planlandi. Kemoterapiye cevap vermeyen
hastaya oral etoposid tedavisi baglandi ve bu
tedaviden 2 ay sonra karaciger yetmezligi
nedeni ile hasta exitus oldu.
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Tartisma

Yumurtalik timorleri 2013 yilinda yapilan
WHO siiflandirilmasina  gore;  epitelyal
stromal tlimdrler, germ hiicreli tiimorler, sex-
kord stromal tiimérler ve ikincil (metastatik)
timorler olarak gruplara ayrilmistir. Brenner
timori epitelyal stromal tiimorlerin
transizyonel hiicreli tiimorler alt grubunda yer
alir.

Brenner tiimorii, genelde benign olsa da bir
kismi borderline veya malign olabilir (1).
Brenner tiimdriinde malign timor tanimmi ilk
kez Von Numers tarafindan 1945 yilinda
yapitlmistir.  Malign  Brenner tlimoriiniin
kriterleri o zamandan beri olusturulmaya
calisilmaktadir ve 1973 yilinda Hall ve
Campbellin siraladigi kriterler sunlardir: 1)
malign histopatolojik bulgularin varligi 2)
malign komponent ile benign Brenner timor
arasinda acik bir iliski varligit 3) miisindz
kistadenomun olmamasi, varsa da benign ve
malign Brenner tiimdriinden kesin bir sekilde
ayrt olmasi 4) Brenner tiimoriin epitelyal
elementlerinin stromal invazyonun
gosterilmesidir (1).

Malign brenner tiimdriiniin en sik goriilme yast
medyan 55°dir ve bagvuru esnasinda en sik
gozlenen semptom karin agrisidir (5). Bizim
olgumuz da literatiir ile uyumlu olarak 55
yasinda idi ve karin ve kasik agrisi
semptomlariyla bagvurdu. Brenner timoriiniin
nonspesifik komponentlerinden dolay1
gorlintiileme yontemlerinden ultrasonografi
veya tomografi ile tanmmmasit zordur (6).
Olgumuzda da ovaryan kitle preoperatif olarak
gosterilmis fakat tlimoriin tipi konusunda bir
yorum yapilamamistir. Benign = Brenner
timorleri diizgiin kenarli, sert veya fibromatoz
gri, beyaz veya acik sar1 renkte ylizeylidir.
Doku kalsifik depolanmadan otiirii sertlesir.
Borderline Brenner tiimorleri kistiktir ve bir ya
da ¢ok lokiile uzanan karnibahar seklinde
papillomatdz uzantilar igerir. Malign Brenner
timorleri solid veya mural nodiiller iceren
kistler seklinde olabilir ve genelde ayirt edici
ozellikleri yoktur (7). Brenner Tiimorlerinin
%4-14’de endometrial hiperplazinin eslik ettigi
gosterilmistir  (8).  Olgumuzda  hastada
endometrial patoloji saptanmamistir. Malign
brenner tlimorlerinin %10’unda kitleye asit
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eslik eder(11), bizim olgumuzda da 600 cc
serdz nitelikte asit mayi bulunmaktaydi.

Malign brenner tiimérlerin baglangic tedavisi
diger epitelyal yumurtalik kanserlerindeki gibi
cerrahidir (9). Definitif cerrahi total abdominal
histerektomi+ bilateral salpingo-ooferektomi+
bilateral  pelvik  para-aortik lenf  nod
diseksiyonu  ve  omentektomiyi  igeren
sitorediiktif cerrahidir (9). Sunulan olguda tam
bir sitorediiktif cerrahi yapilmistir. Cerrahi
sonrast adjuvan tedavi yaklasiminda tam bir
fikir birligi yoktur.

Benign brenner tiimorleri genelde tek tarafli
olarak goriilmesine karsin malign brenner
tumorleri bilateral ve kistik yapilarin daha
fazla oldugu solid-kistik kitleler olarak
gbzlenir (10). Olgumuzda kitle, bilateral ve
komplike solid-kistik olarak izlenmekteydi.
Gezging ve ark yaptigi malign brenner vaka
serisinde olgularin %46.2’de tiimoriin evresi
FIGO’a gore evre IIIC’di ve bu hastalarin
hepsi adjuvan tedavide paklitaksel+ karbo-
platin kemoterapisi almigtir (11). Evre IIC
olan bu hasta grubunun %16.6’s1 hastaliktan
dolay1 kaybedilmistir. Olgumuzda da, hasta
cerrahi tedavi sonrasi paklitaksel + sisplatin
tedavisi almig ve rekiirrenslerinde cesitli
cerrahi ve kemoterapi tedavileri sonrasinda 53
ay takip edilip bu hastaliktan dolay1
kaybedilmistir. Malign brenner tiimorii olan 10
hastayr igeren bir calismada kemoterapinin
rekiirrenste umut verici oldugu (12) yazilsa da
bu konuda daha ¢ok ¢alismaya ihtiyag vardir.
Malign Brenner tiimorii nadir goriilen epitelyal
orijinli yumurtalik malignitesidir. Genel olarak
kabul edilen cerrahi yaklasim sitorediiktif
cerrahidir. Adjuvan tedavi konusunda fikir
birligi yoktur. Cerrahi genelde erken evrelerde
kiiratif olsa da malign Brenner tiimorleri ¢evre
veya uzak dokulara metastaz yapabilir ve
hastalar bu hastaliktan dolay1 kaybedilebilir.
Bu tiimér konusundaki bilgi birikiminin ve
tedavi yaklagiminin yazilan olgu sunumlari ve
olgu serileri ile artacagini umuyoruz.
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Bilateral breast cancer and stomach metastasis: A Case Report

Case Report 232

Bilateral meme kanseri ve mide metastazi: Olgu sunumu
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OZET

Meme kanseri kadinlarda en sik gorilen kanserdir. Tim meme kanserlerinin %0,5-3’i bilateral olarak
goriilmektedir. Meme kanserli hastalar genellikle erken evrede tani almaktadir, yalniz metastatik donemde de
karsimiza g¢ikabilmektedir. Metastaz alanlar1 genellikle kemik, akciger ve karacigerdir. Gastrointestinal sistemde
metastaz nadir goriilmekle birlikte siklikla kolon, rektum, mide ve dzefagusa metastaz yapmaktadir. Klinigimizde
bilateral meme kanseri tanisiyla takip ettiimiz ve tani esnasinda mide metastazi saptadigimiz olguyu sizlere
sunmay1 amagladik.

Anahtar Kelimeler: Bilateral meme kanseri, mide metastazi, senkron metastaz

ABSTRACT
Breast cancer is the most commonly seen cancer in women. 0.5-3% of the all breast cancer cases occur bilaterally.
Breast cancer is generally diagnosed in early stages, but it can be recognised in metastatic period. Most commonly
seen metastasis sites are bone, lung and liver. Although metastasis in gastrointestinal system is rare; it may be seen in
colon, rectum, stomach and esophagus. We aimed to present a woman who has the diagnosis of bilateral breast

cancer and stomach metastasis at diagnosis.

Keywords: bilateral breast cancer, stomach metastasis, synchron metastasis

Giris:

Meme kanseri kadinlarda en sik goriilen
kanserdir(1). Hastalar tanm1 aninda genellikle
erken evrededir. Meme kanseri siklikla lenf nodu
akciger, plevra ve karacigere metastaz yapar (2).
Gastrointestinal sisteme nadir olarak metastaz
yapmakla birlikte siklikla kolon, rektum, mide
ve Ozefagusa metastaz yapmaktadir (3). Bilateral
meme kanseri goriilme oran1 %0,5-3 arasmdadir.
Meme kanserinin mideye metastazi oldukca
nadir olarak goriilmekte olup bilateral meme
kanseri ile es zamanli mide metastazi tanisi alan
nadir olarak goriilen bu olguyu sizlere sunmay1
amagcladik.

Olgu:

52 yaginda kadin hastanin rutin saglik kontrolleri
sirasinda her iki memesinde kitle saptandi.
Meme ultrasonografisinde sol memede yaklasik
21x14mm, sag memede yaklasitk 30x17mm
boyutunda solid lezyon goriildii. Sol memeden
alinan biyopsi sonucu invaziv duktal karsinom,
ER %70 pozitif, PR %80 pozitif, cerb-B2
negatif, e-cadherin pozitif tespit edildi. Sag
memeden alinan biyopsi sonucu ise invaziv
duktal karsinom, ER %20 pozitif, PR %70
pozitif, cerb-B2 negatif tespit edildi. Hastanin
CA15-3 diizeyi 44 U/mL, CEA diizeyi 1.76
ng/mL idi. 1 yildir dispeptik sikayetleri olan
hastanin kanser evrelemesi igin istenilen
tomografisinde mide duvarinda kalinlagsma
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saptandi. Yapilan {ist gastrointestinal sistem
endoskopisinde mide korpus pilileri hipertrofik,
O0demli, dokunmakla frajildi ve nodiiler lezyon
izlendi. Alinan biyopside atipik hiicre gruplari
goriildii. Meme karsinomu tanisi olmasi iizerine
mide biyopsisinde immiinohistokimyasal olarak
Ostrojen, progesteron ve sitokeratin 7’ye bakildi.
Pozitif saptanmasi {izerine meme kanseri
metastazi ile uyumlu oldugu distinildi. Kemik
sintigrafisi ve SPECT’inde birden ¢ok odakta
kemik metastazi ile uyumlu goriiniim saptandi.
Metastatik bilateral meme kanseri tanis1 konulan

Case Report

hastaya ibandronik asit baglandi ve 6 kiir
doksorubisin - siklofosfamid - dosetaksel
kemoterapi rejimi uygulandi. Hastaligin stabil
seyretmesi lizerine hormonal tedavi ile devam
edilmektedir.

Tartisma:

Meme kanseri kadinlarda en sik olarak goriilen
kanserdir. Meme kanseri siklikla kemik, akciger,
karaciger metastaz yapmakla birlikte mide,
kolon, peritonada yayilim gosterebilir (2).
Gastrointestinal sistemde en sik metastaz yaptigi
bolgeler kolon, rektum, mide, ileum ve
ozefagustur (3). Yapilan postmortem
calismalarinda meme  kanserinin  mideye
metastaz orami %?2-18 oraninda saptanmistir
(4).Meme  kanserinin  mideye
genellikle  tam1  anmindan  yillar  sonra

metastazi

goriilmektedir. Sundugumuz vakamizda ise
meme kanseri ile es zamanli olarak agiga
cikmigtir. Mide metastazi olan meme kanserli
hastalarda genellikle diger organlarda da
metastaz saptanmaktadir (5). Bizim vakamizda
da iskelet sisteminde multipl metastatik
lezyonlar saptandi.

Mideye metastaz yapmis olan meme
kanserli hastalarin klinigi primer mide kanseri
tanis1 almis hastalarin  klinigi ile benzerdir.
Hastalar genellikle epigastrik bolgede siskinlik,
erken doyma, agri, kilo kaybi, kusma ve kanama

233

sikdyeti ile bagvururlar. Meme kanserinin
mideye metastazt genellikle linitis plastika
seklinde olup nadiren de nodiiler lezyonlar
seklinde  olabilmektedir.  Invaziv  lobuler
karsinoma bagli mide metastazin endoskopik
bulgusu iilser, erezyon ya da polipoid lezyon
olurken; invaziv duktal karsinoma bagh
metastazlarda  nodiller  lezyon  seklinde
goriilmektedir  (6). Bizim vakamizda ise
hastamizin dispeptik yakinmalari mevcuttu ve
yapilan endoskopisinde nodiiler lezyon saptandi.
Meme kanserinin en sik olarak goriilen
histopatolojik alt tipi invaziv duktal karsinom
olup invaziv lobiiler karsinom daha nadir olarak
gorilmektedir. Her iki alt tipinin oncelikle
metastaz yaptigi organlar farklilik
gostermektedir. Invaziv duktal karsinom daha
cok akciger, plevra ve kemige metastaz
yaparken, invaziv lobuler karsinom ise kemik
iligi ve peritona metastaz yapma egilimindedir
(7). Literatiirde mide metastazi saptanan meme
kanserli hastalarda histopatolojik alt tipin daha
¢ok invaziv  lobuler  karsinom  oldugu
saptanmustir. Taa ve arkadaslart 24 mide
metastazi olan meme kanserli hastada yaptiklari
histopatolojik alt tipi incelemesinde 20 hastada
invaziv lobiiler karsinom saptarken diger
hastalarda invaziv duktal karsinom oldugu
gosterilmistir (8).Bizim vakamizda ise saptanan
histopatolojik alt tipi invaziv duktal karsinomdu.

Mide metastazi tanisin1 koyabilmek i¢in
lezyondan biyopsi almip, primer memedeki
lezyon ile Kkarsilastirmali olarak incelenmesi
gerekmektedir. Invaziv lobuler karsinomuna
bagli mide metastazlarinin histopatolojik
incelemesinde tasli yiiziik hiicre goriinimii
saptanabilmektedir ve primer mide kanserinden
ayirimi  zor olabilmektedir. Bu nedenle bu
hastalarda immiinohistokimyasal boyama
yontemleri  kullamilmalidir.  Ostrojen  ve
progesteron reseptor pozitifligi meme kanserini
diisiindiirmekle birlikte mide kanserli hastalarda
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da %12-32 oraminda Ostrojen ve progesteron
reseptdr pozitifligi olabilecegi unutulmamalidir
(9). Bu hastalara mutlaka mamoglobulin ve
GCDFP-15 bakilmalidir. Eger bu iki marker
pozitif ise midedeki lezyonun meme kanseri
metastazindan kaynaklandig1 gosterilmis olur
(10).

Case Report

Meme kanseri tamis1 almis bir kiside
kontrolateral meme kanser agiga ¢ikma orani
%0.5 ile 3 arasinda degisim gostermektedir.
Primer lezyon ile es zamanli olarak aciga ¢ikarsa
senkron eger farkli bir zaman diliminde diger
memede kanser saptanirsa metakron olarak
adlandirtlir. Bizim vakamizda ise senkron
bilateral meme kanseri mevcuttu (11). Bilateral
meme kanseri olan hastalarda mide metastazi
literatiirde olgu sunumu seklinde bulunmakta
olup bu vakalarda mide metastazi hastaligin
seyri  esnasinda aciga ¢ikmistir.  Bizim
vakamizda ise mide metastazi, primer meme
kanseri tanisiyla ayn1 donemde tespit edilmistir.

Bu hastalarin  tedavisinde sistemik
kemoterapi ve hormon reseptoér durumuna gore
endokrin tedavi verilmesi Onerilmektedir. Mide
metastazina cerrahi miidahale yapilmasinin
sagkalima katkisinin olmadig1 gosterilmis olup
sadece palyatif tedavi amaciyla cerrahi miidahale
onerilmektedir. Mide metastazt olan meme
kanserli hastalarda ortalama sagkalim yaklagik
olarak 2 yildir (6).

Sonug¢ olarak; meme kanseri tanisi alan
hastalarda dispeptik yakinmalar eslik ediyorsa
mutlaka metastaz agisindan degerlendirilmesi
gerekmektedir.  Mideden alinan biyopsi ile
memedeki lezyondan alinan biyopsi mutlaka
birlikte degerlendirilmelidir. Bu  hastalarin
tedavisinde  sistemik  kemoterapi  tedavisi
onerilmektedir. Mide metastazi olan bilateral
meme kanserli vaka sayisi literatiirde birkag olgu
sunumu seklinde bulunmakta olup bu vakalarda
mide metastazi hastaligin takibi esnasinda
saptanmistir. Bizim vakamiz ise bilateral meme
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kanseri ile es zamanli mide metastazi olmasi
acisindan literatiirde ilk vaka olarak yerini
almaktadir.

Cikar Catismasi: Yok
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A Rare Cause of Acute Abdomen: Duodenal Perforation of Gastrointestinal
Stromal Tumors

Nadir Bir Akut Batin Nedeni: Duodenal Gastrointestinal Stromal Timor
Perforasyonu

Yasemin Cihan?, Talha Sarigdz?, Tamer Ertan?, Omer Topuz?, Yusuf Sevim?

Kayseri Egitim Ve Arastirma Hastanesi, Radyasyon Onkoloji Béliimii, Tiirkiye
ZKayseri Egitim Ve Arastirma Hastanesi, Genel Cerrahi Anabilim Dali, Tiirkiye

Dergiye Ulagma Tarihi: 19.9.2015 Dergiye Kabul Tarihi: 24.8.2016 Doi: 10.5505/a0t.2016.03511

Dear Editor,

Gastrointestinal stromal tumors (GIST) are the
most common mesenchymal tumors of the
gastrointestinal tract (1). They grow from the
interstitial cells of Cajal which are located in
the submucosal and myentric plexus (2). They
may occur from lower esophagus to anus but a
great majority (50—70%) is seen in the stomach
followed by small intestines (33%). Duodenal
origin makes 6-21% of small intestinal GIST
and mostly second portion is involved (3,4). In
this letter, we want to evaluate diagnosis and
surgical treatment of duodenal GIST in
emergency setting by presenting a rare case.

A 42 year-old male patient admitted to
emergency department with history of acute
abdominal pain of one day’s duration. On

abdominal examination, it was tender generally

and right upper quadrant rebound tenderness
was present.

Computed tomography scan with
intravenous contrast was performed. In the
axial tomography images, there were a
hypodense 9x5 cm tumoral mass with
intratumoral gas and fluid densities,
perihepatic free gas, heterogeneous increase in
mesenteric fat, mesenteric lymph nodes and
pelvic free fluid. After the initial investigation,
diagnosis of duodenal mass perforation was

made and patient went to urgent surgery.

Surgery consisted of diagnostic
laparotomy and it revealed perforated
hemoragic 10x8 cm mass originated from the
second portion of the duedonum. Whipple

procedure was performed.

On literature review, most data on
duodenal GIST are either from single case
reports or from a few small series and most of

them treated with elective surgery. But also
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they may require urgent intervention. Although

Letter

they are usually asymptomatic, while the
tumor  enlarges, it causes variable
symptomatology like gastrointestinal bleeding
which may be chronic and mild or sudden and
massive (5). The next most common
presentations are abdominal discomfort, pain
and swelling. Gastroscopy is a useful
procedure for duodenal GIST diagnosis.
During upper gastrointestinal endoscopy if the
tumor is smaller than 2 cm and heavily
accompanied with blood clots, it is difficult to
dissociate hemobilia, ampulla or duodenal
ulcer from GIST (6). For these reasons, a
complete examination should be conducted
during upper gastrointestinal bleeding to

prevent misdiagnosis.
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Either elective or urgent, the treatment of
choice for duodenal GIST is complete surgical
excision. This can be performed by local or

segmental duodenal resection with

preservation of the pancreas for small
tumors. For big tumors, a pancreatico-
duodenectomy (Whipple procedure) is required
(7). No lymph node dissection is required since
they are very unlikely to be involved (8). Yet,
the optimal surgical treatment for duodenal
GIST has never been fully assessed. With the
implementation of tyrosine kinase inhibitors as
an adjuvant therapy, better quality of life and

overall-survival have been reported (9).
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Serum Tumor Marker Levels in Rheumatoid Arthritis

Romatoid Artritli Hastalarda Serum Tiimor Belirtecleri Diizeyleri

Selcuk Seber?, Dilek Solmaz?, Tarkan Yetisyigit®

!Namik Kemal University Hospital, Medical Oncology Clinic, Tekirdag, Turkey
2Namik Kemal University Hospital, Rheumatology Clinic, Tekirdag, Turkey

DergiyeUlagma Tarihi: 11/08/2016 Dergiye Kabul Tarihi: 29/11/2016 Doi: 10.5505/a0t.2016.26234

OZET
Giris ve Amag¢: Romatoid Artrit (RA) eklemleri etkileyen ve gorece sik rastlanilan inflamatuar bir hastaliktir.
Bu caligmada RA tanili hastalarda serum tiimér belirtegleri olan Karsinoembriyonik antijeni (CEA) ,CA 125, CA
19.9 ve CA15.3 diizeylerinin belirlenmesi amaglanmistir
Yontem: Bir iiniversite hastanesinin romatoloji kliniginde RA tanisi ile takip edilmekte olan toplam 148 hasta
¢aligma grubuna Ve osteoartrit tanil1 36 hasta ise kontrol grubuna déahil edilmistir. Calismaya katilan bireylerden
alinan kan o6rneklerinden romatoid faktor (RF), eritrosit sedimantasyon hizi (ESR), anti siklik sitriliinepeptid
(anti CCP) ve serum tiimor belirtegleri olan CEA,CA19.9,CA 125 ve CA 15.3 diizeyleri 6l¢iilmiistiir. Hastalik
aktivite skoru ¢aligmaya dahil edilme sirasinda ilgili romatoloji uzmani tarafindan degerlendirilmistir.
Bulgular: Serum CEA,CA19.9,CA 125 ve CA15.3 diizeyleri RA tamili hastalarda kontrollere gore anlamlh
olarak daha yiiksek saptanmistir. Hem aktif hem de inaktif hasta grubunda tiimér belirte¢ diizeyleri kontrol
grubuna gore anlaml olarak yiiksek 6l¢iilmiistiir ancak tiimor belirtegleri ile hastalik aktivite skoru arasinda bir
korelasyon saptanamamustir. Tiimor belirtegleri arasinda yalmzca CEA ile RF arasinda bir korelasyon
saptanmustir(r 0.165, p >0.049).
Tartisma ve Sonu¢: Serum timor belirtecleri RA tanili hastalarda siklikla yiiksek seviyelerde saptanabilir.
Hastalarin takibinden sorumlu olan hekimlerin bu durumdan haberdar olmalar1, bu hasta grubunda malignite
varlig1 aragtirma amaci ile yapilabilecek olan gereksiz islemlerin 6niine ge¢ilmesine yardimei olacaktir.
Anahtar kelimeler: Tiimér belirtecleri, Romatoid Artrit, Inflamasyon

ABSTRACT
Introduction: Rheumatoid arthritis (RA) is a relatively common inflammatory disease generally affecting the
joints. This study aimed to assess the levels of various serum tumors markers; carcinoembryonic antigen (CEA),
CA 125, CA 19.9 and CA15.3 in patients with a known diagnosis of RA.
Methods: A total of 148 patients who were being followed in the rheumatology clinic of a tertiary academic
center with a diagnosis of RA and 36 controls were included in the study group. Measurement of rheumatoid
factor (RF), erythrocyte sedimentation rate (ESR), anti CCP and serum tumor markers including CEA, CA 19.9,
CA 125, CA 15.3 were made from the blood samples obtained from the participants. Disease activity score at
the time of study entry was also evaluated by the attending rheumatologist.
Results: Serum levels of CEA, CA19.9, CA 125 and CA 15.3 were found to be significantly higher in RA
patients compared to controls. This difference was statistically significant in both patient groups with active and
inactive disease compared to the control group. However a correlation between tumor markers and disease
activity score was not found. Among tumor markers only serum CEA levels were found to be associated with
RF levels (r 0.165, p >0.049)
Discussion and Conclusion: Serum tumor markers are frequently elevated in patients with RA and caring
physicians should be aware of this phenomenon to avoid the use of unnecessary evaluative procedures for
searching presence of malignancy in these group of patients.
Key words: Tumor markers, Rheumatoid Arthritis, Inflammation
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Rheumatoid arthritis (RA) is the most common
form of inflammatory arthritis affecting nearly
%1 of the population. Chronic inflammation
affecting synovial tissue is a major causes of
disability in the adult population. Although the
exact etiology behind RA is still obscure, RA
associated antibody formation against RA
related antigens is thought to be the primary
initiating factor for development of overt
clinical RA. In genetically susceptible
individuals, autoantibody formation s
followed by chronic immune system
activation(1).

Through this chronic overstimulation of
immune system production of several
proinflammatory cytokines such as tumor
necrosis factor alpha and interleukin one alpha
are increased. These cytokines in return induce
upregulation of cellular adhesion molecules
such as intercellular adhesion molecule
(ICAM) within synovial stroma and result in
structural changes in the joints(2).

Presence of circulating antibodies such as
rheumatoid factor (RF) and anti-cyclic
citrullinated antibody (anti CCP) are
commonly present in high titer in the serum of
RA patients and their presence along with
elevated levels of inflammatory markers such
as erythrocyte sedimentation rate (ESR) and C
reactive protein (CRP) play a role in the
diagnosis and evaluation of disease activity(3).
On the other hand tumor markers are
monoclonal antibodies directed to soluble
glycoproteins that are produced by tumor cells
in various types of cancer. Their serum levels
are used as an adjunct for evaluation of
diagnosis and treatment response in several
malignant diseases (4).

CA 125 and CA 15.3 are transmembrane
mucin glycoproteins and their cell surface
expression is found in epitheal cells, digestive
and respiratory tracts. CA 125 is encoded by
the MUC16 musin gene and was initially
thought to be overexpressed exclusively in
ovarian cancer cells. However recent studies
have identified that high CA125 serum levels
can be found in several other types of
cancer(5). CA 15.3 is the antigen product of
the MUC1 gene and is generally used as a
tumor marker for breast cancer. However, CA
15-3/MUC 1 overexpression is found in
several other cancer types as well(6).
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CA 19.9 is another mucin glycoprotein with a
carbohydrate like structure which is called as
sialy Lewis A (a member of the Lewis type
blood group antigens). CA 19.9 antigen is
commonly overexpressed in pancreatic cancer
cells however it is not specific to pancreas
cancer. Like other antigens high serum levels
can be found in various other cancer types and
inflammatory conditions such as hepatitis(7).
Carcinoembryonic antigen (CEA) is an
oncofetal antigen which is normally expressed
in fetal digestive tract. It plays an important
role cell adhesion process. However, its
abnormal expression is found in cancers of the
colon, stomach, breast and lung as well as its
serum level is elevated in inflammatory
conditions such as cigarette smoking(8).

In this study we aimed to evaluate serum CA
15.3, CA 19.9, CA 125 and CEA levels
in patients diagnosed with RA and their
association with disease activity and acute
phase reactants.

Methods

148 consecutive RA patients who were being
followed in a tertiary academic centers’
rheumatology clinic were included in the study
group. RA diagnosis was made according to
1987 American College of Rheumatology
Criteria(9). All of the patients were receiving
active treatment for RA. Control group
consisted of volunteers who were recruited
from patients followed in the same clinic with
diagnosis of osteoarthritis or other non-
inflammatory joint disorders. Patients who
have a history of malignancy were excluded
from the study group.  Written informal
consent was taken from all of the study
participants and the procedures were
performed in accordance with the guidelines of
the Helsinki Declaration. In all of the patients,
acute phase reactants (ESR and CRP) and
serum tumor markers (CA15-3, CA19-9, CA
125, CEA) were evaluated from the blood
samples taken from the participants.
Rheumatoid factor (RF) and anti-Anti- Cyclic
Citrullinated Peptide levels were also recorded
if available.

Serum levels of CA15-3, CA 19-9, CA 125
and CEA were evaluated with
electrochemiluminescence method (Hitachi
E170 automated analyzer, Roche, Basel,
Switzerland). ESR was determined by
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Westergen method while CRP was measured
with nephelometry (Behring 100, Behring,
Germany). Anti CCP IgG autoantibodies were
detected with ELISA method (Euroimmun,
Germany). Disease activity score was
measured with Disease Activity Score 28 -
erythrocyte sedimentation rate (DAS28-ESR)
criteria.

Statistical Analysis: All data were analyzed
with SPSS Statistics 16.0 for Windows.
Normality distribution of variables were
assessed by Kolmogorov —Smirnov test.
Variables with a continuous distribution were
analyzed with the “t” test while analysis for
nominal variables were done by using Mann-
Whitney U test. Distributions of continuous
variables were shown as mean and standard
deviation. Categorical variables were recorded
as percentages Ki square test was used for
their analysis. Correlations between variables
were evaluated with Spearman test. Results
were considered statistically significant, when
the obtained P-value was <0.05. Institutional
Ethical Committee approval was obtained for
this study.
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Results:

148 RA patients and 36 controls were included
in the study group. Distribution of the
demographic variables between the two groups
was statistically similar (Table 1). RF was
found positive in %56.7 and anti CCP
antibody levels were found positive in %60.6
of the patient group. The median duration of
symptoms in RA patients were 6.8 +6.9 years.
Tumor marker levels and levels of acute phase
reactants were significantly higher in the
patient group compared to controls (Table 2).
%50 of the patient group was categorized as
having active disease according to DAS 28
ESR criteria. Levels of serum tumor markers
was not statistically different between RA
patients with active (DAS 28 ESR <2.6) and
inactive (DAS 28>2.6) disease (Table 3).
Among serum tumor markers CA 15-3, CA
19-9 and CEA had a positive correlation with
increasing age while CEA levels were found to
be correlated with smoking and serum RF
levels. However, no significant correlation was
found between tumor marker levels and CRP
level and DAS 28 — ESR activity scores.

Table 1. Demographical variables of RA and control group

RA (n: 148) Control (n:36) p
Age, means 52+11.7 50+11.5 >0.05
Gender, F/IM 128/29 30/6 >0.05
Years of education, means | 7+3.8 6+4.2 >0.05
Smoking history, n; % 58;37.4 14,38.8 >0.05

Abb: RA rheumatoid arthritis, F female, M male

Table 2: Serum Acute phase reactant and tumor marker levels in RA control groups

RA (n: 148) Control (n:36) p
ESR, means 23+18.6 16£11.0 0.036
CRP, mean +SD 8.2+10.8 3.944.1 0.005
CA 125, mean £SD 23.1+47.3 12.5+4.6 0.029
CA 15-3, mean £SD 20.8+11.4 15.4+.9 0.005
CA 19-9, mean £SD 15.8423.4 10.7£8.0 0.043
CEA, mean £SD 4.0+17.8 1.7+1.8 0.002

Abb: SD standard deviation, RA rheumatoid arthritis,

CRP C reactive protein

Table 3: Tumor marker levels in patients with active and inactive disease

Inactive disease (n:76) Active disease (n: 72) P
CA 125, mean+SD 17.8+15.6 29.3+67.8 >0.05
CA 15-3, mean £SD 20.9+12.9 20.9+9.6 >0.05
CA 19-9, mean £SD 10.8+30.6 10.9£11.1 >0.05
CEA, mean +SD 2.1£1.5 5.6+£24.4 >0.05

Abb: SD standard deviation
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Table 4: The correlations between serum tumor marker levels with disease activity, RF, CRP, age and

smoking history

age Smoking CRP RF DAS28
history ESR
CA 125 r -.014 0.057 -.050 0.085 0.093
p 0.869 0.498 0.548 0.318 0.273
CA 15-3 r 0.203 -.076 -.082 0.013 0.080
p 0.016 0.363 0.322 0.873 0.337
CA 19-9 r 0.346 -.075 0.066 0.033 0.134
p <0.001 0.367 0.424 0.696 0.109
CEA r 0.299 0.247 -.019 0.165 -.052
p <0.001 0.003 0.815 0.049 0.533

Abb: CRP C reactive protein, RF rheumatoid factor, DAS28 ESR Disease Activity Score 28

Erytocyte Sedimentation Rate
Conclusion

Theoretically production of various serum
tumor markers is closely associated with
inflammation besides the presence of cancer
producing cells. In this study we aimed to
investigate whether serum tumor markers are
elevated in presence of RA which is itself an
inflammatory condition and also evaluate
whether their levels are associated with disease
activity and other commonly used markers of
systemic inflammation.

Carcinoembryonic  antigen  (CEA), an
oncofetal protein normally expressed in
mucosal tissues, is over expressed in tumoral
tissue and therefore regarded as a marker of
malignancy. High levels have been
documented to be present in a wide array of
different cancer types such as colonic, gastric,
breast and lung cancers. However high CEA
levels has also been associated with the
presence of inflammatory conditions. Studies
have shown that cigarette smoking can induce
increased production of CEA expression at the
cellular level in normal (non-cancerous) lung
parenchyma. It was also suggested that in
smokers high CEA levels were closely
associated with high neutrophil levels which is
a sign of presence of inflammation(10).
Therefore, we can hypothesize that increased
CEA levels in patients with RA is a reflection
of proinflammatuary state. In our findings,
CEA levels have been found to be correlated
with smoking history and serum RF levels
however a correlation between disease activity
score and CEA was not present. This finding is

in accordance with another study also
evaluating the level of serum tumor markers in
RA patients in which disease activity was
measured by DAS28 however in two other
studies which also reported elevated CEA
levels in RA patients, a correlation between
RF and CEA levels were not found(11-13).

Of interest there are a few studies in the
literature that suggest CEA itself by binding to
monocytes can trigger increased secretion of
proinflammatuary cytokines such as tumor
necrosis factor alfa, interleukin 1 beta and
interleukin 6. These cytokines have a pivotal
role in the pathogenesis of RA (14,15).
Similarly, CA 125, a glycoprotein normally
expressed in coelomic epithelium during fetal
development, is overexpressed in ovarian
cancer as well as many other benign or malign
conditions  which are associated with fluid
collection in peritoneum such as peritoneal
metastatic disease, cirrhosis or congestive
heart failure or endometriosis. CA-125 is a
glycoprotein which is also known as MUCL16.
It is expressed on the cell surface and is
responsible for cell adhesion to neighboring
tissues(16).

Although CA-125 expression is not present in
the affected tissues by rheumatoid arthritis; it
has been postulated that CA 125 secretion
from the mesothelium can  increase by
stimulation of mesothelial cells by cytokines
such as IL 1 alpha and TNF alpha(17).CA
125 levels in RA patients in comparison to
normal controls has been previously evaluated
by Berfamashi et al. and Szekanecz et al.
While Berfamaschi et al. reported CA 125
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levels were not significantly elevated in RA
patients compared to controls, Szekanecz et al.
found that CA125 levels were significantly
elevated in the patient group. In our study
group CA 125 levels were found to be
significantly higher in RA patients (11,12).
Carbohydrate antigen 19-9 (CA 19-9) is a
tumor associated oligosaccharide oncofetal
antigen which is closely related to the
sialylated Lewis blood group antigen (sLea).
High serum levels are commonly associated
with pancreatic cancer or cholangiocarcinoma
as well as many other cancer types (7). sLea
plays a pivotal role in adhesion of leukocytes
to the inflamed joint by acting as a ligand for
various cell adhesion molecules. This process
is a key event in the pathogenesis of RA.
Studies have suggested that sLea and cell
adhesion molecule expressions may be
upregulated by the same pathway in the
presence of pro inflammatory cytokines in
patients with inflammatory arthritis (18).
Cancer antigen 15-3 (CA 15-3) is produced by
the MUC-1 gene.MUCL gene expression is
widely expressed throughout the epithelial
lining and responsible for maintaining
integrity of the epithelial track. MUC1 gene is
not normally expressed in the connective
tissue however it has been shown that MUC1
gene expression is upregulated in response to
proinflammatory cytokines such as s IL-1j,
IL-6, TNF-a, and IFN-y which are all found to
be increased in patients with RA (19,20).

The common denominator between CEA, CA
19-9, CA125 and CA 15-3 is that they are all
glycoprotein antigens and have pivotal roles in
intercellular  adhesion and in cellular
migration. It is  hypothesized  that
overexpression of these adhesive antigens in
cancer may play roles in increased
tumorigenicity and undifferentiation of cancer
cells. It is also possible that in the presence of
inflammatory conditions such as RA , a
common upregulatory process could result in
overexpression of these adhesive antigens and
increase synovial intercellular adhesion in the
affected joints (21-23).

The relatively small sample size of patients
with active disease in the study group may
have prevented us from observing the
correlation between the disease activity score
and tumor marker serum levels. Although
cancerous disease was not diagnosed in any of
the subjects during the study period; it is
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possible that with a sufficiently longer follow
up duration developing malignancies in some
of the subjects with high tumor markers could
have been detected. These limitations should
be taken into account when interpreting the
results of this study.

In conclusion, the levels of serum tumor
markers, CEA, CA 19-9, CA125 and CA 15-3
are frequently increased in patients with RA.
Their levels can be elevated even in well
controlled disease. Only CEA levels were
found to be positively correlated with RF
levels. Elevated tumor markers in RA patients
can solely be a marker of inflammation and
not necessarily indicate presence of cancer.
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Diabetic Mastopathy and Breast Cancer in Type-2 Diabetes Mellitus
Patient: A Case Report

Tip 2 Diyabetli Hastada Diyabetik Mastopati ve Meme Kanseri: Olgu
Sunumu
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OZET

Diyabetik mastopati; lenfositik lobulit, duktit ve stromal fibrozisli perivaskiilit tablosuyla karakterize nadir
goriilen bir fibroinflamatuar meme hastaligidir. Bu meme lezyonu uzun siireli tip 1 diyabet ve diger otoimmiin
hastaliklar1 olanlarda, genellikle unilateral veya bilateral palpe edilebilir. Memede kitle ile bagvuran ve klinigi
malign olan diyabetik mastopatili hastay1 raporluyoruz. Bu tip 2 diyabetli hastamiz 74 yasindadir. Mamografisi
ve ultrasonografisi malignite sliphesi uyandirdigindan bu hastaya tel yardimiyla eksizyonel biyopsi uygulandi.
Biyopsi sonucu invaziv karsinom olarak raporlandi. Bu biyopsi sonucuyla yapilan operasyon sonrasi patoloji
raporunda ise yogun keloid benzeri stromal fibrozisin eslik ettigi lenfoid degisimlerin diyabetik mastopati ile
uyumlu oldugu bildirildi.

Anahtar kelimeler: diyabetik mastopati, memede kitle, lenfositik lobulit

ABSTRACT

Diabetic mastopathy is a rare inflammatory breast disease demonstrated with ductitis, lymphocytic lobulitis and
perivasculitis with stromal fibrosis. This lesion often presents as a discretely palpable uni- or bilateral mass in
traditional type | diabetes and other autoimmune diseases. We report a case of diabetic mastopathy, which
presented clinically as an indeterminate breast lump suspicious for malignancy. The patient is a 74-year-old
woman who had type 2 diabetes mellitus. Mammography and ultrasonography raised a suspicion of malignancy,
and a wire-guided excisional biopsy was performed. The biopsy was reported as invasive carcinoma.
Histopathological examination now showed dense keloid-like stromal fibrosis with lymphoid features consistent
with diabetic mastopathy.

Key words: diabetic mastopathy, breast mass, lymphocytic lobulitis

disease is essential to avoid unnecessary
Introduction surgical biopsies.
Diabetic mastopathy (DMP) is a collection of Case Presentation

clinical, radiological and histological features

found in dense fibrous masses of the breast
initially described by Soler and Khardori (1).
The disease is associated with long-standing
traditional type 1 insulin-dependent diabetes
mellitus (IDDM) but has been reported in other
autoimmune disorders or rarely in type2
diabetes mellitus like in our patient. These
patients present with a palpable hard, painless,
irregular solitary mass in one breast or both.
As inconclusive clinical and imaging findings,
these lesions are often evaluated as breast
carcinomas. A carefully examination of this

The patient described is a 74-year-old female,
who presented with a lump in her left breast of
2 months duration. There was no associated
pain; she noticed the lump incidentally. She
has been treated for type 2 diabetes for the last
ten years with oral antidiabetic agent and had
no secondary complication of diabetes; also,
there was no history of autoimmune diseases,
The examination showed a hard
palpable, relatively immobile, painless mass
whose location appeared to be deep in the
breast tissue. The mass was located 4cm lateral
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to the areolar region at 3 o'clock direction of
the left breast. Axillary lymph nodes were not
palpable, and there was no history of nipple
discharge. The right breast examination was
normal.

Mammography revealed increased
fibro glandular densities in both breasts (type-
2) with dense mass in the outer quadrant of the
left breast. It was thought to be an
intramammarian lymph node. There were no
micro calcifications detected. Hypoechoic
mass which was 4,5cm in size, in 3 o'clock
direction at the lateral merge of the areolar
region of left breast was detected at the
location of the focus of micro calcification
defined on ultrasonography. According to The
Breast Imaging Reporting and Data System
(BIRADS) categorization, the lesion was an
indeterminate breast lump, and hence, the
clinical impression was suspicious for breast
carcinoma. Magnetic resonance imaging
(MRI) revealed that a 7mm sized lesion near
the anterior axillary line and it was 12cm away
from the nipple, oval shaped and well
demarcated, contrasted with type 2-3 pattern.
MRI  reported this lesion as the
intramammarian lymph node described in
mammography.
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A wire-guided excisional biopsy was
performed. Gross pathology of the excised
specimen was a whitish irregular breast tissue.
There was no visible mass lesion in the
specimen. In microscopic examination, in an
area of 2 mm in size, a tumor with tubule-like
structures,  hyperchromatic  nuclei  and
eosinophilic ~ cytoplasm  represented  the
characteristic appearance of an invasive
carcinoma(Figure-1).  Because  of  the
fractionation of the materials, surgical margins
couldn’t be detected. Peritumoral tissue
consists of fibrosis and chronic inflammation.

In the aspect of this malignant
pathology report, breast-conserving surgery
and axillary sentinel lymph node biopsy were
done on the left breast. The sentinel lymph
node was reactive. In  postoperative
pathological macroscopic examination; a
whitish, elastic lesion of 3.5 cm in diameter
with irregular margins was reported. Around
the lobules of the breast, mononuclear
inflammatory cells, dominant lymphocytic
infiltrations were noticed in microscopic
details of the postoperative pathology report.
These features were pathognomonic for
sclerosing lymphocytic lobulitis. (Figure-2)
There was no residual carcinoma.

Figure -1: Tubule like structures and grouy:;s of neo

plastic cells: Invasive carcinoma (H X 200), 2:

¢

Lymphocytic infiltration around the lobules in the breast stromal tissue; sclerosing lymphocytic lobulitis.

(HEX100)

Discussion

Diabetic mastopathy (DMP) or sclerosing
lymphocytic lobulitis, is a rare, benign tumor
like the proliferation of fibrous tissue between
lobules. DMP is further characterized by the
presence of small lymphocytes in the lobules

of the breasts. Recent studies reported that
DMP is highly associated with type 1 diabetes
mellitus and is often accompanied by other
complications of diabetes, especially diabetic
retinopathy (1). A few cases of DMP were
reported in patients with a long-term history of
type 2 diabetes in our patient (2,3). DMP is
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presented classically in  premenopausal
women, is less common in postmenopausal
women, and is rare in men (4). Most reported
female patients have been in their 30s;
however, the patient presented here was much
older and postmenopausal. Common clinical
manifestations of DMP include multiple hard,
mobile, bilateral, ill-defined, irregular breast
lumps. Most patients have complained no pain,
but a few have had serious pain (5). Some
patients have presented with multiple unilateral
lumps (6) or bloody nipple discharge (7).

In the beginning, breast
ultrasonography usually demonstrates
irregular, ill-defined, clear, hypoechoic

shadowed breast nodules. Doppler flow
imaging indicates no blood flow signal (8),
which would be detected in the case of breast
carcinoma. Mammography often  shows
asymmetric increased-density with disordered
glandular structures, and no clear-cut mass or
sand-like  calcification. It is hard to
differentiate DMP from breast cancer by under
of mammography alone. The case in the
present study had similar ultrasonographic and
mammographic presentations compared with
those described in other studies. Attitudes
towards the effectiveness of breast magnetic
resonance imaging (MRI) for the diagnosis of
DMP vary (9); however, few individual case
reports in the literature have covered the use,
they concluded that MRI is not always useful
in differentiating these lesions (10). Our
patient’s MRI was also ineffective, the lesion
was reported as an intramammarian lymph
node. From a clinical point of view, we
recommended breast ultrasonography and
mammography. Although the radiologists
cannot clearly distinguish DMP from breast
cancer, they provided some crucial clinical
information and advice guided core needle
biopsy or excisional biopsy (11-14).

Core needle biopsy can be performed
to avoid unnecessary surgical biopsy as much
as possible. In our study, excisional biopsy was
performed. For patients with no complaints of
discomfort, no further treatment is needed after
diagnosis of DMP, but regular follow-up is
recommended. Few cases of DMP have
developed into breast cancer. A diabetic and
kidney transplanted patient with DMP
confirmed by excisional biopsy was found to
have invasive breast cancer ten years later (15).
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Thorncroft et al considered it to be a
coincidence as there is no clear pathologic
evidence suggesting that breast cancer is
associated with DMP (11). Our patient had
malignant lesion synchronized with diabetic
mastopathy.

DMP is a rare inflammatory disease of
the breast that is difficult to identify from
breast cancer by clinical manifestations.
Regular follow-up is the main treatment.
Breast ultrasonography and mammaography are
recommended. If the lesions become
radiologically or clinically suspicious for
malignancy core biopsy should be performed.
If the core biopsy is inadequate, excisional
biopsy is the diagnostic option.
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Management of Eyelid Defects after Tumor Excision

Tiimor Eksizyonu Sonrasinda Olusan Goz Kapak Defektlerinin Yonetimi
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OZET
Amag: G6z kapak tiimérlerinin eksizyonu sonrasi olusan kapak defektlerinin rekonstriiksiyonunda uygulanan
yontemlerin degerlendirilmesi.
Gere¢ ve Yontem: Kapak tiimorii nedeniyle 2010-2016 yillar1 arasinda, total eksizyonel biyopsi uygulanan
hastalarin kayitlari retrospektif olarak degerlendirildi. Hastalarin yasi, cinsiyeti, kapak tiimorii eksizyonu sonrasi
olusan defektin biiyiikliigii, defekti kapatmak i¢in kullanilan yontem ve olusan komplikasyonlar degerlendirildi.
Bulgular: Calismaya 50 erkek 14 kadin hasta caligmaya dahil edildi. Hastalarin yas ortalamasi 51,54 (5-84) idi.
Ameliyat sonrasi takipleri 35 ay (6-56 ay) olan hastalarin biiyiik cogunlugunda rekonstriksiyonda géz kapaginin
cevresindeki dokular kullanilarak primer olarak kapama metodu kullanildig: saptandi.
Sonug: Kiiciik kapak tiimérlerinin cerrahisi sonrasi olugan defektlerin kapatilmasinda herhangi bir greftyada flep
dokusuna ihtiya¢ olmadan primer kapamanin yeterli oldugu gosterildi. Kapak tiimorlerinde uygun cerrahi teknik
ile uygun bir anatomik sonug elde edilebilmektedir.
Anahtar Kelimeler: Kapak, tiimor, eksizyon, rekonstriiksiyon.

ABSTRACT
Aim: Evaluation of the methods applied in there construction of eyelid defects following eyelid tumor excision.
Material and Method: The medical records of patients who had undergone total excional biopsy between 2010-
2016 were retrospectively reviewed. The age and sex, of the patients, the size of the defect after eyelid tumor
excision, the method used to close the defect and the complications were evaluated.
Results: Fifty male and fourteen female patients were included in the study. The mean age of the patients was
51.54 (5-84). In the majority of patients with post-operative follow-up of 35 months (6-56 months), it was found
that the method of closure as a primary using tissues around the eyelid was used in reconstruction.
Conclusion: It has been shown that primer closure without the need for any graft flap tissue is sufficient in the
closure of defects after surgery of small eyelid tumors. An appropriate anatomical result can be obtained with
appropriate surgical technique in the eyelid tumors.
Key Words: Eyelid, tumor, excision, reconstruction.

Giris

Goz kapak tiimorlerinin eksizyonu sonrasi
olusan  defektlerin  dogru  bir  sekilde
rekonstriksiyonu goziin korunmasi agisindan
onemlidir. G6z kapagi viicuttaki en ince cilt
dokusudur, cilt alt1 bag dokusu yag doku
icermez ve yapist diger bolgelerden farklilik
gostermektedir. G6z kapagi, Onden arkaya
dogru cilt ve cilt alt1 dokular, orbikularis okuli,
alt ve st kapak retraktorleri, tars ve
konjonktivadan olusan kompleks bir yapiya
sahiptir. G6z kapagmin yapisimt cilt ve
orbikularis okiili kasindan olusan 6n lamella,
tars, retraktdrler ve konjonktivadan olusan arka
lamella olmak iizere iki bolimde incelemek
miimkiindiir. Goz kapaginda olusan defektlerin
onartmi, g6z kapaklarimin go6zii koruma

gorevlerinden oOtiirii ayr1 bir Onem tagir.
Basarisiz  onarimlar  sonucunda  Kkeratit,
konjunktivit  gibi ciddi  komplikasyonlar
olusabilir (1). Go6z kapak defektlerinin
biyiikligi, derinligi ve lokalizasyonu
rekonstriksiyonda en Onemli parametrelerdir.
Hastanin yas1 ve genel saglik durumu, kemik
ve ¢evre dokularin tutulumu rekonstriksiyon
sirasinda goz Oniinde bulundurulmas: gereken
diger parametrelerdir. Bu c¢alismada; timor
eksizyonu sonucu olusan goz kapak
defektlerinin rekonstriksiyonu i¢in uygulanmis
olan farkli onarim teknikleri ve sonuglari
sunulmaktadir.
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Materyal ve Metod

Goz kapag tiimorii nedeniyle Aralik 2010 -
Eyliil 2016 tarihleri arasinda opere edilen,
kapak rekonstriksiyonu uygulanan 64 hastanin
dosyalar1  retrospektif — olarak  incelendi.
Hastalarin cinsiyeti, yasi, opere edilen goz
kapagi, uygulanan rekonstriksiyon metodu,
operasyon sonrasi olusan komplikasyonlari
kaydedildi.

G0z kapak tiimérii ilk operasyonda total olarak
cikarmayr planladigimiz  hastalarda total
eksizyonel  biyopsi  yapilirken,  biyiik
tiimorlerde ise total eksizyon Oncesi insizyonel
biyopsi yapildi. Cerrahi sinirda tiimor olan
hastalara, cerrahi sinirlar tiimor negatif olacak
sekilde reeksizyon uygulandi.

Orginal Article

Bulgular

Calismaya 50 erkek 14 kadin hasta caligmaya
dahil edildi. Hastalarin yas ortalamas: 51,54
(5-84) idi. Kirk hastada tiimor dokusu alt
kapag1, yirmi dort hastada iist kapagi tutmustu.
Kirk dokuz hastada c¢esitli tiplerde benign
lezyon saptanirken  (squamoz ~ papillom,
intradermal nevus, seboroik keratoz, epidermal
inkiiliizyon kisti, kapiller hemanjiom), 10
hastada bazal hiicreli karsinom (BCC), 2
hastada skuam6z hiicreli karsinom (SCC) ve 2
hastada sebase bez karsinomu,1’ine
keratoakantom tanis1 konuldu. Kirk alt1 hastada
timor goéz kapaginin %25’inden daha azini
invaze etmisti, 14 hastada %25-50 arasinda, 4
hastada ylizde 50 ve 80 arasinda g6z kapaginda
kayip mevcuttu.

G0z kapak defektlerinin onariminda 46 hastada
g0z kapaginin cevresindeki dokular
kullanilarak primer olarak kapama yapildi.
Primer kapamanin yetersiz oldugu 6 hastada
Tenzel flebi, 4 hastada Cutler-Beard flebi, 2
hastada Mustarde flebi ve 2 hastada lateral
bazli ilerletme flebi, 2 hastada glabellar flep, 1
hastada diger kapaktan hazirlanan cilt grefti, 1
hastada karin 6n duvarindan hazirlanan greft
kullanildi ~ (Resim  1-2).  Arka lamel
rekonstriksiyonunda ise 4 hastada
tarsokonjonktival flep, 1 hastada sert damak
grefti ve 2 hastada agiz i¢i mukoaza grefti
kullanildi.
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Hastalar ameliyat sonrasi ortalama 35 ay (6-56
ay) sliresince takip edildi. Bir hastada greft
nekrozu ile karsilasildi. Greft nekrozu olan
hastaya reoperasyon yapilarak kaydirma flebi
yapildi. Kapak fonksiyon bozukluguna higbir
hastada Karsilasilmadi ve estetik olarak iyi
sonuglar elde edildi.

Resim 1: Alt kapaktan total eksize edilen

timor sonrasinda tenzelsemisirkiiler flep
uygulamasi.
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Resim 2: Ust kapaktan total eksize edilen
tiimor sonrasinda Glabellar flep uygulamast.

Tartisma:

Kapak tiimorlerinin malign veya benign olarak
dagilimi toplumlar  arasinda  farklilik
gostermektedir. Isvigre’de %84  oraninda
benign  kapak  tlimoriine  rastlanirken,
Yunanistanda % 59 oraninda, iilkemizden
yapilan bir ¢aligmada ise %90 oraninda benign
kapak tiimoriine rastlanmistir (2). Bizim
caligmamizdan elde ettigimiz veriler iilkemizde
yapilan Cevik ve arkadaglarinin yaptig
caligmaya benzer oranlarda bulunmustur.

Goz kapak tlimorlerinde tiimoriin tamaminin
almmast ve olusan defektlerin
rekonstriksiyonunda  korneayr ve = gozi
koruyacak diizgiin kapak biitiinliigiiniin
saglanmast  Onemlidir. Timoér eksizyonu
sonrasinda goz kapaginda farkli biiytikliiklerde
ve farkli derinlikte defektler olusabilmektedir.
Goz kapak defektlerinin rekonstriiksiyonunda;
defektin boyutu eksizyon sonrasi
degerlendirilmeli ve onarim bu kriterlere gore
yapilmalidir. Kapak rekonstriiksiyonu, mevcut
olan kapak dokularin birlestirilmesi ile veya
yeterli bir kapanmasinin miimkiin olmadigi
durumlarda bagka bir alandan getirilen greft
veya fleplerle saglanabilmektedir (3). Goz
kapak rekonstriksiyonunda kapagin 6n ve arka
lamel olarak iki kisim olarak ele alinmasi,
lamellerden birine serbest greft
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yerlestirildiginde diger lamellaya
vaskiilarizasyonu iyi olan transposizyon,
rotasyon ya da ilerletme flebi tercih edilmesi
onemlidir.

On lamelin %25 veya daha az defektlerinde
mevcut olan géz kapagi dokulart kullanilarak
primer olarak veya lateral kantolizis yaparak
cevre dokulardan faydalanilip primer onarim
saglanabilmektedir. Primer olarak kapanmayan
%25’den daha fazla 6n lamella defektlerine de;
ilerletme ya da rotasyon fleplerinden ya da
greftlerden faydalanilabilmektedir. Total alt
g6z kapagi kayiplarinda alin flebi, nazolabial
flep, iist g6z kapagindan hazirlanan tek veya
iki pedikiilli kas-deri flebi, iist goz kapagindan
tarsokonjonktival flep, infraorbital bolgeden
hazirlanan fasyokutanéz V-Y ilerletme veya
rotasyon flebi, temporoparyetalfasya flebi,
semisirkiiler Tenzel flebi veya Mustardé yanak
flebi ile rekonstriksiyon yapilabilmektedir (1-
8). Total st kapak kayiplarinda ise alin flebi,
glabellar flep, Cutler-Beard flebi ve McCord
yontemleri ile rekonstriksiyon
yapilabilmektedir (9-10).

Alt kapagmn on lamel rekonstriiksiyonu igin
sayisiz alternatif lokal periokiiler flepler
kullanilmaktadir. Biz &zellikle %50°den fazla
on lamel kayiplarinda 6ncelikli olarak tenzel
semisirkiiler flebini tercih etmekteyiz. Tenzel
semisirkiiler flebinin en Onemli avantajlar
minimal morbidite (verici bolge igin), kolay
hazirlanabilmesi  (diseksiyon alaninin az
olmasi) doku uyumunun yiiksek olmasidir (11-
14).

Ust kapaktaki %50’den fazla olusan tam kat
defektlerde  Cutler-Beard  Flebi  tercih
etmekteyiz. Cutler-beard flebi ¢ok kullanilan
bir ydntem olmamasina ragmen bizim
yaptigimiz calismalarda doku uyumunun ve
kapak fonksiyon kaybinin minimal olmasi
nedeniyle basarimiz yiiksek bulunmustur.
Cutler-Beard flebi kolay hazirlanmamasina
ragmen On ve arka lamellanin bir biitlin halinde
tasinmast ve doku reddinin neredeyse hig
olmamasi avantajlar1 olarak sayilabilmektedir
(15).

Alt kapaktaki ylizde elliden fazla olusan tam
kat defektlerde ise Mustarde flebi tercih
etmekteyiz. Mustarde flebinin en &nemli
avantajlar1 ise renk ve doku uyumunun yiiksek
oldugu temporal bolgenin kullanilmasi ve
neredeyse totale yakin kapak
rekonstriksiyonuna yetecek doku saglamasidir
(16-18). Ilerletme flebi ise ¢ok fazla doku
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kaybmin  olmadigi  &zellikle 6n lamel
defektlerinin fazla oldugu olgularda kullanildi.
Ust ve alt kapakta tarsal destege ihtiyac
duyulan durumlarda nazal septal
kondromukozal greft, nazal st lateral
kondromukozal greft, sert damak mukoza
grefti, kulaktan konkal Kartilaj greftleri
kullanilabilinir. Biz ¢aligmamizda tarsal
destege sadece bir hastada ihtiya¢ duyduk ve
bu hastada sert damak mukoza grefti kullandik.

Orginal Article
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Porphyria; A Rare Cause of Neurological Symptoms in Cancer Patient

Porfiri; Kanser Hastasinda Norolojik Semptomlarin Nadir Bir Sebebi

Ali Alkan!, Ebru Karci®, Betiil Yavuz?, Abdullah Akdag’, Nalan Akinci', Arzu Yasar!, Giingor Utkan®

!Ankara University School of Medicine, Department of Medical Oncology, Ankara, Turkey
2Ankara University School of Medicine, Department of Internal Medicine, Ankara, Turkey

Dergiye Ulasma Tarihi:20.11.2015 Dergiye Kabul Tarihi:08.02.2016 Doi: 10.5505/a0t.2016.18209

OZET

Onkoloji pratiginde ndrolojik semptomlar genellikle direkt timor etkisi veya paraneoplastik sendrom olarak
karsimiza ¢ikmaktadir. Norolojik semptomlara neden olan nadir hastaliklarin tanis1 6zellikle metastatik kanser
hastasinda zordur. Burada kirmizi idrar ve ndrolojik semptomlarla degerlendirilen bir metastatik akciger kanseri
olgusu sunulmustur. Metastaz ve paraneoplastik patolojilerin ekartasyonu sonrasinda bulgular porfiri tanisi ile
iligkilendirilmistir. Tecriibemiz porfiri tan1 ve tedavi hakkinda klinik ipuglari verirken, onkoloji hastasinda
norolojik semptomlarin ayirici tanisinda tanisal yaklagimin 6nemini vurgulamaktadir.
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ABSTRACT

In cancer patient neurological symptoms are mostly due to direct tumor effect or paraneoplastic syndromes. The
diagnosis of rare diseases causing neurological symptoms is challenging, especially in a metastatic cancer
patient. Here we discussed a metastatic lung cancer patient who presented with red urine and neurological
symptoms. After exclusion of metastasis and paraneoplastic pathologies, the findings were associated with the
diagnosis of porphyria. While our experience is giving clinical clues about a rare pathology, it also reminds us
the importance of work up in the face of neurological symptoms in oncology patients.
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neurological symptoms and a diagnostic
process resulting in a diagnosis of porphyria.

Introduction

In oncology practice, especially in metastatic
disease, neurological symptoms usually lead
the clinician to search brain metastasis or a
compressive pathology in vertebral column.
Besides common causes, rarely paraneoplastic
syndromes may present with progressively
deteriorating neurological symptoms. Although
paraneoplastic syndromes especially Lambert
Eaton syndrome, subacute sensory neuropathy
and encephalomyeloneuritis and subacute
cerebellar degeneration have been associated
with lung cancer, neurological symptoms are
usually a consequence of direct metastatic

Case Presentation

A 62-year-old male patient, without any
comorbidities, presented with dsypnea and
hemoptysis. Nodular lesions detected in
pulmonary imaging, further conveyed us to a
diagnosis of squamous cell carcinoma of the
lung with multiple bone metastasis. Patient
was hospitalized for palliative intent with a
plan of palliative radiotherapy and systemic
chemotherapy. In the initial evaluation, patient
was apathic and sometimes having difficulty in
communication. Intermittent syncope history
and progressive mood changes led us for a

tumor effect (1).
Here we present a nonsmall cell lung
cancer patient presenting with insignificant

diagnostic work up. Thyroid, renal and hepatic
functions were normal. Cranial imaging was
free of either a metastatic lesion or vascular
pathology. Behavioral changes and intermittent
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agitation couldn’t be explained with an
underlying psychiatric pathology and he was
treated with a diagnosis of delirium. Due to
inconclusive work-up and improvement in
neurological symptoms, the patient was treated
with palliative radiotherapy for vertebral
metastasis and systemic cisplatin- gemcitabin
regimen. After 2 courses of chemotherapy,
pleural effusion ensued and second line
regimen with docetaxel was planned. The
patient was treated with drainage of the
effusion with thorax tube insertion. During
follow up, the patient was treated with
numerous antibiotics and palliative medication,
especially for emesis and constipation. Chronic
dyspepsia was treated with symptomatic
medication and intermittent mild abdominal
pain was associated with chronic constipation
after exclusion of organic pathology with
gastroscopy and colonoscopy.  During 2
months of follow up, the patient was
intermittently sleepy, having speech problems
and agitations.

At the end of 2 months of follow up,

the patient complained about a 4 days history
of reddish urine messing his underwear
(Figure-1a/b). Thrombocytopenia due to
docetaxel suggested a gross hematuria but it’s
excluded with urine microscopy. Hemoglobin
levels of 8.6g/dl and normal bilirubin, LDH,
haptoglobulin, reticulocyte levels excluded
hemolysis. Patient was free of a medication,
specific food and herbal medicine history that
may cause red urine. Nonspecific fluctuating
neurological symptoms, intermittent mild
diffuse abdominal pain, red urine and
increased urobilinogen in urine analysis
conveyed the work up for porphyria. Daily
porphobilinogen in urine was 4.7mg (O-
2mg/d). Coproporphyrin I: 90.2 pg /d (0-25 ug
/d), Coproporphyrin I11: 80.5 pg/d (0-75 pg/d),
total pophyrine: 182.75 pg/d (0-150 pg/d).
Symptoms and laboratory results were
consistent with the diagnosis of porphyria.
Patient medication, especially metoclopramide
and antibiotherapy aggravating porphyria was
discontinued and red urine improved
completely in 1 week (Figure 1c). In the follow
up of patient chemo refractory disease
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progressed and debilitated patient
progressively deteriorated and died.

Discussion

Management of neurological pathology
due to metastatic disease is an important
part of oncology practice. While direct
tumor effect on nervous system is the most
encountered cause of symptoms, rarely
paraneoplastic ~ syndromes,  thrombo-
embolism and electrolyte disorders may
cause neurological deficit. Preexisting rare
metabolic disorders may be aggravated by
tumor itself, chemotherapeutic agents or by
supportive medication during management.

Porphyrias are a group of disorders
in haem biosynthesis, resulting from
genetic enzyme defects in haem synthesis
pathway. Seven different types with
different enzyme defects have been defined
in the pathway. Neuropsychiatric and
dermatological problems with different
intensity are the clinical results of the
accumulating metabolites (2).
Accumulation of toxic metabolites and
symptoms are usually precipitated.
Whereas drugs are the most documented
precipitants;  infections,  malignancy,
alcohol and fasting may cause porphyria
attack.  Besides not exactly defined,
Aminolevulinic acid accumulation is
hypnotized to be the cause of neurological
symptoms. Especially during attacks
patient may present with different
neurological symptoms such as minor
muscle weakness, motor deficits, blood
pressure disturbances and dyspepsia.
Although dermatological symptomatology
may resolve with vesicles, patients may
experience severe tissue damage causing
digital amputation (3).

Knowledge about porphyrias and
cancer is limited in literature. An increased
risk for hepatocellular carcinoma in
porphyria patients has been reported and
screening for primary liver malignancy in
pophyric patients has been recommended
(4,5). Liver metastasis has been
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documented as a triggering factor of
porphyria attacks. In addition to relation
with hepatic malignancies, porphyria has
been reported as a risk factor for lung
cancer in a cohort study from Denmark and
Sweden (6).

Management of a cancer patient
with a diagnosis of porphyria is difficult.
Especially selecting the best effective
regimen in potential precipitant
chemotherapeutic and palliative
medications is challenging. The data about
the cytotoxic drug used in porphyric
patients is limited and safety data is only a
total of experiences in case reports.
Taxanes; docetaxel and  paclitaxel,
cyclophosphamide, busulfan, methotrexate,
anastrazole, letrozole, tamoxifen are the
porphyrinogenic  drugs.  Fluorouracil,
Doxorubucin,  Epirubicin,  carbolatin,
Capecitabine are drugs that are probably
not porphyrinogenic (7). Palliative
medications such as 5HT3 antagonists,
metoclopramide, steroids, paracetamol,
tramadol, fentanil are in the “probably not
porphyrinogenic” group. Aprepitant is in
the probably porphyrinogenic group (2).
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Different experiences with different drugs
have been reported in literature. Before
chosing drug it must be carefully
discussed.

In our patient, management of
neurological symptoms caused by a rare
disease was challenging. Due to
nonspecific findings, age of the patient and
possible metastatic or paraneoplastic
syndrome postponed the diagnosis. The
analysis of the drugs used for detection of
the precipitant was inconclusive. Second
line regimen docetaxel has been reported
to be precipitant in literature but the
absence of symptoms during therapy and
nearly 2 weeks period between symptoms
and therapy decreases the likelihood of it.
The ongoing nasocomial pneumonia was
thought to be the precipitating factor.
While our experience is giving clinical
clues about a rare pathology, it also
reminds us the importance of work up in
the face of neurological symptoms in
oncology patients.

Conflict of interest: None

Figure-1c

Figure 1: Reddish urine observed during exacerbation(ab), Normal color urine after resolution of attack of

porphyria(1c)
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